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AL oy 7 v 7 ) ESH  (immunoglobulin light-chain)

AUC 4R I B N iE#E (area under the plasma concentration-time
curve)

Crax B MAEHIRE (maximum plasma concentration)

CR 5642753 (complete response)

CYP F k7 v— 2 P450 (cytochrome P450)

dFLC involved & O uninvolved RS D7 (difference between involved and
uninvolved free light chains)

FLC WEEfEE S (free light chain)

GC WA v~ k777 4+— (gas chromatography)

HPLC ERiEIR 7 v~ 272 7 4 — (high performance liquid chromatography)

LDso 50%%t & (50% lethal dose)

SIADH PURIR AR VE ARl A S WERERE (syndrome of inappropriate secretion of
antidiuretic hormone)

TEN Hh R 3R R EESERMARE  (toxic epidermal necrolysis)

CyBorD VIaRAT 7 I KRR, RVT I TRRT XA

(cyclophosphamide, bortezomib and dexamethasone)
DCyBorD BTV KT YIRKRAT 7 I R, RLT I TROT XY A7

(daratumumab, cyclophosphamide,. bortezomib and dexamethasone)
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EIHEAR THIAE (AUC) ISR T Y X Db D Z L% Slee b RN L Z LICHkSE, 72K - &
T At BLRA Y NI 2L —5h) ITBWTEEAIDHIE & AW FRIRSEMEOBRIZ OV TR~
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(7 Dt ELERERE
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4 Q Q O .
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4) mH DM
AR L

(5) Zmfth

BARRNA
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I Y FX49 2 850me
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AT
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VI aRRAT7 7 I KK 53.45 mg
(MK & LT 50 mg (ZHHY)

1A
I aARAT 7 I FAKFY 106.9 mg
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IR

AT, hvERIVT LT
VY, U UERIKFET LT LK
W, ESF ALY ATT Y UlEv
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J AL RY I R— | 20, HAB—
A2F MU A RE N SEEK T A
e, ~ 7 v =—/L 35000, PLRELREE A /L
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KA % PTP @4 (FEARV =F L7 VA, REIT IV

) & U THEEIC AL eE

IR - BOCTHRAF LTZG G, 3 HFEMIISMIZA(L R G BALZ 1T L A EROTLET

HoT,

RV—-3 HHOREME (&)

(1 2 > h DO

RIS - (RAFTERE {RAF7 11 SR IHE H ik
e S8 B ih7n L

S i 3
PTP al4&, #H A . H A

% WEE  mliEss n~ 777 14— (HPLC)

(2) ik
BB L

B R MIRRLE AT N A (1995)

o ARKNE 2001 43 A 6 HIZEAKRZESSE L TWD EFHT Y K42 100mg) @
FANERDEZ TRIETIRATHY | BWEIIBEARO EFH- Y Fx4 v
100mg] &L[AICTH %,

(& &) EFHAxT Y FE¥Y 2 100mg D% e MR

BB
KV—4 HAOREM (FEXR)
(Rl (R SR IE o
9~ 8C 96 n | TEIR REBIEILT, st A
pH™1, &&E™2

¥1: v 7 mARA7 7 IR (HEAYIHE) 100 mg H72 Y 5 mL OAERAERZ A THEM LT,

*2 1 JEH ; HPLC

Y B R MR ARLE A N A (2005)
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D RIEFIOFEE 7 aR A7 7 I K (HKYERE) 100mg (1K) &7 5mL
FROKEZ, VU U UEAWTAAS TIUNICEAL, REZERSE5, Tk
FAWTERE AL L, S8R L%, B a vy 7T 10 mL ISR 2,
2) ARIOBEREZR/NRET D70, EEICAFORFFMEZITS 2 &, AFNL. M
WEAETH0, FAMFIIFREELZSEAL, Z2¥ Y Xy NATEBT L2 &0
BE LV, SR O IRIE A3 L2 B A, BEHICEEOMATE S Wik
L,
3) ARFNIAA T VAN OWHITH D, MMT DT, A T %R ETITHERT 5 2
Bl
4) NA T ATKEROKE 2 AT DBE R OVEER L, TE DR ES VW E S ICEET
52k,
5) & NIRANZ IR, WM 5 2 &,
( TVIL 11. @A EoEE] OHEEMR)
(2) Witk OREN (EOH=y REY U FK 100mg & [F— 0 Ch H1EH A= K4
500mg % F\ T2 e Mkl 2 SEi)
ARGy Z R ROK U AR PR Cafifte . o m y 7 LIRG L7 B o 22 g MRk
A 9 L7,
FEEaRrS
HEHHT Y 392 500mg 131 TUZy ) > V% AW COERDK U AE B R HTIR
25 mL #FEA L CEfRSE, YV U2 AVWTHRIREEZEBRICE L, Hyoy 7
25 mL Z EfEICINZ TRA L, B Lz GRIRIKOREIXY 7 vk A7 7 I RiEKY) &
LT 10 mg/mL THD) ,
ERTEEES
ARSI A2 RIV—5~T TR L7z, 25C « 60%RH « M THRIF LI E &, 25C -
60%RH - #AT T (K 900 1x) & EEROFER TH o727, OFEITZ T 720 &)

W L7,
V-5 Lo0O/KRRI7 I FKNYOBEEROREHE (5°C » HEH)
RTFERE  IRIR (BEHR - Bie) ) (1 vy Ok
‘ - T
b/ ES A BRIE — - - - -
W RMERIE | REBRE e T T > ] S YETTD
P TR | i | MR B O | Wi 0o | W 1B o T | B DT
A= I 34
S e o 100 99.5 99.0 97.7 97.3
A TR TR JESE PR MBI O | AT O | BB O | HAaEI O | aBA Ok
A= I 34
EE,:/; o7 Fj(f) 100 99.8 100.4 98.4 97.4

*1: A58 60ce. AL RV oLl Sy RYzFL o8l
* 2 FIHMEICH T 25 (%) TFR, JER ; HPLC

TR S ASTLSE  Z — R4S (2011)



29 0KRRAT77 I FAKNYPOBEERDREM (25°C - 60%RH - BT T)

RIV—6
(PRAFIEIE : P (Bt - i) ) (17 b O
: ~y PRAT A
i ES ABRIR —
vl {Rtr 5t B A PR B A 8 Wl 24 R
FERUK PEIR MBI O MO OW HAEH O
iy;yf Eéi%ﬁ EE (%) 100 99.4 95.9
BRI HOEAT T KRN B O B O A3 DR
+ (#9001%) [, ., .
R a2 (%) 100 100.2 96.0

1 : FE60ce, AME; RV oL@l vy 7 K)=FL oM

* 2 FIHMEICH T 257 (%) TFR, JWER ; HPLC
TR ST LS v Z — R4S (2011)

22 8FKRRI77 S FAKMPOBREDLEM (25°C - 60%RH - EL)

HIV—17
(PRTFTZHRE @ PAiR (PESE*! - Ehe) ) W= RNI7 )
‘ . 117 1
= ES B TR =
R PRAFARA MBI RIS YN
FERLK PR 2 VB D 2 VB D
+ A Bk 0,
Hoom 6§3§H SE*2 (%) 100 96.3
PR R iﬁ% PEPR E (2 VB B D A 5 5 B DR
$y2y7 EE¥ (%) 100 95.3

%1: RE60ce, AK; R 7oLl $yo7 R)xoFL Ml

*2 0 WIMEIZ T Dk FER (%) TR, WiElk ; HPLC
P RBGE L o Z — S (2011)

8. fhFlLDEAEIL (MELFHEIL)

MR L
9. B
(1) &2
AR — MBS TV HRBIAIIR S 2 7 ME] (K VRBEAT) L&, JhICEART S (K
Fh D 45 SOV AT 80% A LTH 2) B,
(2) JFR

G RBrANA
10. #BE-aF
(1) FENDELGES - BF. NENRRLGRS - BFICHY 51ER
A% L0

(2) a%
T R&¥ 8¢ 50mg : 100 £ [10 §2 (PTP) X 10]

BOHTY R4 5K 100mg : 10 i [100 mgXx 10]

Q) FlEE=
B4R



11.

12.

4) BHROME
1
PTP 4%

PTP>—h: RV =FLy, TAI=ULA
2) R
el 2L
NATIV  HT A
Fyv L RYUFub Ly, TILI=TN
TR TFILT A
F—N—Fy o7 R T LY
ARt TS5 EME
MU ERR L
T DOt

EEE R L



V. ARICEYT SR
1. ZEERITEHR

(= F¥%H §E 50mg)

O TR&ED BRI VIR IR DR
ZRMEBHE. BEYUNE ROFX UK. VU \AE. BRRE) . e
atamE. EMSmE. e, @S (BEFE. BEFE | 5ES
fz2L. TROKRBIZTOVWTIE, thDOMESEFEHRAT LI ENDETH D,
B MR s, BHEEREanE. WEER, Sz, BE. e, BhE. FESE. F
EAE. NRE. BAEE. MEMRE MEE. BIERKFHR. BKFHR | BRHmAE.
EHEaRE

O HRHEIZ 1 S 5% K G D HN

O£5MAL7IOAF—YR

O ARERMEOTREY VI FHEESR
EHMTVTI TR, 25MMERX GEMRMSRMERX, SRMERXMERNFEE.
EiME L RBAR K. WFERIREZHRMNERXMEAFEE. STBIRKE) | SHREHRX/REHL.
MR, ESMREESHEBR. RUNEREZ/ESHAME Y DT FHEER

O x70—+YiEE# BIBRRERLEVAICKIBENGEBRET O THTHEHENA AL
VREEICBRS. )

EOHx= > R4 KK 100mg)

O TRERDBEEMNLVICHERGEIRDEAE
ZHRUEBTHE. BME) /B GROFUFE. Vo RE. MRRE) | 2E
SMamnE, EMZmiE. . @iEEE (MEFE. BEFE | 5ES
=L, TROKEIZOVWTIE, thOMESHIEHRATLIENIBETH S,
BE) AR nR. EEEREanRE. WEEE, B, BE. FE. Bk, TEEE.
FTERE. NRE. AES. BEMEE WERE. BRERKTH. BRI/ .
BimRE. BtRakE

O ABRERMEOTRYYTFHES
EEMITYTI TR, 25MNERX EMRMNSENER, SHROERXMEAFELE. &
B ZHEARK. FERREZHENEREATFEE. SRBIRKE) . SREHL/REHL.
EMERAE, BEMESHER. RULEXZHSHAM) VI FHER

O *7O0—VviEEH EIBRERILEVRICLSBENGERETo-THETEURENA LG
LGSR 5. )



2. BREXIHRICEET HERE

5. ZhEE - DRICEHET HEE
(7 O—HEEIRE)

BRAHA RT4 v D VEORHROEREBEIC, REIORG I M) & HWT S 5 BE IR

N

5945z L,

EES

BRI TR

2) N7 v —VREEREEMIGIET A K74 UMNEREE S NERRME R 7 0 — P IEEREEY)
BT A RT7A4 2 1.0k BA/NRE g FaHEEE. 20055181170 (201101118)

3) JEAE S B AR BT AR ZE S A TR B C BRI S AT SEEE #EAME R 7 v —BE
ERE RS, x 7 v —BIEERZER ¢ B AR TSSEE. 20115531 78-122 (201101119]
4) TET U AHESL CKD A A R7A4 2 2009: HAREF2H. 2009 (201101194)

3. AZERURE

(1) BERUVAEDORES

(= F&¥ 6 50mg]

(BEMIE KICRRERDOFRRE)

(1) BTHERT SHEHE
WE L AT 7 A2 7 7 IR (HARpH#E) & LT 1 H 100~200 mg ##&H# 57
%=y
R, ., ERIC X E T D,

(2) thOMEBRIEGRAT 556
H AT 254D, WEHET 5,

(HREFEHEIC 1 S R RICDOHIF]
FAEERERL O AE L OHEIER B ESE#HHT 5,

(2BMHAL7IOAf F—YR)
OIRK] & OPFFICE N T, @HE, RAKIZY 7 kA7 7 I K (BkWHBE) & LCGE 1A
300 mg/m? (AEREE) &A% EGT 2, &E5EO ERIE, 1EEE LT500mg &7 5,

CREERED Y 97 FHER)
B AT 7R AT7 7 IR (EAKY#E) & LT1H50~100 mg & A&RE5T 5,
B, AEE, ERIC L EEERET S,

(7 O—EHERE)
L RANZIET 7 AR AT 7 IR (EARIE) & LT1H 50~100 mg % 8~12 HH##E 1
BET %,
2B, i, JERIC X D ETIET D,
W NRIZIZS 7 el A 7 7 IR (BARYHE) & L T1 H 2~3mgkg # 8~12 HH#ER A
B5T %,
B R, ERICE D E TR A28, @ 1 H 100mg £TET L, FAIE LT, s
#3300 mg/kg £ TET 5,



(oM &9 5K 100mg)

(BRI NIt EERDORRRE)

(1) BMTHERAYT LI5S
AFN R L, @, RAZIZY 7R A7 7 IR (BARYH#E) £ 1L T1H 100~200 mg
EROELT 5,
7B, AR, ERIC L EEHERT D,

2) toORERRILGRAT 55HE
B O AT 250D, EEEET 5,

CAEEMMED ) DT FHEER)
ARNEVfRE L, BE, RACIE 7R A7 7 I8N (Bkp#E) & LT1H 50~100 mg &
RO#EET 5,
RE, AFEE, ERIC L EEHERET S,

(7 O0—CRERE)
ARNEVfRE L, BE, RACIE 7R A7 7 I N (Bkp#E) & LT1H 50~100 mg &
8~12 MM AHEE5 T 5,
B, A, ERIC L W EERET S,
ARV L, @E, NRIZEY 7R A7 7 IR (Hkp#E) L T1H2~3 mgkg %
8~12 R A& EG7 5%,
7p¥s, AP, ERICK VEEEET 223, @% 1 H 100 mg £TET 5, JRAIE LT, ks
(% 300 mg/kg FTET 5,

(2) AZERUVAENHRTERE - B

(2BMAL 704 F—YR)
M AL 7IvA K=Y RABFIZHTLHV 7 aRRA7 7 I KAKMYWORE - A&,
AMY3001 &R (EFRILFE S MAEERER) ORFRICESEHRE LT,
AMY3001 #B2 Tix. CyBorD JEIEICH TV A~ 7 R TFERE (5 Y L~7 1800 mg K
Arerin=F—€ 77y EEFHE#Z] 30000 U) %4fH L7z DCyBorD ik &
CyBorD JEIED A M OV ek % bl L 7z,
CyBorD #iEIL, WD A KT A4 CRIBFEORHME AL 7 I v A R—T R Tx3 HiE%E
RO 1 D& LTS IH SN TS, 28 AL 7 2 oA R—3 A Z%F4 % CyBorD
WIEEFHME L2 A RIA4 CTHASN TOWD EERAER LSS, AT LR LT Y
T, VI aERATy I RAKIROT XY AL O - AREEZRE L,
INHOFmMIL Ty kAT y I RARMYORE « HEIEX 300~350 mg/m? (fx kX 500 mg)
ZE 1RO ThHoT-, I, 7 akA7 7 I RAKIHOROES LS50 AUC
BB LRGSR, NA AT XA T8 Y T 48 95.8% LHMIL T\ D Z L 2R T i UBAARS
NTWd, 2NHOREEEE 2 T, AMY3001 RERD > 7 nhk 27 7 I RO ik - B
HIE, 1AM T 300 mg/m2 (MEAKMHUR) 288 N SUIFIRNEE S & 50E L, HE# G- &I,
REBREAEIZ) D 5T 500 mg (M) FTE L7, 300 mg/m? &3 E L7 BRI,
300 mg/m2 OFEHEEZREHA L TWAHIFREMEENZ N &, 300 mg/m2 &5 & ik LT
350 mg/m2 DFEHHRDPIFEICT D Z LA TTHEBENGOLN TN & KOH
M A TR CERMEER b ZR L2 ThDH, Lz ->T, EARNIZBWNTYH



[FEED &% 3% E Lz,
AMY3001 &R Cix, FEIFHMIEE CTh 2 Mk 715522 (CR) 3T, CyBorD #f & ki
L T DCyBorD B THEGHARIICH BERUGENR O Hiv, BEELHTZT Th< AAANEH TS
—B L TR LN, £7-. CyBorD #i: MK N DCyBorD ik, AL KOV H A NEM T,
AREMIRFTH -T2,
HIZ, AMY3001 iBR Tl 7 mAR A7 7 X R OEGREEER] (B 0% 53T E RN B
5) \CHMEFEEFMEEE (CR ) ROAEFFLEBRIUC O W THEEMIT N TON T, i}
Mréldas, o5 045 DCyBorD £ 115 4, CyBorD £ 119 #1 (LA FIEINE) | &R
HoAhn 56 B, 45 Bl TH o7z, TOMRK, ERK T LD CR RiT, BOKGOHTIE
DCyBorD Ff 49.6%. CyBorD #f 20.2% (LLF[ENE) | §IRNEEG-O A TIE 66.1%., 17.8%
ThY., WTFhOBRGRERNO CR FbHREEME FRRE Chole, BEMIZHOWN TR, &
GBI OAEFEZROFREIGIL, ETOAFERR, Grade 3 T 4 DAFEFSL, FHCITE
ST FEFG (Grade5) . EERAEFLE, LOETORBREOZLEF ILICE - HEFGL
DTN LR EROFHEIS L g U CH LR BT e holz, LDz Lt &5
AL 7 I8 A R—VRABFICRT H2EDERNREMEN, 7 ahA7 7 I R OFHK
NG LRAFE L TRIEE TH 722 LIz T, W bRk & ik LTl
DNIREDGBD BN oT2Z v, AMY3001 RBR CiIRS Nz 7 R A7 7 3 KK
oL - AET#EY Tho72 B2 5,
UEXY, &80 AL 734 R—3 ABFITHT 2 HEEME - HELOE S EO LRA2H
E L7z,

CAEEMMED ) DT FHEER)
VL - AHEICOW T, STHARAEIC K 0 BN T 50~100 mg/H D ThH o722 Enb,
50~100 mg/H & 95 Z L 324 L HIT L 7=,

(7 O—EERERE)
XSG A NIZIRE LenZ Enn | /INEROERANICE T 5 EnEnOHE - HEIZHO0D
TR L7z,
RN D HYE « H&EICOWTIE, &7 v —BIEERZHEESC, MM R 7 o —BREWERE,
B B S OISR BRIRREALIE D A 7 1 A REHLAISE BN 5 3o —> & LT
Y7 mikA77 I R 50~100 mg/H, 8~12 &KL nNFF 5N TW5b, Fi-, BHAOX
BRCIE, HiE% 1.5~2.5mg/kg/H | #H5HH%Z 8~12 @M & L7zt D% <, ENOSCHL (1
#) Tl 2mgkg/ % SHMREAOKE L SN TWEZ b, HRNACRIEORE - AET
AunbhTnstEzbn, MEHE, YZ7ukA77 I8 (EKpHEE) LT 1 H 50~
100 mg % 8~12 RO G5, | OXIICHRETDH I ENWH &E 272,
NEDORIE - HEIZOWT, BANRBIE 72/ NERF R 7 v — BIEGERESEIE R T A
RKZ742 (1L.ORK) T, HEEIFHEL - 2704 MR 7 0 —BREEREOTRR OB & L
T, [¥7mkRA77 I8 2~3 mgkg fEEKE/A T 8~12 MRS (1) BEHERGERN
300 mg/kg Z B x D & MEKETIEZR & OVERES  (FRIZHME) OBERE <R L Lltish T
W5 Rt TS, Fo, BRSO, H A I A B INTHEOZ N
FEROHEHTHL Z b HaE. 7 ukRA7 7 3 FUEEKYHE) & LT1 H 2~3mgkg
Z 8~12 MR NG %, JRAIE LT, 55T 300mgkg £ TET 2, | DX HITHK



ET DI LY EE R,
BB, RAD 1 BEEZEEZ, MEO 1 FEPSHRAOHELZBEZZ2VWE S, BHHEIZLA
100 mg £TE T 5T Lviy &l L7z,



4. AERUEAEBICEET IR
(= K& 8 50mg]

1. Bk - HEICEET 338

(7 O—BEEHE)
KHN DG A 2— DN T, BROTA RF4 2 2 VDR FOBREBEICT 5
-k,

(RO x> R4 U JFK 100mg)

1. A& - REICEET 5IE

(ZhRELLE)

1.1 AR OBEFEEFUNRE T D720, BRI TORGNRERBEORMERTLEZ &,

(%7 O—EERE)

1.2 AFIOBEA Y 2— e onT, BRNOHA K742 P Y SoBHosesEicy
5Tk,

(fie &)
TEF U AICHESL CKD 2T A FTA > 2009 (2B W T, lADR 7 o —PBIEGERIZS W &
S I D REFRMEEME RIS L, 7 v b3 E AT a4 RE O35 Ponticelli 5D 7' v k22—
NV (7aT L7 02mgkg/H (=7 akA77 2 R 2.5mgkg/H) | A 327 —1) 733
— 0 NSRBI AREREIRIR R S TVWD 2 b BB TS &, ik AEICEET 565 F
DEBIZBNTINDDOHA RIA - %2FIHL, HHEETZenlEYEE2 bR,
(z &)
BURSC S
2) /NIRRT v —BIEGEREEMIRIR T A R T A4 AEREE S, /NERRMER 7 0 — BIEEEEEY
WBIRATA RT A4 1O BA/NEE R 7S MRS 20055181170 (201101118)
3) JEAETIBE MR TR BT IR ST A TYE B R S B D IR AR JREE AR 7 v — B
R RS, 7 v — BRI S © B AR Y455 20115 53:78-122 (201101119)
4) =BT AHESL CKD IR ATA RT7A > 2009: H AR, 2009 (201101194)
5. ERERRL#E
(1) BRERT—2/8v7r—2
(2BMHAL7IOq F—YR)
®V—1 BET—31vo5—o

R4 Phase ISES Bk | et | EipEhe M
S o

- DCyBorD # : 195 #i 7/3\5{}‘ HE .

AMY3001 | Z 1A © © — B, SIS 2t

(AAAN 15 #1) SRIEEL AR

CyBorD #* : 193 #5 %i;i\ﬁ%‘ "
(AN 13 ) S
© : FHmE R

(LRSI DIEE - HE)
Y LW (NHRFEICESE | IRERIED Y U~ FHRE, 7 n—BREFEE O 2R
ZifF LICERLTH D)



(@ EEREERR
DR L

() RERGERHER
DR L

() BEEHHER

1) AR

(A 704 F—2R)

ERS RS AR (AMY3001 38, AAAZSTs T —%) bl

THA v

HEM., T7rF b, TR, Sha

PIE S

RIBROEEMEAL 7 I m A R — o A B34 388 4]

[DCyBorD £ 195 % (55, BAANEE 15 #)) . CyBorD BE 193 ] (55, BEAANERE
13 %) ]

T

HBRHESEMICT I A RV R B2 18 bl Lo EE
CUTONTNNNCEYVEEISNLZEHFMHAL 7 I oA R— 2R EFRIRLE BT 5HBE

OlffE M B H =5 g/L (I & H K E) M U0 [ 8 1l E )
Ol g RS, (FLC) =50 mg/L T, «/A B H L <X involved } O uninvolved %
B gH D7 (AFLC) =50 mg/L %5

AL 7 I v A =V A—RBICAET dlHasRE % 1 DL AT 5 8E
- ECOG performance status A 27 7 0~2 OBEE

F7
BRoh AL e

s M AL 7 I v A F—U RIS RMEEMBEOIRRELZ AT 58 (7% MERATORK

WEEE LS S A 4/ 2 160 mg SULFSD I NF 3 A7 0 A &)

- SEEMEZFEVE B RE O W SUIB 2 M A2 6T 5 B
 \ERAROLNEREOZET A% FT HHEH (NT-proBNP>8500ng/LL, NYHA (==—3

— 7 Llge) W27 7 ZAMB UIIVE DO LARE, 6 5 HUNOREL ERIE,/ L iifE
FEIZ XD ABEXTAEBNRA o F—_ v a v EBIR AN A S AR &)

* ARBRDOIBAID 6 B A 7 VOGP L TE L T L EBH
- Z U MEBRT 3 FELRICEFNE AL 7 I n A R—=Y RS OBEEEROBER 5 (KFE

A BB O AR . 75 SEE SO TR LR . £ O OIERTEMRZ T, 3 FLUN
DEFEY R 7 H3ish TR BEIZIRE L7z LIl S e s 6 2 R <)

* FEV1 8 IE FHIE D 50 %A O @M PAZEME iR R & W S o3, ik 2 LN o e

FELL EOFHgMEm R, XIIBEa Y e — A RR ek EEf 7 50




B h5-J71k

V.3.(1) HEKOCHEOHSH) OEEZBROZ L,
WTNOREE 28 HIEZ 1A 7 & L, EEBEET I AL 7 I 2 A R—Y R
LRI E T, ¥ 7Y A~ 7 R FERA (¥ 7Y A~7 1800 mg KOVHR/LE T ba =
X—8 77y [EEFEZ] 30000 U) (3&EE 24 %A 70 (K24) £T., AT
V27 (1AM, 1.3mg/m2 7 F#%5) . 7 akrA7 7 2 AR [1#ERE. 300 mg/m?
(MEARHRSE) | O SUIFRIRNEE ] B, RO S92 7Y (1EE. 40 mg #1103
WEERIRN P ) 13 6 A 7 v ETHEG L,
¥ TUAMEFUTER T vy 7 k%, Mayo Clinic Cardiac Staging System (2565 <
DRI 2 (stage 1. 11, MMa) . &M AL 7 2 uA F—3 ABE T 25 i f s
NaRhE 2 HEDE S 2 [E 1 70> (HERE 3 2 [B] HEDE L Z2 W [E]) K OV RE (CrCL= 60 mL/min,
<60 mL/min) ZJ@RIK ¥ & LT, DCyBorD #: X% CyBorD A£iZ 1:1 DHTT &
LIZEIY T 7=,
*1 7 & 23— F OBRAAETIC DCyBorD #Rik D% eV 2 i3 % Safety run-in ~3— & %Effi L .
DCyBorD #EDZ &R OBBFENHER SN2, T M= EBET22 8 L
k2 Mayo Clinic Cardiac Staging System (255 < .Digs 5]

fElk[K¥ : NT-proBNP >332 ng/L., Hs-cTnT>54 ng/L
stage 1 : NT-proBNP } 0" Hs-cTnT OV & fEfRIK 0 5tk i 7= S 720
stage II : NT-proBNP X3 Hs-¢TnT DV F 2N fERRIK D 4tk 2 723

stage Ila : NT-proBNP & O Hs-cTnT O\ b fEkRIA 7 D 5 &l 7= L,

73> NT-proBNP =8500 ng/L
stage b : NT-proBNP & O Hs-cTnT O\ 40 b fElRA 7 O 54 20 7= L.

73> NT-proBNP >8500 ng/L
(Hs=cTnT : BIRE.Of baAR=" T, NT-proBNP : N K7 v it 7 b U 7 LAFR_TF R)

) v 7 vk 27 7 I FORIKHEE R 55 BIIHRE ORRERIC 272D 5T 500 mg (MK

H) b L7, £/, Kos BEA) FR2E 1 EHEE 50 mg AT T D Tz, Rk G-
Wik~ r = b= %HH LT,

1—24 70 (1—5il)

3~ 7L (9~—24il)

T 7 (26:8) LIES

117 :2BEMR

1702880

14702880

1RE | 288 | 3@E | 4#E

1RE | 288 | 388 | 48E

RS | 2WE | 383 | 489

et 1111 1 1

ET#s Day1 Dayl5 Day22 Dayl Dayl5 Dayl
oA TPIE

)

18, 300mg/m?

(AR ) Day8 Dayls Day22 Dayl Days  Dayl5 Day22

EOniska

FIFJTES
1E. 1.3mg/m2
ET#ES

Dayl Day8 Dayl5 Day22 Dy Day8  DaylS Day22

5“*1"}‘?‘;‘/ 1 1 1 1 1 1
e R
BOXEMEA I}alﬂ2 DaI)-B.Q Dayl‘léjﬁ Da)il22.23 Da:ﬂ.? Dayd Dayl‘lmﬁ Day22
FAf A 0
(B 2%) oo ’ ’ '
Day1

PR AR SR -
(= E R |

Day1 Day8 Dayls  Day22 Day1 Day15 Day1
o4 apT
FE = (2 8)

Dayl (147N &)

FH AL AEOTHHRARS
: 2Omg. A 5 1 ~ 38T

BREEN (T o P oo R T IO S © 650~1,000mg) -
T HERPE A [P ARSI RA R HEORS | 25~50mg TR FE (7ot e kA S LIS ]
e 51 ~ 28Rl

———

T #evaa 5 : ; .
I TRGAFIARORT - 20mg AT TR (ER - C1D1 (E-FhATHE0RS © 10mgLEHEE)]
. = - = | i) 24855 L1

THHASTAZORT - 40mg i 5 24 R

(20mg¥ Ho AFILT2BC A3 EEM)

#1247 7MDayl 8,15, BIF22, 3~GH -1 7 M-0Dayl BUF1 5011838 L TOHFHH 2073, DCyBorDL-2 T F4 s f - il T S mda S L g,




EE
AFAE A

Mg 5EeZ%) (CR) R [HEET I v A F— v AN RHESALE* T CR 3789

LN REOEE
*ERRT 2 v A N— 3 AT Fp AL v
kx| s
CR FLC EX OO ERL, SEEEEICLI2BETIIHEERTOMEANE b
IZVH K 2
VGPR R—25 4 bv® dFLC 78250 mg/L : dFLC &% 40 mg/L ¥ 8>

NR—=ZF A >0 dFLC 78 <50 mg/L : IfiLiE M & [ &2 90%HED L, 72>,
JREH M & [ &2 100 mg/24 B & FIE 5

PR N—2F A vD dFLC 78250 mg/L : dFLC &2 50% 2L _Ejis

R—=2F A >0 dFLC 78 <50 mg/L : IfiLiE M & [ &2 50%HED L, 72>,
24 FFRER AR M & H &2 90%BI3 5, XL 200 mg/24 R % FEl %

No response PR s

Progression CR 76 0H#EAT « B 72 FLC b GFLC 28 2 %) OHBL

CR/VGPR/PR 76 DELT @ i M & H A 0.5 g/dL #. 5> 50% L RN,

AFPRF M R D 200 mg/ Hi, 7> 50%LL LI (EERICHR TE 5

— 7 BT D)

iFLC 2% 100 mg/L #. 7> 50% A LI %

CR : complete response, VGPR : very good partial response, PR : partial response

a iIFLC 23 ZEVE(E BERART . K OMoE BEERIC K D IiE & IROBEREBPRETH H5A1E. CRO
41 & LT uninvolved ##EEESH & O FLC L O IEFELIZWT L d S B e

b N— 2T A AMEDERIT, IEBRIEOYIEIFRE H URNCHE Lz, EEOIEXRAEE LT

F AT

pa(lt

<K 180 Bl D72 &b 6 YA Z A DIGH AT T LIcRE sl A ZEDO TR, 2EE 2

Dipl &b 6 A 7 NVOIERETE T LRI BT 2 %95 2 & & L7z (CR R
DT o Z i 0.04999 THIE),

- FEFHEE THh D CR HIT-DW\W T, DCyBorD #f & CyBorD #f & OMICHEZENRD

niché, EEZBIREHEEE Tdh 2 MOD-PFS, OS OJE TR FIEZ i TR
FTHILEFANCHE L (a lZEBEDOA XY ML LT O’ Brien-Fleming ® o 1
FREE W TRIE),

- CR %, IRC HIBIZ X 57l & T, Mayo Clinic Cardiac Staging System (Z -5 <

DR (stage I, I, Ma), &M AL 7 vuA R— T RAEFIIxT D E MBS
MEEHERET HENG) HERTLE, H#HERLLWE) ROVE#ERE (CrCL=60 mL/min,
<60 mI/min) % JERIK T & L7= Cochran-Mantel-Haenszel (CMH) %2 X D BiE &L
fi#HT L7,

C YT IN=TRTE LT BANERZ R L LT 2 F RS R i L7z,




EE
AFAE A

[20204£2 H 14 B2 VU =Hh /L v b A TN

fRT R REI% L REBERR
RE] HA AL
DCyBorD #f CyBorD #f DCyBorD #f CyBorD ##
ITT 4£H., %k 195 193 15 13
LAVEMRAT R SRR BiEk 193 188 15 13
11.893 11.105 10.30 12.94
52 Sl
RESM TR (WEH), A (0.07~21.26) | (0.03~21.13) | (3.6~185) | (1.7~18.4)
- 9.626 5.322 10.152 5.290
BRESFMAIE (W), A (0.08~21.16) | (0.08~7.33) | (3.06~18.50) | (1.54~5.59)
. » 11.0 6.0 11.00 6.00
BEVA 7 ARTRE () (1~23) (1~6) (3.0~21.0) (2.0~6.0)
FEF FH B e (RERH) | %
. I 85.8 86.1 87.97 78.98
Y7 RBAT T I FARY (30~116) (31~104) (65.9~98.1) | (43.4~98.4)
BT T T 96.6 97.4 91.34 91.98
(4~105) (57~107) (4.2~103.1) | (57.3~100.7)
. e 100.0 100.0 95.83 97.87
RIS L (33~105) (57~102) (60.4~100.0) | (70.0~100.0)
- R 100.0 - 95.45 o
7T (33~100) (88.2~100.0)
LHMEAL 7 IuA R—32 (T
*T D WIERE, Bl (%)
PUEE AR 20 (10.4) 90 (47.9) 0 7 (53.8)
ASCT 13 (6.7) 20 (10.6) 0 0
VAN 1 (0.5) 48 (25.5) 0 0

ASCT : AR Al

- FEFHMIEE - MK FRITERZRS) (CR) H
SREM 2BV T CR 2% DCyBorD #f 53.83%., CyBorD #f 18.1% CTh 7=, 4 v Xtk
1% 5.13 (95%15HEX [ : 8.22~8.16, p<0.0001) TH Y. CR #{L CyBorD £f & Lt
L T DCyBorD #ECTHEIZHE <. DCyBorD BEDEAME D RGE S L7z,

AR H A NS
DCyBorD #* CyBorD #* DCyBorD #% CyBorD #*
(195 f) (193 f51) (15 1) (13 1)
CR. #l# (%) 104 (53.3) 35 (18.1) 9 (60.0) 0
[95%EEX ] *1 [46.1~60.5] | [13.0~24.3] | [32.3~83.7] [HEE A~ fe~
HEE AR RE

F v Xt [95%EMIXH] *2
p fi*3

5.13 [3.22~8.16]
p<0.0001

HEEARE [HEE R RE~HEE R BE ]
p=0.0008

CR : complete response

% 1 Clopper-Pearson 3512 & 0 H

*2 AUSEMITOMAY (stage 1. I, Ma), 2HMEAL 7 I 0 A F— 3 X EHFITHT 5 & Mg
N DHESE GESE 2 1E, HEE L RVwE) RO (CrCL=60 mL/min, <60 mL/min)
% JE@5K ¥ & L7- Cochran-Mantel-Haenszel 14

%3 2FEMITEH Cochran-Mantel-Haenszel #E, HA AL Fisher O IEMRE




(2020452 H 14 HZ U =H 7 v b A 7B A
ik (%)
RE
DCyBorD #* CyBorD #*
(193 1) (188 %)
Srn NOD) VL B S
%Z;;ggiﬁ%@é? 174 (90.2) 169 (89.9)
EEpAS: % RIEMIETE = = — ] FEL 39 (20.7)
F— 53 (27.5) | KRIEM:TFIE 38 (20.2)
1550 40 (20.7) | ¥ 37 (19.7)
957 39 (20.2) | RIRAE 37 (19.7)
EEDAEFRS 83 (43.0) 68 (36.2)
EEpAS: % fifige 14 (7.3) | M 9 (4.8)
DARE 12 (6.2) | LAE 8 (4.3)
INEAIS 7 (3.6) KA 6 (3.2)
ﬁ;;g‘iﬂ‘ 8 (4.1) 8 (4.3)
T4 fifi g 1 (0.5) DARE 2 (1.1)
Jiti S E 1 (0.5) | %% 2 (1.1)
BUmAENE S =2 v 7 1 (0.5) | fliZ 1 (0.5)
s DA A 1 (0.5) | Hithi 1 (0.5)
Z PR Mk 1 (0.5) | Bl 1 (0.5)
(HEER) =R 1 (0.5) M/ SRR kA i 1 (0.5)
ZEIR3E 1 (0.5) ARG % 1 (0.5)
YA RATRT AN Rz 1 (0.5)
A B 1 (0.5) 5 ¥ 1 (0.5)
s e 1 (0.5) Zy 1 (0.5)
RN fifi 2% 1 (0.5) KAk 1 (0.5)
N E-T-HERS 22 (11.4) 15 (8.0)
Hg N AT 6 (3.1) N AT 3 (1.6)
ZEIRAE 6 (3.1) ZEIRAE 3 (1.6)
DA 5 (2.6) | DA% 1 (0.5)
HiILE 2 (1.0) | &MEmRiKiE 1 (0.5)
RIS HE R 1 (0.5) | IR 1 (0.5)
DEM g v 1 (0.5) | MEIiEAMZS T 1 (0.5)
RS 1 (0.5) | DMpfHZE 1 (0.5)
fantiil 1 (0.5) | BuErEy 2 v 2 1 (0.5)
TS BSR4 1 (0.5)
TAMAERIRE 1 (0.5)
D2ZESRFE 1 (0.5)
(MedDRA version 22.1)
* AEFRLLENTNNOBRRIEL OREBMGE B2 L) . &4 0] . Tty o 9
RetER) . NEIEWME] O 5 BRECRMli L. TAfgeME/D) o TRIEEMER) « NRIEMESE) &Il
SIn-FgE [BEEEH ] & LT,




ke (%)
A 2 £
DCyBorD #* CyBorD #t
(15 f31) (13 1))
g NN ES
%g;;gggﬁ;? 15 (100.0) 12 (92.3)
FIRHEG U 2 ERE 6 (40.0) U L SERIED SE 6 (46.2)
A 5 (33.3) | M 3 (23.1)
AHRSE 4 (26.7) | FEHEACRLEE 3 (23.1)
FEEL 4 (26.7) | BBEEHGER 3 (23.1)
F=giil 2 (15.4)
G 2 (15.4)
TR 2 (15.4)
it 2 (15.4)
EEDAEFRR 4 (26.7) 7 (53.8)
ThEs DARA 2 (138.3) | A% 2 (15.4)
- Rk i 1 (6.7) IS Hi AR 4 1 (7.7)
BIRE 1 (6.7) T 1 (7.7)
(=R 1 (6.7) GITIN 1 (7.7)
e B A% 1 (6.7) fifige 1 (7.7)
RGBS IfLE 1 (6.7) BRI 1 (7.7)
AL YR 1 (6.7) VR 55 08 SE A A 1 (7.7)
(EHS) fwﬁ 1 (6.7) IR K] 1 (7.7)
e 1 (6.7
7 n—P R 1 (6.7)
ﬁ;;g“iﬂ‘ 1 (6.7 0
T4 fE 7k 1 (6.7)
BIRE 1 (6.7)
YA NATaTA A
oA B 1 (6.7)
N E-T-HERS 1 (6.7) 1 (7.7)
T4 DARA 1 (6.7) TS Hi g RE AN 4 1 (7.7)
(MedDRA version 22.1)
* AERPLENTNOORRIEL OREBMGEZ B2 L) . [£47% 0] . Tty o 9
RetER) . NEIEWME] O 5 BRECRMli L. TAMgeME/D) o TRIEMER) |« NRIEMESE) &I
SNG4 E TBEEMEHD] &L,
DB EREO A ERFGIL, 02 8.3%., B 5.7%., LEMENS5.7%ThHy, HENIT
EAER 20 D E R E O EFHR T OAE 6.2%., OMEILE 3.6%., LEAME) 2.1% Th -
7o BEEIIBOER R DBEEZ BB L BEIIN—A T4 VRHZE2GHE AL 7 e A K
— AR B DR E 2 LT,
HUIZE TS, EEROBREEZRBBLLIEBRED S B, X=X T 14 UERRHTLK
BEEZA L W gBRE 0B &1L, £ DCyBorD £ 100% (14/14 f5]) }% O CyBorD
£ 100% (7/7 f5]) W TNZ DCyBorD #£ 100% (30/30 f51) &Y CyBorD #f 96.0% (24/25
) TIH o7z,
ZAVEFLxE5] (DCyBorD # 193 #1) ORUWEMAREILEIL 90.2% Th -7, EREIEH
ﬁ/ﬂé‘l\iazﬁﬁ liXTﬁ’ﬁE@@ﬁf—n_E/Q?‘_275%\ 1%*%‘ 20.7%. ﬁ%202%\ T 197%\ RARSE
IR 18.19%. #{1il 16.6%. U >/ BRIV IE 16.1%. ML/ MRIAIE 15.5% . Hol 15.0% KUK
FEPEEIE 14.5% TH » 72, DCyBorD BED 72.5% N _— 25 A VEHIEHMEAL 7304
R— 2 ZBE T 2 DEEEZ A LTz,




2) REMRER
MER R L
(5) BFE - REARR
M EE R L
(6) AERIERA
1) FERABERE (—RERARERAE. FEFERABRERE. FARBELERAT) . HERSTHER
T—EAR—XfE. WERTEERAZBROANE
PR
2) RBEHELTERFEODARIIEEREL-FAE - HBROME
PARPNA
(M Z0ih
1) BRG] R QRIS T he1 T 3L E 5
T R P EERO KGRI OERRRERIC IV T, B 5-2 F 1k U7z B T B e 1 61 %
Br& . B FINEIE R & OMRIG T TR AE G O A FE 41 BlOWT I b IS A % O
RFBEE LCARIZMA Lz, TEES ARG ESE I E LS (A ARIRRES
1986 4F) | 1T X 2 HUEES B O REETH - 7= Bl 78]
(Z &)
T K% PEEHICAIEAEFRIOT > RV 8O FRHEFE R (1982 4 8 A 10 AfHE
EREBERRE 707 5) 226, ERANORREIC L 28Rl 2 BT 7 nhRh A7 7 I N
Fill D BUAE 1 5 5451 C DEF IR OFE R & LT IR,
= FEP U PiEE, BT REY U EDIRRTA )
B T=r R o8 Rk —7 ¢ V788 ) 1I3GEHLE
O HEATHEA
HEATFLIE 65 Bk L 50~150 mg/H O OG- 24T\, 27 il (41.5%) (2R A0 H
MERD B, OB EFHIRIL T4 9.85 » H Th -7 O F7- FHIME 37 HliC 50
~100 mg/ H DfR N5 2170, 9 6l (24.3%) (ZHURAIZNEAGED S v, BRI
V) 14.3 5 A D057 L oBERH 5,
@ FYFUR
RUF P TIE 19 Bl 3.5 mg/kg/ H A#% D Ee5- L, 7 BNICEREGE, 4 FlRER
DUENRD B, U AR LT 11 fild 6 FilichimideE= 058 bz & o
wENH S M BREACLDT—4)
@ BMEY oM E M, A E HEE B s
2mg/kg/H O AR AOFKGIC LV EMEY oA IIE 16 Fild, oy & 16, g
BEVE A M 21 B, SR EARE 1], fFANEE 1 HISERD b & W& N B 5 12
HENZELDT—4)
@ /N E s
AN B ERFIZ 8 mg/kg/ B A/ O£ L, 61 G52R8 9 5, 5 EfiE 16 B35
i 081 F7- 5melkg/ A OFROFEIT LV 45 Gl sE AR 18 i, HB55EfR 2 A8
BOONTEORENRDH D M GLEACEET—4) |



® 18V A IfE
P&k Y 2P B IR IS 1.92 mglkg/ H OFR D #5247y, 19 il 8 Bl il it ik
BRO LN EOWENRH L M GHEANCE DT —4) |
® HETTHEIPNE
HEATVEIN B B8 12 50~150 mg/ H OO #5247V, 78 il 37 5] (47.4%) |ZHLH:
MR RFRD bz & OWERH B 18 LEANCE 557 —4) |
2) JRFIEGIED TREY v~ F R R

LHMET Y T~ =T A, RHMNER NSNS LER, U= F T RFEEE, Eirk%

JWk7¢. Churg-Strauss JEMEHE, KERKIEMGREDE) | SHMEMKREHK, BEIE, &

BPERE O AERR . RONAE e A1 O BHAME Y ¥~ FHRRER

B 1 REIREIED U v~ TR R 1233 2 Lt R O P ORILEHR (R HRFE~D%
BHICHRLI2BESR) 20T, (EEMNEBRBHRERERS - X—V

(https://www.pmda.go.jp/files/000147967.pdf) ] #Z&M3 5 = &,
3) * 7 a—VREMERE (R B AT BN X 20715 217> T+ A b ivian

LAl RD, ) 2

O 37 v —PREMERIR LT, BRI A KT 42 2D SDEHOFRESEIC, KAIOFS
DY) &P S D BRI T 2 L,

@ 7w —BIEGRICN LA Z &GS DT, ARORLG A7 Y 2 —mZonT, ERNOW
A RTA 2 D) EOFFHOEREB BT DHZ L,

2 [ x 7o —ViEfERE FRIBEERLVE BN L 29716852 1T> Chb R RENA S
NI WGEEIZIR D, ) | Tk 2R OE IMEORIE H (DNEHHRGE~DFZ S M
ToHrWMEEHF) oW TiE, (EEMERBEBSHEERRZES -2 X -0

(https://www.pmda.go.jp/files/000147778.pdf) ) ZZM+ 52 L,

(& &)
BRI EE SO
2) /MR T v —BIEGEREIEMIRIR T A R T4 MAERZEE S, NERRMER 7 0 — B REEREEY
WBIRATA T4 1.0 © BA/NEE R 7S MEES. 20055181170 (201101118)

3) JBA I3 E A MR PE R B S IR FE S S AT R T B 2 AT SR EE EHRME R 7 m —BYE
EEE RIS, 27 v —PIEGREIRIEET © B ARIRY:S5E. 20115 531 78-122 (201101119]
4) =TT AILHES CRKD A A K74 2 2009: AABRSSHH. 2009 [201101194)


https://www.pmda.go.jp/files/000147967.pdf
https://www.pmda.go.jp/files/000147778.pdf

VI. EMEREICETHEA

1. REZMICEESHSEAMRIILEYH

TA b Y e~ A 2= FROTIVFACA] (GUEPEEL )
R BED D LB OREE « ZIRFIL, KHOETHRLEZEZMT L L,

2. EE{EM
(1) YEFREML - 1ERKR
U0
1) {EREL
S RS A e
2) TEFBEFY
T uRAT 7 I NIIAEERNTIERL S, BN DNA A2 RE L, STlgEE
HEHLbLT Z ENRBOLINLTND,
@ =~ 7 A Ehrlich # (JE/K%) (2 75 mg/kg Z MEIENEE G- U, IEEAIILOZRE A BRI T
THBLE - L 25, DNA KT RNA OARE THH L7272 DNA 0% L 0 &1
(i L7z el
@ ~ v A Ehrlich # (JE/K%) (2 30, 60. 120 mg/kg ZMEMENICIE L2854, W
DEHEIZHBWNT S, EEMIZE O G ¥ el IT/EH L. M #] (5 22H)
~OBATEELY, ZOREE LTl HE5E 2 Bl L7,
72%, 120 mglkg B HERECIHONTIZ S H (DNA AR 12 H1EM L= 07,
(2) EMZEEFFTHHEBRAE
UL 0
1) EYWRERENERES (2 xhd 5 23R
~ 7 A® Ehrlich #%. Bashford . 7 v MO EHKAE, Walker J. Jensen PIIEZEIZ% L
T O RS IHI R 2R L, ~ v A L1210 HifuE, 7 v SEKFE AH13 ZE 01
1% < OEERIPEREEH 6 L CHEMZNR 2380 T 5 181 ol 1201211 (4n vivo) |
2) HRE S %h F
7 v NEHRWEOREBRIC IV T, EREINIC D ZUG ORI . B 52U 13 5, e ol
b, BOREE, Mg o %2807 220 (in vitro)
(3) 1EFARIRESRT - FEGERERE
MEER R L



VI. EMEREICEY 5EE

1. P REOHTS

() BERLANGOLPRE
MR L

(2) EERFBRCHESN-OPRE
REMMES 7 aRA7 7 IR
12 PO LR B ITAA] 175 mg/m? (250 mg @ 4 B, 300 mg : 8 fi) *Z &R 30 ZrAliZAK (FJ
100 mL) LR A#EE L, mEF 7R 77 I NREZ A7 a~ 777 14— (GC)
THE LT, REED S 7 mR 27 7 2 FIREIEK 1R TE— 2 1Z@Z L, {HEFEEE (8
) 1359 4B Th -7 3 E AL 5T —4)

RVI—1 RZELE (70KXT73IF) OENHB/INFA—42

&%‘% 'fﬁljiﬁ Cmax Tmax AUCO-oo T1/2 ( B )
(mg/m?2) (pg/mL) (hr) (ng * hr/mL) (hr)
175 12 6.17£0.78 1.13+0.83 38.71£9.68 3.94+1.18
Crnax + Hie e HLAE FH R (HIEE  GC)  CEFEIE R Z)

Tmax : %%Jﬂlﬁﬁqu)i%&fﬁéﬁf'ﬁﬁ
AUCo- : B 5-WH> 5 MEBR A RFFE] &= ~C oD 55 A i B - g ] il B 1 i F
Tz (B) : BHHDIERI-HH]

* o RFNONIZHT 2 AFEMHE - HEIL 1 BHim 200 mg (BFHE AL 7 Iv A R—3 AT
(338 1 Bl 500 mg) 2R AEEThs, (V.3.(1) HiEROCHEOHH] OESR)
(3) &
MR L
4) BE - HtAEOEE
1) BFOFE
MR L
2) PFZED RS
VL 7. FHAEAEH) DIHZM
2. EYMEER/INT A —45
(1) fE#FA*
M ERR L
(2) RULEE EH
LM ERR L
(3) HEERETEH
MR L
4 29V752R
MR L
5) HMEHE

yAigsFE 2312 0.763+0.161 L/kg CEHME HEHE(RZE)  BMEAIC L 57 —%)



6) ZOtt
BAE R L
3. BEE (KEaiL—>a) M@
(1) B
AR L
(2) 155 A— 2 EHER
AR L

4. R

(1) WAL
F & LT/ LB

(2) W
AR (E—2b HE n=20) & 2RS0T, [0 B9 K 53.45 mg (HORMHSE 50 mg) |
& T R4 P§E™53.45 mg (JEAKMIE 50 mg) 18 &7 n AA— —EIZTRIO
H1L.15. 3045, 1. 2. 4 R O MIETRRILY 7 0k A7 7 2 FIEEKR O 15, 3045, 1.
2, 4, 6, 9 FEIEOMEEF /) VA bu Yz~ A X — FEREERHREZHE L& 2
Ay Ty REH RS & Toy REH U P& LofT, mMEPRE 7 nRAT7 73
FIBER CHLIED /L F A4 |1 9 e % 4 — REEEHE B D L FIC B T B IE & A
LRI T [24])

EOBEHLOMIBFRENM 7 uFR AT 7 I FEE BAREEOmMET /) VA huPzr~vREZ— i
(E=TNR, 7 mAF =) EHRIRE (7R, 7 0 R4S
¥omekt AR (2 REHUR) P 19 ook SRR (o RHR) &
8.6 r o—o Wil (T FFHL PhE) * A o—o WML (=1 NFHL PEE) *
| SEHE AR RERR 2 (n=10) ~8F EHE EAEHERR 72 (n=10)
a WER - GC g WER - GC
Baar ™ 2B
3
¥ ) B :
4 R 4
N ) *‘
éa.z " H
/ 2
!
y ] L 1 d [ i 1 1 Y 2
1 2 3 4 7] 1 2 3 4 5 6 7 @8 9
B 8 (h) . B M C(h)
s/ A b e » N
AR 7 B et ¥ | e ik Vx v AL — R | mr Ry U PR oo regoRTE
RT3 R | DY FFVVPET | EUREIURT e e
Cmax (ng/mL) 0.58+0.08 0.59=+0.09 Crmax (ng/mL) 9.6+0.5 9.7+0.4
AUCo 4 (pg + hr/mL) 0.56+0.06 0.57%+0.08 AUCo9 (pg * hr/mL) 19.5+0.6 19.7+0.8
AUCo1 : B 5HED B 4 BEREE oD ML AEr I e B A T AUCoo : 57> B O RERET S - oD i AfEF s Fe- e B A TF Tl

E o REH U oRIE, 1999 4 11 H LAREMRGE S 1k
(X = REY U PHEL, BT RV 82D IHRIEA)

HVI—1 iR (E—JX, BEEO#®E)



5.

Kl
(1) Mm%k —RxREE P &@
I RARRAT 7 I ROMK— MBI OBk, ERRHI A D 72008 BIES Cldamii 3
HEBEZHND 25 ()
(2) mi&k—RRHEEME AN
I RARRAT 7 I RIRME— R AR U, RIICEREL KT TEYD—o L L THE
EnTng ke GEANC LT —4)
@) FiA~DFITH
R ~OBITAMER SN TV D BT WEAIc k57 —%)
4) BERA~DRBITH
U ERR L
(5) ZDHOMBHEESNDHBITHE
~ A UCHERE Y 7 nak A7 7 2 K 500 mglkg & MEVENE G ST TG L-BRo/MREN
WEEIX, MR, Tl E5% 1 R CREREL T L, a2 bR < Mok i, 2 R E o8
MU, ZO%BA Uiz, BT 4 B CRmi 45 L 28]
1FREf% BRI B> w> M >R E
2 R[4 B >B & >MpRIE> T >k K (Carcass)
4 FEf%E BEEE> B > E>m > 8
TREER BRI OM>FR > B >m K
(6) MIBFERFEEER
YU aRAT 7 I FOMBEEA/BEEIT 12~24% Th-7- 29 QRN LB TF—%) .



6. O
(1) RHEERLLE PR
1) AREHERAL

v uaRA 77 2 RiL, EICTFAHTEESE CYP2B6 TRET S i\ b S5, £7-. CYP2CS,
209, 3A4, 2A6 L7 R AT 7 I FORBHIEEG L TWD Z L R@mE ST (3081

(321 (7n vitro) .

( TVIL 7. #HAAEH] OIESH)

RS, EHE SR E DS U R &2 S T 5.

2) fREERE

AR B W TR E T2 LT 20T, R(VI—2 17T R 9 ICHEE ST 5 B31[34])

0. .0
1|’ < __ .CH,CH,Cl
NH ~CH ,CH ,Cl

YHORAKRATFIF

| ==

.0
P, ~CH,CH,C
NH ~CH ,CH ,Cl

S/ 0Y—Lha) P450
HErF -

(O3

OH
EFRFOVIAKATFZEFR

i) 4

O0._-0
I; ~— P CH ch ch
NH; ° “CH,CH,Cl

CHO

FILFRRTIFPSF

[¢]

\P//
~

N

HO
_CH ,CH ,Cl
“CH ,CH ,Cl

HFRI7I KRRE—F

|

_CH 2CH ,Cl
"> CH ,CH ,Cl

JFAAS I URRE—F

0. -0
CYP3AL ?\\ - CH,CH ,Cl
_________ - NH “H N
TR FHOOIFAYIARRT7E K
(B OO TF L) I
Cl—CH,—CH
/a7 b PLTEFR
0. -0
II’\N,CHZCH 2Cl
TFUI—t NH  “CH,CH,CI
————————— >
TiEELE 0
&~ koA TIPEFR
s 0. -0
FILFER . ‘
ThTEr P :CHZCHZCI
ITYYYTXY YD o NH 2 CH »,CH ,Cl
Co,H

[t |

ANKRFORRATFPEFR

[ ]

\\\ CH
ot
+ HC\

CHO

FoavLy

& BELE

HVI—2 RBER

(2) REEEE5I 2EE CYPE) ONFiE. 55X
TVIL 6. (1) fRHTERAL K OREREES ) DIES IR
(3) ¥EEBHEDEERVZDEE

R L



4) REYOEEOFERVFEMSL., FELE
VIuRAT7 7 ROREIT 48 Faxv v r/nkA7 7 I RE AU RKAT 7 2 FE R
A7 7 I R AE—KRE Frualb Ay 47 7R A77 I K, AVRFUEAT77 IR
TH o 29,
T HEERE L HEE SN TWD 48 FrXxv vy k27 7 I RBAFIEREDEZRT 85
( MEVI—2 RE#RE 2H)
TEMERE

1. Bt

(1) PR K O
FELTENOHEIEESND,

(2) Pt

1) #FREOEMEEBE 26 (1, “C-HEi#k 7 vk X7 7 2 K 6.8~80 mglkg % #lRA % 5-*
L72%a . IRPICITRGEDOK) 62%7% 2 HLAWIZ, £ 68%72% 4 ALIRICHRit STz, £
7o, BAEHRIZITE G EOK 1.8%72% 4 HLUNIZHRI S du, FERHIZIT G- &0 0.9~1.4%
24 HUPNICHEE S hrz Bel (ME AL 57 —%)

2) REALIRY 7 aR A7 7 3 RO RHPEIERIT 24 K THR 5RO 10% Th - 7= BT (41
ANZEDT7—%)

3) HEMREEE 8Hllc, v/ rEAT 7 2 K20 mgkg Z IR G* L1254, EMERHY
4-t FaFo v 7afRA 77 I R+TILRERAT7 7 2 R) ORDHEESRT 12 B ok 5
BEOR 1% Th-7- B WLEANc k57 —%)

4) KEBEIARTEERY (DVARF T HRAT7 7 I R 47 b7 akRA77 I K) &ELTRF
W HEE S 29 FEMEAEM O SR TP R R 1T 12 BRI TSRO 1% B8l Rk R
R IT 24 B TG RE DK 10% Th - 72 BT GLEACL 557 —4) |
B, ~ U AJEENIC UCHERK Y 7 vk A7 7 X K 500 mglkg & # G LA, ATRED
K 75%70% 8 REEILAPNIC, 9 95% 728 24 FERILANIC, JR. #E(E, MR APICHR Sz (28]

% 0 AFIO ST HARAE - HEIX 1 BfE 200 mg (BFMHAL 7 I oA F—
ATIEM 1 B 500 mg) #2045 Ths, (TV.3. (1) HEEOHEDMHE)
DIEZR)

8. FIVARAKR—E—ICETH1ER
BRI L
9. BENMFICLBIBRERE

BWIBNT 217725 T 5 4 ERIT, MEENT 10 2R1CY 7 vh 27 7 2 K 100 mg Z#E L,
ML e OSBHT IR 2 4 R OBAT I EBIRNCERIR L, ¥ 7 A7 7 I RERE LT,
FORER, WG SN 7 uR AT 7 2 ROFY 3T% BB TITBAT LT B Qs
HAAER 7 v~ b7 77 4—) GEANCLDLT—H) .
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1. BEENBLEDEH

[ R¥H 8 50mg]
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(HhEedtE)

1.1 AFIERY FRAFUEHBLENCE, HEICBVTOYOKRRAT7 I RERY FR
AFULOBAIZEY . DEENRE LT LE-EFARESATS ", [2.1. 1015
i)

[#% A= > R34 5K 100mg]

1. B84&

1.1 AFIERY FRAFUEHBLENCE, AEICBLNTOYOKRRT7 I RERY PR
AFULOBAIZEY . DEENRE LT LE-EFARESATS ", 2.1, 1015
i)

)
B OEBE T, ARG~ PR F o2l b Uil 24 gail, FPRIREE, (K
JE, FiKEZE NGB B, DEMEICE VT L EoRERH D, -, BmRBRIC TRy
MR ZF o ARF 2 RIS ARG L & & B G L7z & ST TR RO
¥ & iz [40]

(Z &)
IS EEECHR
1) Gryn, J. et al. : Bone Marrow Transplantation. 1993 ; 12 : 217-220

(PMID : 8241979)  [199302440]
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1.2 XEZETHALRRER, RRFICTIWISTEIERBHRICENT, NALEERE
S+ R0 - BERZEFRDEMD L & T, RFEAEY &I S HEHIC DOV TDHET
TH L BEBEDORRICH- T, FHARFORAXEZEEZSRL THAIET S
Eo Tz BRFAKICEILSL., BEXIZOREICANMERVERIEZT2HBAL. REZE
FThrbirETHC L,

(O H=> K4 2 JFK 100mg]

1.2 REZETHALFEEE. BEHITHIRIGTELIERERICELNT, BALREEE
[+ 705N - BERZF DEMD Y & T, REENBEY EHE SN HEHIZ DN TDHEME
TEH L BEREORRICH-> T, BFHAXRFNDODEFAXEZSHBLTHEET S
Lo Tz, BAERABICELS, BEXIZORKICEIMERVEREEZ+SHBAL. AEE
"rTHhoEETEHI L,
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IR BRI 38 815 O BRI Y 720 AL IE o 2 FTRE 72 it (B 20X, [ENL « AR AT o F—,
FeERSRBIRDE . HES AL RURPESE) 128V T AALTFRIEIC 0 72 F05 - B2 FFOERT O b
ETHEAT L Z L BISEA OBFUCER LA IHEAOEFRXEZ ST 52 &, £, BAX
132 OFIRITKE U TAER Z & T AL TFHE DA R Ot 2 & O 2B 2170, REx
e ETIHRDBM SN BERH 5,

S R

[ R4 2 6E 50mg]

(£HMA 7SO F—2R)
1.3 BAKIC+ONE TEAEBRBRICEBVNT. AFIZ DV TO+A MBS ESEMHAL 7 3
A4 F— X BBROBRBREF ODEMDL ETHEATH L,

(fi &)

EHMEAL T I v A F—=3 RCAAZ R ET 256, AL OO RIEE 22720, RITEH O
B, BEEENELS ROIBENNH D, ZDTD, EEZRRIEMNOFRBLEOBRSREZ Y 2 4L E D
FHE A3 FTREZL FERX (2 W T ARFNC DN T O+ 7e ik & 28 ME AL 7 I A R— ATREORR
Bra R oEMOb & CHEATLILERS S,

[= > R ¥ 6 50mg]

CREIERMED) VT FHHER)

1.4 BEBICHARIETEIERBRICEWVT, AFIZDOWLWTO+REME EARIERED
)R FIHREBEAEOEREZFRDEMDY ETITI> I &,

(R 7 O—EEER)

1.5 BEBICHARIETEIERBRICEVT, REIZOVWTO+REMEE T —+HE
BEEABRORREB ODEMDEL ETITS &,

(O K4 2 JFK 100mg]

1.3 BERERED ) VI FHERBICEFEZRET HEEICIE. RERITHFIXMIETEZIER
FBRRICEWT, FFNI OV TO+R LGB EBRERED ) Vv FRERELROERER
DEMDELETITS &,

1.4 27 0—EERBICAFZHRET HHRICE, RAKICTHIWIETE HERBRICEL
T. RFZOVWTO+RLGHF E R 7O —EERBAROBEREFOEMNDL L TITS
&




2. FRARLETDER

2. BB (ROBBFICFBRELAENI L)
2.1 ~y b AZF 2P OBE Y [1.1, 10.1 ]
(e &)
SENZBWTARIE R FRAZF ORI L Y, DEENARE LT LIZERNRE S
TWHDT, ALY b AL F U EGHH LN & 4o
(Z &)
ETIRSC TR
1) Gryn, J. et al. : Bone Marrow Transplantation. 1993 ; 12 : 217-220
(PMID : 8241979)  [199302440)

2.2 AHIORSIIR LB 2l BUE ORAERE D & 5 BH
(fg &)
ARG EELBBUELE Z T RBENnH 5,

2.3 EIERGYEZ AP L TV D EHE

(i &)
FIERYYEZ B0 L TV D EE TR G L2 A 1TE, BIMENE(L L, EICED WREMED & 5,

3. PEXIPHRICEET HIRLTOER

V.2, EEXITRICEEST 2R 22RT52 L,
4. AERUAEICEET HFREZDEH

V. 4. HEAOCHEICHEETLER] 220752 L,
5. EELEXRNIB L TDER

8. EELEXNMIE

8.1 -Bfiaml, MMM AEOEELRENERANEZ 52 L0355 0T, HENZERBRA (f
WA, R, TFHERE - BB A 217572 L, BEOREBE +oIBIET 52 L,
H M PERE S DBS 1D 7= DR BEOIMEZX D = &, 72, ERABSEHREICH 2 & BIERA
< b Db, BIEMEICHER T Z 0N HHO T, FHEIXEEICITH) 2 L, [9.1.1, 11.1.2,
11.1.3, 11.1.9, 11.1.10 /]

(g &)
HMERE DER S DRI RIEFEDJRIN & SNDH L7 nR R 7 7 I ROREB & BN 5P
PZHEM S D 12O R EZ R T D LEN D D,




8.2 JEYYIE, MM ORIBUUIHEIC A ERT 5 2 8. [9.1.2 2]

(fg &)
HROBRRESIHNZ A JEYYE - MR 2 EISUIEE S DB Teh 3 d 5,

8.3 WkMEEMEE (SYERMN, ERESIERERRE, IR oNIE, BEER, B - IRE
NEIGSE) WIAE LT L OMEDR B DT BAIOE G/ TH b RHIMREZBET 570 8+
SEBRT LI L, B, v/ uhAT 7 I ROBRELG RO LY | FHEO U 27 235N
T5HLOWMENRDHD Y,

(iRt i)
CORVEEAME IS (SR S E A RS E G O B FR DL LT WHO @ —# B Td %5 IARC

(International Agency for Research on Cancer) DR BN AMFHEIIZIBNTY 7 BRAT7 7 I R

28 Group 1" IZHFHINTWAH Z & &2BE L, [EHEREANEER] BN TEY —fBoEgEx
Mafke L7z,
F7o. AHIORE SR, BEO U A7 538N 5 & ofE B 3e 5,
% : Group 1 (ARNZ &> TRNBAMEND S EWIE S NTZWE)
Z #]
NS EECHR
5) Philibert, D. et al. : Nat. Clin. Pract. Nephrol. 2008 ; 4 : 550- 559
(PMID : 18725916) (201101120]

6. REDEREFITHBEICHTHIR
(1) &HHE - BEEZFOHLBE

9.1 Bt - MEERFOHLEE
9.1.1 BRIIFDHLBE
HHEHI RS o BTN A b5, (8.1, 11.1.2 B ]
(fig &)
AANC &0 T B BEEREINH] S AL, A MLERBAD (S A 5 JGUIE K& OMf /MRS (2B 5 i % 2
Gl & I ATREMED S < 7R D

9.1.2 BREZSH LTI EBE
BREMHEERIC LD BEENEES 28200155, [825M]

9.1.3 KEBH
B R EHEENHHDONDL LD D,
(i &)
AKIEEEIT S &b SMarEe MR T LT D . AANS X BITHIRaMEREREIMET 95 0
T, AKEESHEE L, BEMAREHEENRH LD I L1H D,
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) el ERE

9.3 FFifrEfEEEE
PP E NS 5 8200 H D,
(fig &)
AHNC XA AST. ALT @ FHENBO LN TWAHD T, FEEDH A HBEEF TIE, BICHFEER
WES A BENND 5,

4) £ERRERY DF

9.4 £TEREEH T HHE

9.4.1 /N O REZRFR O BF TG T 2 LENH 2 5E 121, RIS 558 %
%E#é:koﬁﬁ\vanmx77iF®%&5%®%m_i@\ﬁﬁk%ﬁ%P%@
U A7 BHINT 5 & DHREND D Y,

(fi #1)
MRS 7, INEESRE A 2, BARSORERNRIT 28NN 5, WAL S S iE 5 #)
ERHY, o, BWRR (7 v b)) THEAREANRESh WS W2 (TIX.2.6) £
S A EEMERER 2) ) OTEBIR)
2E, AHIOKREE SR, YEIREEED U 27 3803 5 L o BIng 5,
(Z &)
BRI FEE SO
5) Philibert, D. et al. : Nat. Clin. Pract. Nephrol. 2008 ; 4 : 550- 559
(PMID : 18725916) [201101120]




9.4.2 IEIRT D ATRENMED & 2 AMEIZIE, AHIB G- S OAH P 544 T & — & 1R 3088 U 70 gk
Ry oL 0BT L, (9.5 2]

9.4.3 N— T —DEIRT D AREMED H D BIEITIT. AFFR G H R OARFIR G4 T % — 2
FHIE D) ekt 2 92 KO8+ 5 2 &, KAl 5.1 mgkg 2H&EG LICHET v &2 KAz

BE LGRS v MR SETZE A, RO THIME OFE 2707 & OWE 1 &

% 6)
(gt 1)
U aR AT 7 X REF LS OLEFEMIIC S LBEEEM OERFEE AT 5720 E LT,
(Z #]

B HKTHOBTHIF O B %
@ #THRT 2 ATREMED & 5 Lotk
VI aRAT7 7 2 RICRE S IR A IR BT 5 £ CoHEESM A SE L,
LMD E b BEKR TR 1IFEMAERERZE T2 L,
@ /3= M —MERT 5 WRetE O & D Bk
R TERHIE K O washout Il &2 &8 L. BIEEHRGH&THR 6 » ARIZHLETHZ &,
BUSC FESCHE

6) Trasler, J.M. et al. : Nature. 1985; 316 : 144-146 (PMID : 4040213) [198503489)

(5) 4EiF

9.5 147
TR TR L C WA RTREMED & 2 LI G5 LW 2 E R E L, HFRIETP AR %

S %0, KAl 2 AR L2 G 613 RIBICRENEC LRSS Z L 2 B4
(RS2 2 L AT IE & B D SEBIE 23 V. EWRABR TIiE. AH 2.6 mglkg &5 L
TMEZ v BT - IRIEOFE T R OMEFTEAEM S @ ShTnd 9, [9.4.2 5]

(fie &)

X. 2. (5) AFHF /LR OB
(z &)

BRI EESCH

7) AKRAVEREIE2> © FERE L BRI, 19825 16 1 517-541 (198200663



(6) RELIF

9.6 =ELiF

9.6.1 ALzl D2 &, At END Z P HESh TV D,

9.6.2 AT OLMEICY 7 uAR AT 7 I FEFIRNEE Lz & &2, FrElR, sLIRICAhER
AME, M/IMIEADIE, ~E 7 1 BB RDH boNIzE DWERH D 9 9,

(fi #1)

WIMNZBWT, AWM ~DO T 7 0FR AT 7 I RESIZE DAL ORA~ORED R S LI iE

B3N 2 BFIERE SN TS, 1HlIE, 7 kA7 7 2 F300mg/H % 3 BHEEIRNES L7-f5

e 28 HONIC, ARSI, i/ MRERD . ~T 7 a e b S REL Lz 48]

o 1H1E, 7 rARA7 7 I F800mg/lH (FHIRKN) . £ 27 UAF L 2mgl (FIRA) K&

O L R=rynrr 30 mg/H (BH) X RIEEZZT CWIRAT LD A% 4 » HOR

IZBWT, (L 6 T H OG- 9 A RICAFREREAER B L, e &b 12 HRHFEHR L

7- 44l

TV RV U, RS ROl EELBGER AR FEH AT AR & FRFIC, IR

A SCEOHRREE NS UET 2 FM L7z, AANTAITPICoWEND 2 b, kLY

FRAZBET SH D L O EEMREZ K> TV DA, Brat sl EaEIC 2D X B bRl ARSI ZE S < il

AAHOWRA~OEBIT 2w U8l 8L, HhsEEREL X -7,

X oo TERAHERSOE L SN SCEOTEHEEICOWT) (B34 6 H 11 A4
% 0611 55 1 BIEA T yE 3K - TR R R @)

(Z &)

BRI EE SO

8) Durodola, J. I. : J. Natl. Med. Assoc. 1979 ; 71 : 165-166 (PMID : 423292) (202100094)

9) Amato, D. et al. : Med. J. Aust. 1977 ; 1 : 383-384 (PMID : 859486) [202100095)

(1) MR

9.7 MNR
9.7.1 BHWEHOBINCRHCER L, HEICKEGTHZ L,
9.7.2 /NREZRG L U BERABRITERK L TVh7eu,

(fg )
NRITREIBRICH D | AFNIHIFE CTH D720, ALY 2L OEELZ T 5 2 L HER X
NnNo, ¥ICEMERHORBUIEE T RE LEZLND,

8) =&

9.8 S#nE
MR R GRRBICREET 5 2 &, ABEREMET L T2 Z RS BHERRH b
g0,




1. HE%R

AFNL, EICHEHEESE CYP2B6 T &, it bsisd, 72, CYP2CS, 2C9. 3A4,
2A6 L AFNORBICEHE L TWAZ ERHEINTWS, [16.4.1 ]

(fig 1)
VI 6. (1) fRERAL R O ] OESHR

(1) GREREZDER

10.1 RS (BFRALABWLC L)

A4 5 FRASEAR - HE BT 15 PEFF - fEBRIA T
N MRZTF | BHEBHEOEE T, AFRGPIC~ N | Ho D REFIZAHTH
amRy v AZF o iR E Lz e 2 5. PHEL. %o AFNTHEAKAFNED D
[1.1. 2.1 ] PR DRI | ARG | WK ISR 25588 B, @75‘53?) D, N FREF
ODEMEICIVEC L OWERH 5, (L0 2 KIE

Fo, B (vUR) 12BN T~Y ﬁ‘ATP ORFZHES 5,
FAZF o (BRRHIED 10 52 &) A OPFRIC X0 LM
Ly mARA7 7 IR (LDsoHifZ) XiT | BT 5EB2 6N TVD
FOEFEETHDATAT7 7 K (LDso | Vs

Aif%) ZFFOICHE®RE Lz L&, £
NENZHRE L LT & I THR
té@iﬁ'ﬁﬂﬁ)m&)%é’bt 1)0

(fi #1)
ZOWEDOEE 2 HIOKRTRY 7 aRAT 7 I REXU MNAXFUOMAEERIZLDHDOTH
% EHRECRERT 2 Z SIFREECTH 5, Z 0 2 BlCFERHCOF I S/c= F AR REOVBCNU (—
Wk BVEATF ) OZNGORTEICKT L5 RHTH 5,
L, 7 akA7 7 I FICIABEREHEOLEERM SN TS, £/, X FRZF IR
TT YT T I —RBHEEMAICL Y ATP R ZBRET 2 2 L SFEH ST\ 5, DA
X ATPRIFHETH D Z &b ATP REHTEEEE KT T h A X F U3 m A B FRIEIC &

H0EMEAHERT D Z LIFYUREBEZOND, BICERBROFE RN, 7 akA 77 I FEX
v NAAF U ORMBEAERB IO D L EH TR T 5 4oL
(Z &)
BRI EE SO
1) Gryn, J. et al. : Bone Marrow Transplantation. 1993 ; 12 : 217-220
(PMID :8241979) [199302440)



(2) BtRFEEZDER

10.2 HFREE (BRISEEI S L)

HEHN 4 EEAEIR - FIE 71k WeFE - falRIk 1
fth D> Fr B I A R E SO BIER N | o EBIEER 283 5,
Ty ) —) THZERDLDHDT, BEN
LS R R RO LNTHAITIE, WE,
IRIEZE D FE ) R L& 24T 9
N

(f &)

il D HU MM 79 K OVBUR R U 128 B RE I OMER 2 A3 2720, AAIE OfFHIZE v E

BEMSREINH 2590 S 5 ATRENE DS & 5 1451,

AKEIET 7Y )= ORAMERHOKTFIZI G TRV, FReO XSS R H 5,

1) v7arA7y I NEGHIOH B, 77V 7 — VOFREIRE R OFEGE A EIRECOE #iH o
FEBEE 1L ZNEN 57.7% KN 18.8% C. 7 u 7 U ) — LPHABIRED 17T < I b7z 46

2) 7Turl ) —nEkEICKY, v ruaEBAT7 7 I ROERITIAEEICELS -7 (Student’s t
ME. p<0.01) [36]

3) v/ uERAT 7 I RORKRBWIMBEPREITIT 7Y /) — 5%, FEICEMNL, P
M= 87.5% Th 7= G D & % Wilcoxon HiE, 2a =0.016) 147,

10.2 tREE (BRICERET S )
SHEHN 4 BERIER - HFE 715 HFe - fERRA 1
T x )L EH—)L AKFIOVER NIRRT B2 L | 7= ) NI EH — LDORESE
N 5D, 7 L0 RE|OTEMER A~
DML S 5,

(i i)
7w ) e S =V ORERIH T L AR OTEHER A~ OLHOPMEHE S, AR OIEH 30 S
n 2 48] [49]

10.2 HFREE (BRISEEI S L)

HEHN 4 B AEIR - R IE 71k W - falRIA 1
BB R E A vE s RKENIOVERNTT 5 Z & | BIBEERLVE, 7807 5
IS5 AT =a— b N5, Tz a— LIl BIT S

AF DR & BEE R L E
L. &bz 5,

~—~
=
-+

)

19 E AR NE ANINFICEB T 2R R 2 B A IS E L, AAIOTEMEAL &2 65
[45] [48] [50]

1T AT x=a—WIREHEER A ILE L. AREIOIEIEA 2 i3 2 145151
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N O



10.2 HFREE (BRISEEI S L)

HEHN 4 BERIELR - HYE 515 WeFE - falRIk 1
AR MPERE FEANEER I ND | REINA > 2V HURD A
BB, A ET 720, RO A
VAU ENEL 7R | b

B FER RS D,

(g &)
A VAV UBFEET DIURAEREARFINILE L, ZOREHOLN DA A Y & L, iR
TEAZBET A LD L EL b5 2163

10.2 HFREE (BRISEEI S L)

KA 5 BRAREIR - HEIE T 1A PEFF - fEBRIA T
AHxv b AXT b OERADBER | BRFIIAHTH S,
SNDZENDHD,

(fiR )

HWEIEIAHTH LM, AFIEOPRICE D A2 by v OIERREREND = LR b 5 48]
AT bV FRAGERLE L D—DT, FEBHOIGHREERNH 5 2 L0 0HE
FHlE LTHWSRD,

10.2 HFREE (BRISEEI S L)

SHEHN 4 BERIER - HFE 715 HFe - fERRA 1
RNy FLy N T OERNEG | KFIN Y 7L o
SN END D, PHEINESE 5,

(fi  #)

KENI ANV U v O A IS TAY F L OVEZ§D 5 451

NI T L TN TR EER LT DO—D T, TOABEANOHRRALVEY (ADH) &
HIFEE, FERAMERRAESZICHN OGNS,

10.2 HtAERE BtRISEET S &)
AN 5 BRARIEAR - HEIE T 1A PEFF - fEBRIA T

TR A7 U CREH | DHEENEBINSEBE | REFIIARATHL S
REVLE L U ERE, © | bbb, £, 2L | N, K OfEEEL2 AT 5,
[ L R oy 3 3 & OO ALK T R

FUELBENREILEZ LD

WMEND DD, IR TH

LEMMRREZBET 5%

EHaEET LI L,

(fg )
SECERICBWT, 7 ahR A7 7 R RV LB UERE L OFFICEY, REFYLEY



YA R 5 IS L TRV B AR G B T OHEEA BT A BTN H L L, T b
THA 7V REROBREGEN I aR A7 7 I ROLBEO Y RAY 7577 % — &2 5 REMEN
b ENHEIN TS BAB R L e RIS T VL B L R R A b KA D
PERRE (ACHEE (RER YLy Ut - 7 uk A7 7 2 K) | ECH¥iE (e
Wt - > 7 nmR A7 7IR) . CEFE 7 uhA7 7 K m LY UG - 71
Fr w7 iov) ) TR DIHIES ORBUIHMEET 2ULERH D, £, 2o OFFHRE
BB T2 0FEEBIICH b2 BZENNH 5720, IREK TH% L EMRBEENAMET
& % 56

10.2 HFREE (BRISEEI S L)

AN 5 BRAREIR - HEIE T 1A PEFF - fEBRIA T
ok 5 A 753 ot e 79 i oy Wk i st AR A OVE S | AR =) v xT T —F

RFA A b= B

RS AL, BRI A

(Z & D i o3 A A A5 ot A% A1 D

ZTBTNURD D, SEEEETLLEEADN

TV,

(fi #1)

SMNESCERICIRWNWT, 7 R A7 7 I FRRARGRICAT YA F=v L a&K G Lk 25, BT
PEAERER SFETL L 7= & OIEFI DS HE ShTun g BT

FISCERClE, 7 BARR T 7 I ROROFLLGZIZA XY X b= L5 OB AR A 0 45
R CHHa) V2 AT T—ERAEIND Z LIZOVTHERESINTEY, VY7 urkRAY
7 Roa) o277 —BHEERIC X > TR sz O EH 2 8858 U, B IRV T
WEEZTRBENLRHDLEZZDINLD,

(Zz &)

DR SR BER SR RGP R O B 28 1T AR T2V S, LU O SRAISE & Ok A AR 0 ATREME AS AR E SCHRIC T
WESNTWD GEANIZEDT—%)

D 77 Fr EopiA 8l
VI aRAT 7 I NIRREIHEER AT 5720, U7 F AT 2 ISOK T AT S
L (EVITFUEHTEU Y FUBRMERRERE - TRBEARH D) |

2 A RKAZT L EDOBA
BPEKRPEN 1 FIRE S TS B0 v RAZ L & ORI TEEIZIT O &
LR D,

3) =TT N—I T 2—RAEDPH
I uaRAT 7 I RiE, EICHAHEESRE CYP2B6 TR Sd 23, CYP2CS, 2C9. 3A4,
2A6 HLAFIDORHNCE G LTWD Z L3y (invitro) BISHTRY ., R SHudtke s
N E NSRS R AT IET 5, L —F 7 —Y OSIE I HIMREEED 5 b
CYP3A4 Z #4725 60161 = Lone, BENTL—F I N—IRT L —F T —Y P a—2R
EEILIESES, Y7 afR A7 7 I RORENILE SNWPUEER HE T2 8B 2 56
o,
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11. Bl¥ER
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(1) EXGEIMER & MHER

11.1 EX4EIERA
N1 2avy,. 7F37453F5— (WTFRBHEERR)
MR, FRRIAEE, Wk, SRS, RRUEERH HOND Z Enb D,
11.1.2 SEMH BEEA)
LM ERED . B, MBI MR i s Sboind 2 L3d 5 DT, KAl S
BT IR M OB 2 01247V BEDBFRO b GaIlid, BRERRBOEE,
IR, IREEF OO RLE AT Z &, [8.1, 9.1.1 ]
11.1.3 HmERER %, HREE (W3 b SRR
(8.1 ZM]
11.1.4 41 LHR, BIaHMI (0.1~5%A™)
11.1.5 B, MRHEE (0.1~5%AN™)
11.1.6 DAHEE. DAL (0.1~5%AT")
11.1.7 \FIRARILE DT EE D WAEMEEE (SIADH)  (BHEEAHT)
K 8 U U AISE, REEEME, JRPT R Y o APRIEEORIN, @RIk, R, Bk
SO BIRR R NE AR A MEBERE (SIADH) 23b bbb Z Endb 0T, 20
Lo BGAIIkREZTIE L, KGEROGIREFEDZRLEZTT I 2 L,
11.1.8 thEMREIEFERMAAE (Toxic Epidermal Necrolysis : TEN) . FZFEHEIRARfE 1R B
(Stevens—Johnson FEf&RE) (W97 & B RB)
) AR RIS <,




(8.1 Z ]

11.1.9 FRSREISE. B (LTI bEERS)

(fg &)
[FPERERR T . 2)H )

CENICRBWT, ARHKIE DR EBR 26T T E W ATHERERE . SE DO
EMN 36 PIERE SN2 L0k,

TERZREIWER] OHEICBIL LT, I

A Lz, REMREFIOBEZ TR,

AEBIOBEE (IFHRRERE E . 3H)

%%ﬁﬁﬁﬁﬁa 1RESE , \EWE%H
PE - i (2 PhE) P 5 HH R e OMLIE
#2018 | &HMET Y T | 700mg | (EER 3 » AN | BEEBRIERIC TEEEAR
<~ b= (E| 1AM FEORKE, 25~ b—F 2 Lk, AT o
EIfiE, L—7 A IR % S iRk
AR, ik ABEEHNS T AT L —F - B REESE DR T
BMEREE) ~REE R AR STV, JRKEARH

#h-H

FhHAET 156 A%
(FEELH)

17 B

25 H1%

30 H#%

RiEIB D 2 BIZHRA KT L, IEFEIZI SV TN
7o

PLDNA FUADK T RED L 2L —TABRIC
FAEARLEHRL QW) AT Ry
(KA RN RPERAT (700 mg/H, 1 HFE)
EHRAIZ TZER, IFILEREEE O RN HEH
BRICIER T 22 < L AFNC L 5 AN FREE o /TRErE )
mNEEZ, RREsEL Lk,

AANOFHEL BV | 75X LFE R D B TRAE Tk
fed D 4 CIBEE

52 0BIELTFEX* N Z>0 THY ., EniE L&
2717

sk
EEREITENRE T, 252 T~ b—F 2D
IHENE ER 2 b 2 5ERI3 A Do 7oy, WIR
Y- oA

MR TR EOEEZ RO, B AL
BEERRIIR-NTRY, 2 X7 7 —EDIK T
ORI o T2128 | AT L § 2 4 b ROGRE 2R
E L7,

TNHIT A A AR, ZVFVYF T Y
Vo VAT A VELEA 80 mL HE B LA
AEIUSDOIEAN L DHEEEZE 2, 7L F=Y 1
30 mg/ B } OMEIE Y 5 ¥ 7 LIS D #H 29~ T ik
NEEEifg2lr (CT KO} US) TIIHRZ BT RidA
59, HAV - HBV - HCV &35 E

EBV - CMV 3B FERG 7 — 2 T, SE Ok
ENZJIBI G LT & L7,

F 7 AIEABERE £ 0 A5 30T e @R HE 23 1 3

A HHEOHT DNA BUAMiA 85 & @i, iAo
EEIH BN D> T2,

PUDNA pUiRfliE L v 25 ) T~ h—F 2ADiE
@it ERAEEE L, IFEEE OBEELEETERNE
EZ, AFNLTLR=Y 1 1000 mg/HIZ LD 00
AFEERELT (3 BIED

(& Z A, Zof DNA Hiklio EF 8 %IcHO 2
) 7~ h—T AEHE EFE2RTLEOTRL,
HEROBEIZL D2 ERFEMTH D AREEN SN &
DRRAFM L 0 s S, A7 B A RV RFREN R
VG L 72 o T ATRENE DN iZ 1)




i RES

L

31 B

33 A%

38 H#%

40 B4

41 B4

42 A%

AT IF—ED LRE—ZIZmd T o' =T
b EHT AN, HEUSAOIER 2 L

T R=Yyurr40 mg, 7HFAT Y 50 mg/AN
N BH 46

REEOM FRRZEOFHFZH Y
MR TIRE A IAE (+)

e B IfLE 28 B |2 EEA b

T AT IR ONF B REER TIFIEE b2
L

/R A& Y

BERREER LIS — B LT Z<0 Th - 7= 5E 0 BIEL
FEAFNBHEO, Z>0 ZRLIED 5,
MRARHDIZSD, TN h To-A A RE 7 U F
NYF o 7Y« 2T A UEREHIEEE I
Fke s Je OV B IURE O R AT IR B A D 7= 0 | iz il b
RN HEA

B2 SERINEIT 28 & 138 2 97, @R E OVRE S M3
LD LT E 72D,

i N e N EI

EHNRZEZF N TA, T R=vuay, Jx2)747F7—h, Aa3PX0 "B FL, LAV

PEREE | M=F 77V, TrEFVU MY TET . suFTEAL HRNT Y Ry fiig e d S

KFNY)
5 KT
4 HHI 15 A% 25 H1% 31 Btk 34 A&
AST (TU/L) 37 334 555 495 340
Wk ME | ALT (TU/L) 63 556 973 1048 690
DOHER Al-P (IU/L) 706 1065 2634 3240 2278
LDH (IU/L) 232 528 823 669 503
vy -GTP (IU/L) 675 1788 4501 3867 3122
BeUrery (mg/dl) 0.72 4.45 7.64 12.54 9.93

* 1 B OBIELT R0

Z=—0.89+1.74 X %K +0.056 X T-Bil (mg/dL) —0.014XChE (IU/L)

RA : HAV XX HBV (FI&SL) (31, £ O 2

HIE © 2>0 5 BUE L, Z<0 ; FEEVEL




11.1.10 2HEBEST GHEARY)

AMEEEESOEERBEENLOONDL ZLNH D, (8.1 ]

(fi

)

MRS (EEAE) |

TEGI OB (BIEETE)

=)

CFERNICEBW T, KA E ORRERE GE T W EER A2
WEN 12 FIEBINT-Z s, TEXRZEIER] OHEICE
FELTC, HEEAME L., RENZEFOEZ Fitlornd,

BE — | B LR ( ‘BEIH/E)‘::H
PR - Al (&) 5110 R K AL
B+ 50 ft KA M | 3000 mg BB ARIE (IE A AH)
a7 7=l 2 A/ (BEK 5 » AR | ZRMEEBEERE
— VA (18 PrEBIE A | RRMEHIET 7 = L— 207 AT R
(RN IRV #F (K#AID 3000 mg/H ., AFIOEIWERFEED9,
JERAE IS, & . A A} 1800 mgX 3 [Bl/H, WK TD=D, LT <
) =% br v 3mg/HELGMIE (Tt 2 BR)
RITHEIEZE D B8CORBANHEL, T N7 I
7 x> 400 mg NAR (1 AR)
52 HE | AAREEGRE T %, M & SRR R & 1]
Gt 11 mgEE) L7220, iERmEHHR
BEKT 1 H% | EE, THEAGEE, PEEIX 1 H 10 [E
GEBLH) | AR S T 37.2°C & fREME M
L2 L, 8ifTBUN, 7 L7 F=fEicAa R L,
MM R4 D AP A FE AN SE B
AN AT7ax Y600 mg/H (9 HE) . b
Z > RZ 7 YL 0.5 mg/ A& 554A
2 B | THRIIR 2 ICB S 50, IREITE ke
BENENRVTCOFLERFEE LTS, (3 HEH)
WEE R FEENR R
BE IR 4 H% | BUN, Z L7 F=fl L5
JRE 350 mL/H
6 Ht% | N LZEMrBAs (3 [E/0E)
12 BH%: | REFHH
38COREME (7 HH) . RERTH TH - 723514
F A5 Utk & (2
30 B | 1 HIREIIMRA I X, 7L T F=ELLEELTY
oyt o3v inanl s
37 Hi% | 1B RO AMEIEIIEE L - N REIESH Y
BidiiES AT BT S =ty RIABET LIS, T ITITS— ) TERNTI ) T
Eita BT
i R A A 6 HHI 1 H%# 5 1% 12 B | 28 H# | 37 H#
DHER BUN (mg/dL) 16 32 51 52 34 38
miE27 v7F=> (mg/dL) 1.6 3.6 7.7 10.5 4.5 4.9




LoD ZENDHD,

11.1. 11 #ERERARE (B AH)
AR, B, CK E&, AL ORF I A7 v ey ERZRH% E 9 5 R

A RRAAIE 23 &>

(fi

- TREBCTRAEAE |« EIPIZI W T K & ORIRBIR 2 45 7E T X 22 OB
[ KZ2RIWER] OHEICIBFRR LT,

)

EREINT-Z &b,

RRBRAE DS 8 Bl
TEE 2 Mkt L7,

RERNRIEGI OB E & FREITRT,
TEBIOBEE (BT RAARIE)

B — B LR ( ‘EE'WE}?%
PR - Al () B 51 R0 K AL
- 40 1R BB AT | 2600 mg BeHBRA A | 2rEEHENE At L, R i o 72
FEDSS 2 A mmuﬁ*rﬁi& LT, AF EHATY RETy)
(72 L) 2600 mg/H (60 mg/kg) mim#G-BHLA (2 HIE)
HM AR DR PRI D72, A 27 800 mg X3 [El/H (2
A | A BMREEIR 500 mLXx5 [E/F (7 BRF)
RIEAKSFET FU 7L 1.4 gxXb5EI/H (7T BRE) #5850
ﬁL\
ERFEDD, 75 =% o HiEE 3 mg/H X2
H #$5-Br 1tk
52 HA GEBLR)| AiH & &< A CIaH & 5T
BEHEKTH) | KLY, BOIES, EEED HE
BE/T 1B | FEEHEL (38C)
MREEHE, PRIGHEE., W RITHR, A v _RxAafkh
BA4h
ALY BAEFEOR?HBL
B, TR H Y
MERGE, JREGHE, WHEERGASREF « btk
WEAE R MT2H% | A— FUA ARBEL (471 BV REED)
7 LVX & (/N EHEERARL B E LA, FEERMO L H I
TLX— XD ELEDR,
CK 16846 TU/L. AST 120 IU/L. LDH 607 IU/L %
T R5
R R AT (2 Gy X2 [BI/H. 3 B, Mk
e 12 Gy)
T 5 Hi% | RIFEARAY ek R R A e T
T 8 HiZ | M. JROIERITIE K
RS0 Al e [B] 18
OF 38 7=k ha UEEEE, A A, REEMERIKR GERR) | IREBBKFET MY U A
(%%Euﬁu) KT
55846 H 2 A% 11 A& 25 H#
CK (IU/L) 42 16846 84 40
AST (IU/L) 13 120 24 11
ALT (IU/L) 6 22 51 6
Al-P (IU/L) 175 156 175 256
ERIR R A LDH (IU/L) 157 607 162 174
DR v -GTP (IU/L) 15 13 26 17
BeUlry (mgdl) 0.3 0.8 0.3 0.3
BUN (mg/dL) 9.7 5.1 4.7 7.4
M%7 v7F=> (mg/dL) 0.52 0.46 0.34 0.48
DR VRS 1L (—) (2+) — —
JRICA (IR MER) (—) (—) — —




2) TothDEIERA

11.2 Z0thoBIER

FHBUE | 5%0L LU 0.1~5% Aol 0.1% K1
i N DL
75— PO R
| 2RI R BRBELD EX,
a B, TRIES
FET T FAR, RO B . (198
i WL IR, JaT, 3
SO MRS, .
(R, T
BT | R
| B, B, BRI,
DB - Ata/s
T | R S . I, IR S e
P 2 it A
o R D, K
L FE S
. B TR A, T
e L
, WERE 0. IP R,
e i1 ) s
o | BT R O LE R A OTBRIE. &

M, CK L5

) HaHilmE RICHES <,




& EEFRBEE—ERE
v K% P EEFORRRFOMRRBRICIBN T, BRIG IR TILIEAER] . B TIR%IEF &
OB I EREG OAE 42 fd, 41401 1 H 2482 (100 mg) . 1 #Z 4 82 (200 mg) .
14~56 HE#E G 4, BITEA & LCamEED 19 6 (45%) | Mfazzisd 6 4 (14%) . i
AR 1B (2%) . AST B 361 (7%) . ALT ER 261 (5%) KOWLE 161 (2%) 3
RO LT,
Ty REH 2 P EEHNCAFAEER O R4 8850 Ui IC L 5 153 Bilic ki) 2 EIEM
LT, =2 RS U PEEFORIERAN R LI S1ZB 2 onT, = R34 88" L Ak
(ZHGBRAE ] L CRIREDS 220 &Iy S 7z (61T I8])
B 0 =2 3o PR, BUT= Y R4 0 HIRE4)
W = RV o8 (Frka—7 10 > 788 | iEksEd Ik

& &)
FV—1 BIVEADOEFE RBEE
TR IC L D= Ry U8R o IER (153 i)

RIVE ) o FlE FEELHIEL GEBLER) RIVERORERE | BB EBL=R)
SRRz %% 72 B (47.1%) i3 141 ( 0.7%)
LI IRANY R 2 15 f511 ( 9.8%) TR 261 ( 1.3%)
AST |5 4 %1 ( 2.6%) THLZHE IR 9%l ( 5.9%)
ALT L5 341 (2.0%) IS 26 5 (17.0%)
1R 45 ( 2.6%) WG 261 ( 1.3%)
BEIR P 1161 ( 7.2%) e 5% (3.3%)
EAEPS 161 ( 0.7%) I A 6% ( 3.9%)
L - N 10 %5l ( 6.5%) GIEpT (SN 161 ( 0.7%)
BRI 21 51 (13.7%) i (FisR) 5% (3.3%)

Ee Tmr Py g (Btka—7 4788 | 3Rtk

9. BERBRERRICRIEZTRE

RE STV

10. BE#HS
RROM= R4 U FK 100mg]
13. BEHRS
13.1 WiE

AFNZMIEENTIZ K VBRESND L OWERH D 10, KFOWMER G REOILZIGE 1T
Hazdik L, HEiEko Bl SBEE ORI L MRS 2 &85 & & bi, i, m
WS IR 7 O 5EDOIHERIEEZITO T &,
(Z &)
IS EEECHR
10) Wang, L. H. et al. : Clin.Pharmacol. Ther. 1981 ; 29 : 365-372
(PMID : 7471607) [199901496)




11. BRALOIE
[ R¥%H 6 50mg]

14. BRALOZEE

14.1 RFIRFEDIE
PTP @3:03EA1X PTP > — BB B L CRAT 2 X 2 feE+ 52 &, PTP v— bR
BRIC &0 . BEOGATAEIERIEA~FIA L, TICITZRA A2 2 U THERIAREDHEE RGO
TEEDRTHZEND D,

(fi &)

HIEHHE 54 5 CERK 3141 A 17 H)  DErRCsiE = D < R S IR SCEE OfFERk

WZHTm>TH QKA IZHONWT IZHESKEEMETH 5,

(RO M= K4 U JFK 100mg]

14. BRALOZEE

14.1 EFRHFOIE

1411 BROiEFlORE : 7 ak A7 7 I K (EKPDHE) 100 mg (1)) $729 5mL ®
Rk EZ, VU U PEAWNTA, TARICEAL, EREZRRSES, YU P2 AT
SR A R L, BESRICE L2k, i m y 77T 10 mL RS 5,

14.1. 2 KRAIOWREGE % /MR E T 5720 HEEICARBIOBAIRRZ1TH Z &, ARFNT, Ml
AT L0, ARRHIIFRELEA L, 8% v EXy NNTEETDZ ENEE LV,
B B OGRS M35 L7235 80121E, B HIZZRmOFK TL S TDiT 2 &,

14.1.3 KANIAA T AN OBHITH D, PRI DB, A T ARSI 5 2

&o
14.1. 4 A T VTKERORFE 2 BT DB OBFRE L, TE DRV IENTIZ 0K 9 IZEET S
Zé&,

14.1.5 BEEANZ TR, EONITZMT 5 2 L,

R x> K42 50K 100mg]

14.2 EFRFEOIEE

14.2.1 W& & B ICAPIND OEZEPMET T 5B LN H 5O T, O AR EE THRE
TLEOWESD L, £, R 4 BHEUNICRISES Z &

14.2. 2 R DA B B OSRERESE IZ DWW B3, WK TR WIS KO85 2 L,

12. ZDHMDFEE
(1) EERERAIZE D 1ER
BRE STV

(2) FEERPREABRICE D < 1H#
BREIN TR



X. JFERERFEERICEEI SRE

1.

(1) ZFEhFEEHER

[VI. FEZhSKBLZES T 2HE ] OIESMW

(2) REMREHAR

RX—1 —fgss 62
. EhiE w55 . .
B TH . R B
PURIA Rt nmp | TER ) BRI
50~200 mg/kg : WEEME, BIRIES),
<~ A 50. 100 B i K OV A RS k3 5 I
— IR (DS %) I FrRN 200‘ 400‘ IS DAR T
3% : 400 mg/kg : #REK, RO, &5
5~26 HDRIZ2HIFELE
~ 7 A
H . . g . 10, 25, | 100 mglkg : #1530 S22 LU MA
*IX {Zg{ml,f/'zﬁﬁ (IEH%{HJ]_) (DSS/%f;) 7’5& FJ%‘H)RW 50\ 100 CJ]EIJI‘F% (7‘%\"] 2.OOC)
b
P o ~ A . N 50~100 mg/kg : 10%3H]
";: (Mgf’i%iﬁi %) (DS %) HE _«Ei%? 1%%N12%% 100~200 mg/kg : 30~50% il |
" * g 10/ i writhing J& B O34T
SRR YD
o . B 1~2 W 5 THRIIHENR S O
ey > A 7y b \ FRARPY 10~25 | REARHIL O PHME R
(RAEHE 2 1A 5 TEARIE) HE 158 7 1 o OO RN — B R A
Ak
B
FERG ., dn)E, X T HRA 25. 50, | 25 mg/kg UL L : FRIRHGE, ()£ T
*4 2 1EH 95. 50, 100 mglkg : 3/H | 100, 200 [SNTE e
i3 200 mg/kg : 5/FE
e | 4 RS JHRRA X ~ e itd et}
po R B ok B 1EH el /R RPN 1~10 10 mg/kg : & < R O M HE N
B N JRERA 2 e
5 N5 I A4 L2 5eh 4 B VR ek & 3/ RPN 10, 50 | &fk7eL
% P JFRERA X "
AR 6 B ER HiEHE % 3/ RPN 10, 50 | &fk7eL
, JEREEA X . .
= ft5 )~ e NS i VAR LR
sEEk I A Sk B EH e 3/ RPN 2. 10 10 mg/kg : Z < R O M HE N
~ A 40 mg/kg : NatEiE D HEn
JRBPE 9 2R (DS %) FE RPN 40, 200 | 200 mg/kg : R K O NatgEii o1y
Ik n
53 R 3 . 25 mg/kg LI ¢ 7 B TR O LA
o | FRfER I 21 e 4/ F RN 10~100 WEIE W IS DR
fs vk
REH A3 sz skt B 1EH (Wistar %) M RN 10, 100 | 100 mg/kg : P& o B H MM M)
5/%%

(3) ZOMHOEEHE
LR L




2. SiEEER
(1) EExR5EHHER
FX—2 [AESHERR 6
(LDso. mg/kg)

P 5AR
I PE | n &0 WA % T HIRA
<A 1 8 505 401 298 285
(ICR %) i3 8 473 443 352 388
7k i3 8 100 130 144 153
(SD %) i3 8 118 199 144 148

BIRWIN  ~ U A 17T~24 B, 7~ k27 AW
LDso : 50% E 3t &
(2) RELRSSHHER
1) HErEEER R
7 v b (SDFR) ([CAAIL, 3. 10, 30 mg/kg/H (MR 10/8E) % iEk: 30 B FIMEHEN G-
L7=piffid, FiiolBh Thotz 164,
O —MAER
10 mg/kg LA EOEGEETIZ, 5 AHENGM O D, 20V, Aifl, T, Eix E#Me
T LR B L, 30 BRI GICH 2 ST,
@ KAy - Mk AL ET R
3 mg/kg LLEDOFERETIL, FITVU U ERBAICHES < AILEREL DI 3 2 5,
10 mg/kg VL EOEERETIX, HITRMEE OB, ~E/ne & ~~ 7V v MA
DIKTF, WRNZT VT I EREABRORDNBA LT,
@ BRI T R
10 mg/kg LA EOEGEECIE, BHEAMIRORA . BlR, U oo~ g s v
BRI BRI IS B I &OREIRE R OBEAE | NI OO 28 M - BESE. fitiod HHIf - UK
fE, FETERCHNE] OV D58l 2 HH TLME & D W IEZEMEE D BEFE R A AT,
2) 1R R
7w b (SD &) (CAAI 1.8 mg/kg/H (MEMES 12/8F) %2 6 » AR (HREHA ZFR<) MEIENES
L7=5a. —Melkie, (RE, BEFEICEIEA LN T2, A MERED & BRI B o
AR B ST 64
() BEi=HEMHRER
BRI L
4) MARMEEER
BRI L



(5) HEWEHEESMRR

1) AR ORI 558
Z v b (SD &) ORI ORI (H : M & o ERT 9 B~ RS F T, M« 7
L OIFRJERT 2 HE~EIR 7 B BH £ 7T) 12, A4 2.5, 5mg/kg/A (MEHES 16/8F) Z Rk
H LA, B, WIRRSLTIER Tho 7223, IRIBOFREMH] & BIEFEE OHIMNMN A5 1
2o LD L. IBRA~OEFEIEIT A S hro 7 [65]

2) MR IR OZE TR 550
AR Z > b (SD S, 20/#F) (BT DMRIEOIREAN Uk 7~17 HH) 2. KA 2.5,
5 mg/kg/ A Z FHIRNI G- L7356, IRIROFEIHNA A S, 5 mg/ke/ A& GHETIIRIELET
OMEFTME S CERD BTz, WHARIRORE AT b I 23 2 b7 [42])

( TVIl.5. EEAREAWER EZOHEE] . VIL6.(4) £z H T 5% KO VI 6.(5) 4T

g DOIEBH)

3) JEIPEM] K OV AL # -5k
7w b (SD %, 20/#F) OUEHR 17 B BH~5310i% 21 B H QRIS A5 10 mg/kg/ B 2 FlRkP#&

B U728, AR A L IE R T YRR A AR b BT T o 7, TR T BT
IRIRPNOBEEIIRIA 72 B P 45, BERER TR APREIXIE B C o o 72 1661,
6) BFRIHILHE
DR L
(D) ZOHOEHEE
DR L



X. EEMERICEYSEE

1. REX
B Al = R 50mg BISE, A7 PR
AT R H0K 100mg  BIEE, 7S
) EE-EREONFEICLVFERTL L
ARG v 7 kAT 7 3 AR ES
2. AMEME
(1) = K9 8 50mg
BRI : 34
2 oMy F¥9 FK 100mg
BRI : 34
3. A¥RETOE

(1) = R85 50mg

R
(2 ‘oAz FE¥ U FK 100mg
2~8°C TIR1F

4. MFEWVLEDZIE
REIN TN
5. BEMITEM

BEREELTAR HY
<FvoLEY . oN))
Z O BE AT EM
CHERHEY R = RV UEEDOIREEZ T O EBE S A~ FRICHD A, MDD
A DB E )
ROy RE¥HF o Txr7r—BIRRE2% T b BT HEBRH O ZF A~
https://www.shionogi.co.jp/med/products/index.html
6. E—HS - RA%hE
[F—po 3« FEH AT ¥4 100mg, 500mg
Fl % 3 EHAAR~A R 1g. VYA A8 EFHER 100mg,
TV T o8 2mg. BEM 50mg. b LT Y U ERE A 25mg. 100mg.
XA —F VINIK 10%., 10mg 51 7/, 25mg » 7 &L, 50mg 7 7L,
T W =8 50mg, A AT VHE50mg %

1. ESESEAR
1958 4210 A : T o ~— 2 IZB W THRINIKR SN,


https://www.shionogi.co.jp/med/products/index.html

8. WERFTABEABRVEAZEES. EHELNBRFEAB. REFAKEAR
®X—-1 RXRBFARRUVRRES. EEEENHFEAR. REMABEAR

e 4 SR
e - T éﬁﬁ%a AR SRR wstmaate A
A,
T REH PR 199243 H 3 H 20400AMYO00080000 | 19924F 7 H 10 H | 1992410 H 7 H
Wi B
T R 5 50mg 200749 H 14 H | 21900AMX01512000 | 2007 4- 12 H 21 H ”
L&ERR 5 . Fe #
B, - it RRE T FEETNR | woemsseen

BOMH— Fx¥v

2012 4 2 H 15 H | 22400AMX00603000 | 2012 46 H 22 H | 201247 H 30 H
JiK 100mg

9. MEEXRIPREM, RERVAEZEEENFOEABRVEOAR

T REY U BE 50mg
— AT AAGRAEA B 2 19954212 A 6 H
B O &
(2) fhofthEEAl & IR 2546
M CHEMNT 258 10 U a2, ~ M THEAT 258 TR ERET 5,

—ERAETARAEH H 201142 A 23 H
BEIERINTENE
NRFERPUED Y v~ FMERER | I3 2206 IR, HEAOVHEEN

A AREAH 201149 H 16 H

SEINERR X LT A
(%7 o —PIEERE (BRI VE VRN & DR AT > Th 0 RENA b
ROBAICIRS, ) | TR 2R E IR, R O RSN

—VRA AR H 1 202148 H 25 H

IBAARE SN E
Mg AL 7 I vuA F—2 2 ) ZxT 2 0me TR, AER O &EEN

— R HEATRAEA H 1 202242 H 25 H

IBIAERR SN TZE
IR O S BOS O] 2R3 2 2hEESUFZh AR, MR L O EEN

Oz R0 B 100mg

— IR RGRAEA H - 201245 A 15 H

BINAGR S NTZNE
(7 v —BREGER (BIEREFRVE VAN L 2 RIBRETT> THHo 2R AL
ROWEAICIRD, ) ) KT 2RISR, ALK O &M

TV, 1 BRESUIRNR ) KO TV, 3. () HEROH RO OHBR



10. BFEERR. FHERRAREABRUVEORRE

RS RAREN A - 198248 A 10 A
1982 4F 8 H 10 HHHEE 707 2o, HAHMENROOND b O & s iviz,

1. BEEXM

PSRN

12, HEREMFRICET 21R5H
AFNE, BRI BI T 2 HIRITED 5 TORY,

13. &#Ea—F
®X—2 KEI—F
JEA B e . . -
. R I = — R v rEE L
74 ST S A {wgiﬁﬂM}\Har@m)ﬁviﬂfLEf&f
EHELa— R
T K45 50mg 4211002F1044 4211002F1044 109030701 620005941
(\X N ~ N
B By 4211002X1023 4211002X1023 121816901 622181601
JiR 100mg

14. RIRIGHF LDZER

BREIN TV




XI.

1.

A N

Ot

© 00 3 O

10.

12.

13.
14.
15.
16.

17.

18.
19.
20.
21.
22.
23.

24.
25.
26.
27.

28.
29.
30.

31

32.
33.
34.

35.
36.
37.
38.

XHR

51 RA3TER

. Arnold, H. et al. : Nature. 1958 ; 181 : 931 (PMID : 13526741)
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1.1 Malignant Diseases
Cyclophosphamide Tablets is indicated for the treatment of:

- malignant lymphomas (Stages III and IV of the Ann Arbor staging system),
Hodgkin’s disease, lymphocytic lymphoma (nodular or diffuse), mixed-cell type
lymphoma, histiocytic lymphoma, Burkitt’s lymphoma

+ multiple myeloma

+ leukemias: chronic lymphocytic leukemia, chronic granulocytic leukemia (it is usually
ineffective in acute blastic crisis), acute myelogenous and monocytic leukemia,
acute lymphoblastic (stem-cell) leukemia (cyclophosphamide given during remission
is effective in prolonging its duration)

* mycosis fungoides (advanced disease)

* neuroblastoma (disseminated disease)

ZHRE - ZWA | - adenocarcinoma of the ovary

+ retinoblastoma

+ carcinoma of the breast

Cyclophosphamide, although effective alone in susceptible malignancies, is more
frequently used concurrently or sequentially with other antineoplastic drugs.
1.2 Minimal Change Nephrotic Syndrome in Pediatric Patients:

Cyclophosphamide Tablets is indicated for the treatment of biopsy proven minimal
change nephrotic syndrome in pediatric patients who failed to adequately respond to or
are unable to tolerate adrenocorticosteroid therapy.

Limitations of Use:

The safety and effectiveness of Cyclophosphamide Tablets for the treatment of
nephrotic syndrome in adults or other renal disease has not been established.

2.1 Hydration and Important Administration Instructions

During or immediately after the administration of Cyclophosphamide Tablets, adequate
amounts of fluid should be ingested or infused to force diuresis in order to reduce the risk
of urinary tract toxicity. Therefore,

Cyclophosphamide Tablets should be taken in the morning.

FlvE - & Cyclophosphamide Tablets should be swallowed whole. The tablets should not be chewed
or crushed.

Cyclophosphamide Tablets is a cytotoxic drug. Follow applicable special handling and
disposal procedures. Exposure to broken tablets should be avoided. If contact with broken
tablets occurs, wash hands immediately and thoroughly.

2.2 Recommended Dosage for Malignant Diseases

Adults and Pediatric Patients




The recommended dose of Cyclophosphamide Tablets is in the range of 1 mg per kg to
5 mg per kg orally once daily for both initial and maintenance dosing.

Other regimens of oral cyclophosphamide have been reported. Dosages should be

adjusted based on evidence of antitumor activity, myelosuppression, or other severe
adverse reactions /see Warnings and Precautions (5)].

JHE - When cyclophosphamide is included in combined cytotoxic regimens, it may be
necessary to reduce the dose of cyclophosphamide, as well as that of the other drugs.
2.3 Recommended Dosage for Minimal Change Nephrotic Syndrome in Pediatric Patients
The recommended dosage of Cyclophosphamide Tablets is 2 mg per kg once daily for 8
to 12 weeks (maximum cumulative dose 168 mg per kg). Treatment beyond 90 days
increases the probability of sterility in males /see Use in Specific Populations (8.4)/.
(2021 4 4 HHIAE)
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4.1 Therapeutic indications

Cyclophosphamide is a cytotoxic drug for the treatment of malignant disease in adults and
children. As a single agent, it has successfully produced an objective remission in a wide
range of malignant conditions. Cyclophosphamide is also frequently used in combination
with other cytotoxic drugs, radiotherapy or surgery.

ik - &

4.2 Posology and method of administration
Cyclophosphamide Tablets are for oral use.

Cyclophosphamide should only be used by clinicians experienced in the use of cancer
chemotherapy. Cyclophosphamide should only be administered where there are facilities
for regular monitoring of clinical, biochemical and haematological parameters before,
during, and after administration and under the direction of a specialist oncology service.

Posology

Dosage must be individualized. Doses and duration of treatment and/or treatment
intervals depend on the therapeutic indication, the scheme of a combination therapy, the
patient's general state of health and organ function, and the results of laboratory
monitoring (in particular, blood cell monitoring).

The dosage regimen used for most indications is 100 — 300 mg daily as a single or divided
dose.

This treatment should be continued until a clear remission or improvement is seen or be
interrupted when the extent of leucopenia becomes unacceptable.

In combination with other cytostatics of similar toxicity, a dose reduction or extension of
the therapy-free intervals may be necessary.

Activation of cyclophosphamide requires hepatic metabolism; therefore, oral and
intravenous administrations are preferred.

Use of hematopoiesis stimulating agents (colony-stimulating factors and erythropoiesis
stimulating agents) may be considered to reduce the risk of myelosuppressive
complications and/or help facilitate the delivery of the intended dosing.

During or immediately after the administration, adequate amounts of fluid should be
ingested or infused to force diuresis in order to reduce the risk of urinary tract toxicity.
Therefore, cyclophosphamide should be administered in the morning. See Section 4.4.

Patients with Hepatic Impairment

Severe hepatic impairment may be associated with decreased activation of
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cyclophosphamide. This may alter the effectiveness of cyclophosphamide treatment and
should be considered when selecting the dose and interpreting response to the dose
selected.

Patients with Renal Impairment

In patients with renal impairment, particularly in patients with severe renal impairment,
decreased renal excretion may result in increased plasma levels of cyclophosphamide and
its metabolites. This may result in increased toxicity and should be considered when
determining the dosage in such patients.

Cyclophosphamide and its metabolites are dialyzable, although there may be differences
in clearance depending upon the dialysis system being used. In patients requiring
dialysis, use of a consistent interval between cyclophosphamide administration and
dialysis should be considered. See Section 4.4.

Elderly

In elderly patients, monitoring for toxicities and the need for dose adjustment should
reflect the higher frequency of decreased hepatic, renal, cardiac, or other organ function,
and concomitant diseases or other drug therapy in this population.

Children

No specific information. Children have received Cyclophosphamide. No adverse reactions
specific to this group have been reported.

Method of Administration

Cyclophosphamide Tablets should be swallowed with sufficient fluid without chewing. The
tablets are coated and should not be divided before use.

(2021 4£ 6 H HIE)
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4.1 THERAPEUTIC INDICATIONS

The proper use of cyclophosphamide requires accurate diagnosis, careful assessment of
the anatomic extent of the disease, knowledge of the type and effects of any previous
therapy, and continued evaluation of the patient’s general and haematologic status. It is
essential that adequate clinical and laboratory facilities be available for proper monitoring
of patients during treatment with cyclophosphamide.

The clinical course of the disease should be recorded in objective terms before treatment is
begun and thereafter at regular intervals. Careful management of patients receiving
cyclophosphamide will help achieve maximum benefit with minimum risk.

Antineoplastic properties
Patients with neoplasms that might preferably be treated by surgical and/or irradiation
procedures should ordinarily not be treated by chemotherapy alone.

The following classification is a guide to the various neoplastic conditions in which benefit
may be derived from chemotherapy with cyclophosphamide:

Frequently responsive myeloproliferative and lvmphoproliferative disorders:
Malignant lymphomas including Hodgkins (stages III and IV, Peter’s Staging System*)
and non-Hodgkins lymphomas; multiple myeloma; leukaemias; mycosis fungoides
(advanced disease).

Stage I Disease limited to one anatomic region (Stage I) or two contiguous anatomic
regions (Stage I2) on the same side of the diaphragm.

* Modified as the International Staging Classification for Hodgkin’s Disease in ‘Report of the committee on the
Staging of Hodgkin’s Disease’. Cancer Res 26:1310, 1966.

Stage II: Disease in more than two anatomic regions or two contiguous regions on the




same side of the diaphragm.

Stage IIT: Disease on both sides of the diaphragm, but not extending beyond the
involvement of lymph nodes, spleen, and/or Waldeyer’s ring.

Stage IV: Involvement of the bone marrow, lung parenchyma, pleura, liver, bone, skin,
kidneys, gastrointestinal tract, or in any tissue or organ in addition to lymph nodes,
spleen or Waldeyer’s ring.

All stages are subclassified as A or B to indicate the absence or presence, respectively, of
systemic symptoms.

Frequently responsive solid malignancies:
Neuroblastoma (patients with disseminated disease); adenocarcinoma of the ovary,

retinoblastoma.

Infrequently responsive malignancies:
Carcinoma of the breast; malignant neoplasms of the lung.

Immunosuppressive properties

Cyclophosphamide has also been used in the treatment of autoimmune diseases and
immunopathies of unspecified type (ie Wegener’s granulomatosis) when these diseases
have been resistant to conventional first and second line of treatment, and for the
prevention of transplant rejection. Cyclophosphamide can be recommended for use in
treatment of nonmalignancies only when in the opinion of the physician the benefits to the
patient outweigh the risk of treatment with cyclophosphamide.

ik - &

4.2 DOSE AND METHOD OF ADMINISTRATION
Antineoplastic therapy:

Chemotherapy with cyclophosphamide, as with other drugs used in cancer chemotherapy,
is potentially hazardous and fatal complications can occur. It is recommended that it be
administered only by physicians aware of the associated risks. Therapy may be aimed at
either induction or maintenance of remission.

Dosage must be individualised.

Doses and duration of treatment and/or treatment intervals depend on the therapeutic
indication, the scheme of a combination therapy, the patient’s general state of health and
organ function, and the results of laboratory monitoring (in particular, blood cell
monitoring).

In combination with other cytostatics of similar toxicity, a dose reduction or extension of
the therapy-free intervals may be necessary.

Use of haematopoiesis stimulating agents (colony-stimulating factors and erythropoiesis
stimulating agents) may be considered to reduce the risk of myelosuppressive
complications and/or help facilitate the delivery of the intended dosing.

During or immediately after the administration, adequate amounts of fluid should be
ingested or infused to force diuresis in order to reduce the risk of urinary tract toxicity.
Therefore, cyclophosphamide should be administered in the morning.

Activation of cyclophosphamide requires hepatic metabolism; therefore, oral and
intravenous administrations are preferred.

Parenteral Use:

Parenteral drug products should be inspected visually for particulate matter and
discolouration prior to administration, whenever solution and container permit.

Intravenous administration preferably should be conducted as an infusion.

To reduce the likelihood of adverse reactions that appear to be administration rate-
dependent (e.g., facial swelling, headache, nasal congestion, scalp burning),
cyclophosphamide should be injected or infused very slowly.

Duration of the infusion also should be appropriate for the volume and type of carrier fluid
to be infused.
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If injected directly, cyclophosphamide for parenteral administration should be
reconstituted with physiological saline (0.9% sodium chloride). Cyclophosphamide,
reconstituted in water, is hypotonic and should not be injected directly.

Before parenteral administration, the substance must be completely dissolved.
Induction therapy:

The usual initial intravenous loading dose for patients with no haematological deficiency
is 40 to 50 mg/kg. This total initial intravenous loading dose usually is given in divided
doses over a period of two to five days. Patients with any previous treatment that may
have compromised the functional capacity of the bone marrow, such as X-ray or cytotoxic
drugs, and patients with tumour infiltration of the bone marrow may require reduction of
the initial loading dose by one third to one-half.

A marked leucopenia is usually associated with the above doses but recovery usually
begins after 7 to 10 days. The white blood cell count should be monitored closely during
induction therapy. If initial therapy is given orally, a dose of 1 to 5 mg/kg/day can be
administered depending on tolerance by the patient.

Maintenance therapy:

It is frequently necessary to maintain chemotherapy in order to suppress or retard
neoplastic growth. A variety of schedules has been used:

1 to 5 mg/kg orally daily;
10 to 15 mg/kg intravenously twice weekly
3 to 5 mg/kg intravenously twice weekly

Unless the disease is unusually sensitive to cyclophosphamide, it is advisable to give the
largest maintenance dose that can be reasonably tolerated by the patient. The total
leucocyte count is a good objective guide to regulating the maintenance dose. Ordinarily, a
leucopenia of 3,000 to 4,000 cells/'mm3 can be maintained without undue risks of serious
infection or other complications.

Immunosuppressive therapy:

Daily doses used have been in the order of 1 to 3 mg/kg orally depending upon response
and toxicity.

Impaired hepatic function’ Severe hepatic impairment may be associated with decreased
activation of cyclophosphamide. This may alter the effectiveness of cyclophosphamide
treatment and should be considered when selecting the dose and interpreting response to
the dose selected.

Impaired renal function: Since cyclophosphamide is excreted in the urine, dosage
adjustment may be necessary in patients with impaired renal function (see section 5.2
Pharmacokinetic Properties, Excretion).

Cyclophosphamide and its metabolites are dialyzable, although there may be differences
in clearance depending upon the dialysis system being used. In patients requiring
dialysis, use of a consistent interval between cyclophosphamide administration and
dialysis should be considered.

(2021 4E 6 H HITE)
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8.1 Pregnancy

Risk Summary
Based on its mechanism of action and published reports of effects in pregnant

patients or animals, Cyclophosphamide Tablets can cause fetal harm when
administered to a pregnant woman /see Clinical Pharmacology (12.1) and
Nonclinical Toxicology (13.1)].

Exposure to cyclophosphamide during pregnancy may cause fetal
malformations, miscarriage, fetal growth retardation, and toxic effects in the
newborn [see Datal.

Cyclophosphamide is teratogenic and embryo-fetal toxic in mice, rats, rabbits
and monkeys. Advise pregnant women and females of reproductive potential
of the potential risk to the fetus.

The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. In the U.S. general population, the
estimated background risk of major birth defects is 2%-4% and of miscarriage
is 15%-20% of clinically recognized pregnancies.

KE OWRATSH
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Human Data

Malformations of the skeleton, palate, limbs and eyes as well as miscarriage
have been Protease inhibitors: Increased incidence of mucositis Increased
risk of hemorrhagic cystitis may result from a combined effect of
cyclophosphamide and past or concomitant radiation treatment. reported
after exposure to cyclophosphamide in the first trimester. Fetal growth
retardation and toxic effects manifesting in the newborn, including
leukopenia, anemia, pancytopenia, severe bone marrow hypoplasia, and
gastroenteritis have been reported after exposure to cyclophosphamide.

8.2 Lactation

Risk Summary
Cyclophosphamide is present in breast milk. Neutropenia, thrombocytopenia,

low hemoglobin, and diarrhea have been reported in infants breastfed by
women treated with cyclophosphamide. Because of the potential for serious
adverse reactions in a breastfed child from cyclophosphamide, advise
lactating women not to breastfeed during treatment and for 1 week after the
last dose.
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4.6 Fertility, pregnancy and lactation

Pregnancy

Cyclophosphamide is contraindicated in pregnancy (see section 4.3).
Cyclophosphamide crosses the placental barrier. Treatment with
cyclophosphamide has a genotoxic effect and may cause foetal damage when
administered to pregnant women. Both women and men should wait at least
6 to 12 months after stopping Cyclophosphamide before attempting to
conceive or father a child.

-Malformations have been reported in children born to mothers treated with
cyclophosphamide during the first trimester of pregnancy. However, there
are also reports of children without malformations born to women exposed
during the first trimester.

- Exposure to cyclophosphamide in utero may cause miscarriage, foetal
growth retardation, and foetotoxic effects manifesting in the newborn,
including leukopenia, anaemia, pancytopenia, severe bone marrow
hypoplasia, and gastroenteritis.

-Animal data suggest that an increased risk of failed pregnancy and
malformations may persist after discontinuation of cyclophosphamide as long
as oocytes/follicles exist that were exposed to cyclophosphamide during any of
their maturation phases. See Section 4.4, Genotoxicity.

-If cyclophosphamide is used during pregnancy, or if the patient becomes
pregnant while taking this drug or after treatment (see Section 4.4,
Genotoxicity), the patient should be apprised of the potential hazard to a
foetus.

Breastfeeding

Cyclophosphamide is passed into the breast milk. Neutropenia,
thrombocytopenia, low hemoglobin, and diarrhea have been reported in
children breast fed by women treated with cyclophosphamide. Women must
not breastfeed during treatment with cyclophosphamide.

Fertility

Cyclophosphamide interferes with oogenesis and spermatogenesis. It may
cause sterility in both sexes.

Development of sterility appears to depend on the dose of cyclophosphamide,
duration of therapy, and the state of gonadal function at the time of
treatment.

Cyclophosphamide-induced sterility may be irreversible in some patients.
Sexually active women and men should use effective methods of
contraception during these periods of time.

-Female patients

Amenorrhea, transient or permanent, associated with decreased oestrogen

and increased gonadotrophin secretion develops in a significant proportion of
women treated with cyclophosphamide.

For older women, in particular, amenorrhea may be permanent.

Oligomenorrhea has also been reported in association with cyclophosphamide
treatment.

Girls treated with cyclophosphamide during prepubescence generally develop
secondary sexual characteristics normally and have regular menses.

Girls treated with cyclophosphamide during prepubescence subsequently
have conceived.

Girls treated with cyclophosphamide who have retained ovarian function
after completing treatment are at increased risk of developing premature
menopause (cessation of menses before age of 40 years).
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-Male patients

Men treated with cyclophosphamide may develop oligospermia or
azoospermia, which are normally associated with increased gonadotrophin
but normal testosterone secretion.

Sexual potency and libido generally are unimpaired in these patients.

Boys treated with cyclophosphamide during prepubescence may develop
secondary sexual characteristics normally, but may have oligospermia or
azoospermia.

Some degree of testicular atrophy may occur.

Cyclophosphamide-induced azoospermia is reversible in some patients,
though the reversibility may not occur for several years after cessation of
therapy.

(2021 4% 6 A BiTE)
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(An Australian categorisation of risk of drug use in pregnancy)
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A —A N7 U7 D43¥ (An Australian categorisation of risk of drug use in pregnancy)

D : Drugs which have caused, are suspected to have caused or may be expected to cause, an

increased incidence of human fetal malformations or irreversible damage.

These drugs may also have adverse pharmacological effects.

Accompanying texts should be consulted for further details.
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8.4 Pediatric Use

Pre-pubescent girls treated with cyclophosphamide generally develop
secondary sexual characteristics normally and have regular menses. Ovarian
fibrosis with apparently complete loss of germ cells after prolonged
cyclophosphamide treatment in late prepubescence has been reported. Girls
treated with cyclophosphamide who have retained ovarian function after
completing treatment are at increased risk of developing premature
menopause.

Pre-pubescent boys treated with cyclophosphamide develop secondary sexual
characteristics normally, but may have oligospermia or azoospermia and
increased gonadotropin secretion. Some degree of testicular atrophy may
occur. Cyclophosphamide-induced azoospermia is reversible in some patients,
though the reversibility may not occur for several years after cessation of
therapy.

H[E D FAT S
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Children
No specific information. Children have received Cyclophosphamide. No
adverse reactions specific to this group have been reported.
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