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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 ¢— (gas chromatography)

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

LDso 50%% & (50% lethal dose)

SIADH PURIR AR VE ARl A 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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5E 50mg ) ~DIRGEAEE DT ORBFHAERFE ATV, 2007 49 A 14 HITKR S L7z,
NRFIRBUED VU v~ FHRE ) ICOWTIE, 2% (ARY U~ TFFa . BA @A #iatEm
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(2) BfEMNE
KIM—1 AfREKE 6

(HEIRE 20£5C)
VIt WHE 1 g ZENTICET DR | BAIKRFIC X B0 HRE
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BARRNA

2. HH DAL
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(EMHERS) DEERVRMA

RV—-2 AHES (EES) OEFERVHEMHA
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I Y FXY9 2 850me

#ORAIY FX4 U EK100mg

AT

1 g
VI aRRAT7 7 I KK 53.45 mg
(MK & LT 50 mg (ZHHY)

1A
I aARAT 7 I FAKFY 106.9 mg
(k%) & LT 100 mg (ZFHY)

IR

HMEAF, e ATy S
UV, UVUBBKFEI N T LK
W, ¥oF o AN ATT Y Uk~
TR T A, BUH VBT AT LT
TR, RY I NR— ]| 20, AT —
AF Y T A RE Ry GRS A
e, ~ 2 v =— L 35000, ILREEER 7 L

UL BT E o AR
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Q) B8
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R L7
i

A% L0

. BAT HAHENED H 5 RH#ED
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(1) g
F WA

KA % PTP @4 (FEAV =F L7 0V A, REIT IV

) & L TRAERIC AN TR

IR - BOCTRAF LTIZG G, 3FEMIISMIZA(L R DG BEALZ T L A ERBOTLET

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) @
FANERDVEZ TRIETIRATHY | WEIFBEARO EFH- Fx4 v
100mg] &L[AICTH S,

(2 &) EHHAxT Y RE¥¥ 2 100mg D% e MR

B
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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(1) FAsE
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 RS, NIRRT 52 &,
( TVIL 11. @A EoEE] OHEEMR)
(2) Witk OREN (EOMH=Y RE¥ U FK 100mg & [F— 0 Ch HIEH AT K4
500mg % F\ T2 e Mkl 2 SEi)
ARGy Z R ROK U AR PR e fifte . Wy m y 7 LIREG L7 B o 22 g MRk
A 9k L7,
G aRrS
HEHRHHT Y 392 500mg 131 TUZy ) > V% AW COERDK U AR R HTIR
25 mL #{FEA L CAEfRSHE, YV o U2 AVWTHNRIREEZEBRICE L, Hyoa o
25 mL Z EfEICINZ TRA L, e Lz GURIKOREIXY 7 vk A7 7 I NEKY) &
LT 10 mg/mL TH D) ,
ARG
ARBRRE R A RIV—5~TIZR L7z, 25C « 60%RH « M THRIF LI E &, 25C -
60%RH - #AT T (K 900 1x) & FEEROFER TH o772, HOFEITZ T 700 &)

W L7,
RXV—-5 Lo0O/KRRI7IFKNYOBEROREHE (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: A E60ce. AL RV For Lol Sy RYzFL o8l
* 2 FIHMEICH T 25 (%) TFR, JWERE ; HPLC

TR ST o Z — R4S (2011)



29 0FRRAT77 I FAKNYOBEERDREM (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 7oL @l vy 7 KRy=FL oM

* 2 FIHMEICH T 25 (%) TFR, JERE ; HPLC
TR ST L v Z — R4S (2011)

22 8FKRRT77 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, AEK; R 7oLl $yo7 R)xzFL M

*2 0 WIMEIS T Dk FER (%) TR, WiElk ; HPLC
HEP IR T v 2 — N (2011)

8. fhFlLDEAEIL (MELFHEIL)

MR L
9. B
(1) &2
AR — MBS Y HABIAIIR S 2 7 ME] IRV RBREAT) L&, JhICEART S (R
Fh D 45 SOV AT 80% A LTH 2) B,
(2) JFR

G RBrANA
10. & - A%
(1) FENDELGES - BF. NENRRLGRS - BFCHY 51ER
A% L7

(2) a%
T R&¥ 8 50mg : 100 £ [10 §2 (PTP) X10]

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

Q) FlEE=
B4R



11.

12.

4) BHROME
1
PTP 4%

PTP>—h: RV x=FLr, TAI=ULA
2) R
el
INATIV  HT A
Fyv L RYUFur Ly, TIAI=TN
TR TFILT A
F—N—Fy o7 R T Ly
ARt TS5 EME
MU ERR L
T DOt

EERR L



V. ARICEY SR
1. ZEERITEHR

(= F¥%H §E 50mg)

O TRt&ED BRI UICHR IR DR #Z
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 HMRTRBHEIZ 1+ 5 5% K G D HN

O£5MAL7IOAF—YR

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

O *70—ViEE# BIBRREFLEVAICKIBEGEBRET O THLTREHENA AL
VERICBRS. )

EOHx= > R4 FK 100mg)

O TRERDBEREMNLEUICHERIGEIRDEAE
ZRUEBTHE. BME) /B GROFUHE. U/ \RE. MRRE) | 2E
SMamnE, EMLmiE. fiE. #EESE (WEFE. #BEFE | 5ES
2L, TROKEIZOVWTIE, thOMESHIEHRATLIENDVETHS,
BE) AR nR. EEEREanE. WEEE, BE. BE. FE. Bk, TEHE.
FERE. NRE. AES. BEMHEE HWERE. BIRRKFH. BRIFR) .
ERmRE. BERerE

O ABRERMEOTRY YT FHES
EEMITYTI TR, 25MNERX EMRMNLSENER, SHROERXMEAFEE. &
B ZHEARK. FRREZHENEREAFEE. SRBIRKE) . SREHL/REHL.
MERAE, BEMESHER. RULEXZHSHAM) VI FHER

O *7O0—VviEEH EIBRERILEVRICESBENGERETo-THTEURENA NG
LMEEICBR 5. )



2. BhAERIHRICEET HER

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)
TBRTA 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, * 7 v —BIEERZER ¢ B AR TSSEE. 20115531 78-122 (201101119]
4) TETFT U AHESL CKD A R74 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 (HAKRpH#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? (AEEE) &A% EGT 2, &E5EO ERIE, 1EEE LT500mg &7 5,

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

(%7 O—EERE)
W RANIZIET 7 AR AT 7 IR (BEARMIRE) & LT1H 50~100 mg % 8~12 H [t 1
BH5T %,
7B, ., JERIC X E T D,
W NRIZIES 7 el 2 7 7 I8 (BARHE) &L T1H 2~3mgkg % 8~12 MMH#A
B5T %,
B AR, ERIC KV EEHERT 523, @ 1 H 100mg £TET L, FAIE LT, wigs
#3300 mglkg £ 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& G725,
¥, i, ERICEVEEEET 523, @E 1 H 100mg £TET 5, FHIE LT, ks
(% 300 mg/kg FTET 5,

(2) AERUVAZEDHERE - IR

(2BMAL 704 F—LR)
EHM AL 73uA R—Y ZBEICHTII 7 aRA 7 7 I RAMYWOHE - HEIT,
AMY3001 3R (EFRILFEF MFERER) OfERICESEFHE LT,
AMY3001 #B2 Tix. CyBorD JEIEICH TV A~ 7 R TFERE (5 Y L~7 1800 mg K
Arerin=F—€ 77y [EEFE#Z] 30000 U) #f4fH L7z DCyBorD ik &
CyBorD JEIED A M e OV ek % bl LU 7z,
CyBorD J&iEIL, SO HA RTA L TRIBEOEHME AL 7 I m A F—3 AT H iR
RED 1oL LTHREEN, STV D, 2 AL 7 I v A R— R |Z%F % CyBorD
WEEFHME L7 A R4 THASN TV D EERAER LSS, AT LR LT Y
T, VI BaERATy X RAKIER T XY AL O - AEERE LR,
INHOFwIL Ty rRAT7 y I RAKMYORE - HEIEX 300~350 mg/m? (Fx kX 500 mg)
1RO ThHoT-, I, 7 akA7 7 I RAKHOROES L §Ek 5o AUC
BB UGS, NA AT XA T8 T 48 95.8% LHMI L CTW\D Z L 2R T i UBAARS
NTWd, 2NHOREEEE 2 T, AMY3001 RERD > 7 nk 27 7 I RO ik - B
HIE, 1AM T 300 mg/m2 (MEAKMHRD) 288 N SUIFIRNEE S & 50E L, B G- 51,
REREAEIZ)H D 5T 500 mg (M) FTE L7, 300 mg/m? &3 E L7 BRH I,
300 mg/m2 OHEHEEZFEH L TWAHIFEMERENZ N &, 300 mg/m2 &5 & ik LT
350 mg/m2 OFEHHRDPPFEICT D Z EETTHEBENGOLNTHRN &L KOE
M A TR CERMEER b ZR L2 ThDH, Lz -T, EARNIZBWNTYH



kRO & A 3%E LTz,
AMY3001 3B Cix, HEIFHMBEE CTh 2 Mk 715522 (CR) T, CyBorD #f & ki
L C DCyBorD # CHEHAMICH B RUENRD Hiv, SREMZT T AARANEM T
—B LR LN, £7-. CyBorD #i: K O DCyBorD ik, SAREM KOV H AR NEM T,
BEMIRIGFTH T,
FIZ, AMY3001 #BRCld, 7 BAR A7 7 I RAKFRPOEGREEER] (B 0% 53X E RN B
H) A FEEHEIEE (CR ) MOAFFRZREBURIUCHO W THEMIT M TON T, fif
Mréldas, o504 DCyBorD £ 115 f4, CyBorD £ 119 1 (LA TIEINE) | &R
HoHn 56 #i, 45 Bl TH o7, TORR, EREK T LD CR R, BOKGOHTIX
DCyBorD # 49.6%. CyBorD #f 20.2% (LLFFENE) | IR G DA TiE 66.1%. 17.8%
Th ., WTFNOHRGFERO CR F b 2REH & FRRE Th o7z, ZRMICHO VTR, &
HREBHOFEFEZORBEEIGIL, 2 TOAEFR, Grade 3 T4 DFFEFRSL, HTICE
ST HEFS (Grades) . HELRAHEFR, KORTORBREORGEFILIZEST-HFERESL
DOWT N R EEOFEBLEIG & g U T BB TR oz, Lo Z et 2k
AL 7vA F—=Y 2BHFICHTLAIMEROREMEN, V7 akA7 7 I RAFYOEHK
WG RO L CRIRE THo 722 LITMA T, Wb iBR &R pikE & i LT
DINRFENRRD Lo Z EnD, AMY3001 iR CEIREN-v 7 kR A7 7 I KK
ok - HETEY Tho72 8525,
Ubkv, &8 AL 7 I =Y ZBEITHT 2T - HER OG-8 FIREZH
E L7,

CREERED Y 77 FHER)
L - HEIZOWTE, STEBGAEIZ X W ENTIL 50~100 mg/H OEETh -7 Z &b,
50~100 mg/H & 9% Z L 324 L HIWT L 7=,

(7 O—EHERE)
PRGN IRE LWz ot /INER OB ANICI T 52 nEn oL - HEIZOWD
THGET LT,
FRA D« HEIC O\ T, R 7 2 —BIEBEREZIRIEE C, /N R 7 v —BREERE,
JEEt B e ONBPRR BRI REALIE D A 7 1 A RIRPUBIE BT 2 mE o —> & LT
V7 urRA757 I K 50~100 mg/H, 8~12 &K H | NEEF LN TWD, £z, ANADOXL
BkCIX, H&E% 1.5~2.5mg/kg/H ., & G5HH%Z 8~12 L Lz bR L < EAROCHL (1
) Tl 2mgke/HE SHEMMEAKELE L SN TWE Z &b, ERNACTREORE - IET
AubhTnwa &z bNn, [EE, YZukA7 7 I K (EAWHEE) LT 1 H 50~
100 mg % 8~12 WM A& G T 5, | OXIITRET DI LWL &L B R T,
INROFE - HEICOWT, HAVNEBE IR 72/ NIRRT IR 7 0 — BIE RSB T A
K742 (LOM) T, BHEIFRHE - 27 04 NMEEER 7 v —BREEREOTRR ORI & L
T, [&7mARRx77IF 2~3 mgkg HEHERE/H T 8~12 @HEKS () RigxbGEN
300 mg/kg A B % % & MERETIER EOMRES (RSB OBERELS 2D LHRESNT
W5 LEHENTWD, e, ENSOSER, A RT A VEICERE SN EHAREDOZ R
FEOHIHTHL Z b @, v/ aR A7 7 I R EKYHE) L L T1 H 2~3mgkg
Z 8~12 MR NG %, JRAIE LT, 551X 300mgkg £ TET 2, | DXHITHK



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& 82 50mg]

1. Bk - HERICEET 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& - REICEAET 58

(ZhRELLE)

1.1 AR OBEFEEFUNRE T D720, BRI TORGNRERBEORMERTLEZ &,

(%7 O—EERE)

1.2 ARIOBEA Y 2— e onT, BRNOHA K742 P Y SoBHoslesEicy
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 A7 02mgkg/H (=7 akA77 3 F25mgkeg/H) | A 327 —1) 33
— 0 NSRBI AREREIRIR R S TWD 2 b BB TS &, Ak A& 565 F
DEBIZBNTINDDOHA RIA - %2FIHL, HHREETZenlEYEE2 b,
(z &)
BURSC S
2) /NIRRT v —BIEGEREEMIRIR T A R T A4 AEREE S, /NERRMER 7 0 — BIEEEEEY
WBIRATA RT A4 1O BA/NEE IR 7S MRS 20055181170 (201101118)
3) JEAETIBE MR TR BT IR Je A TYE B PR S B D IR AR SR EE BEA R 7 v — B
R R, 7 n— BRI EES © B AR Y455, 20115 53:78-122 (201101119)
4) TET U RIHETSL CKD A A K742 2009 HABMESH. 2009  [201101194)
5. ERERRL#E
(1) BRERT—2/8v7r—2
(2BMHAL7IOq F—YR)
®V—1 BET—321vo5—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 ) U~ FHRE, 7 n—BREEE ORI
ZifE LICERLTH D)



(2) ERPREEIZFHER
A EE R L
Q) AERFERHAR
EER R L
(4) FREERIGER
1) BNMERFEEAER

(Z2HMA 704 F—2R)

ERSIEE S AR RER (AMY3001 38, AAAZSTusT—x) 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) W7 7 ZAMB UIIVEDO DAL, 6 5 HUNOREL ERAE, L iifE
FEIZ XD ABEXTAEBRA o F—_ v a v EBIRSA 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) HEROHEDHH) OEEZBROZ &,
WITNORED 28 HlZ 1A 7 v e L, BEEET I AL 7 I A R— A2k
DUIRFBIIAE T, ¥ 7Y A~ TR FERF (¥ 7Y 5~7 1800 mg KAV E T Lbm =
Z—8 77y [BiafHfz] 30000 U) 1 TxE 241270 (RI24) £T, AT
V27 (1AM, 1.3mg/m2 7 F#%5) . 7 akrA7 7 2 AR [1#ERE. 300 mg/m?
(BEKWRE) | B0 UTERIRNE ST D, ROT 3922V (1R, 40 mg %0 X
IIE RN E) IRE 6 A 7 v FE TRE LT,
¥ 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
N AE 2 HELES 5 [E 5 0> (HESE T 2 [ HEDE L 220 ) K OV AR (CrCL= 60 mL/min,
<60 mL/min) ZJ@RIK ¥ & LT, DCyBorD #: X% CyBorD A£iZ 1:1 DHTT &
LIZEIY T 7=,
*1 7 o 23— b OBRLEATC DCyBorD WD 2 2 i3 % Safety run-in /S— M & FEHi 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 fElkA 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

cc I A T R | 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),

- FEFEEE TH D CR =HIT-DOW 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 REBRR
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)
FE % FH B R 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 OHESE GESE 2 1E, HEE LRV E) 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)
MUmAENE S =2 » 7 1 (0.5) | fliZ 1 (0.5)
s LA A 1 (0.5) | Hithif 1 (0.5)
Z PR [CP 1 (0.5) | Bl 1 (0.5)
(HEER) =R 1 (0.5) M SRR kA i 1 (0.5)
ZEIRFE 1 (0.5) R 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)
D2ZESRIE 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) ERABERE (—RERRERE. BEFERABRERE. FARBELERAT) . HERSTHE
T—AR—FE. HERTRERZBONE
PR
2) RBEHELELTERFEODARIIEEREL-FE - HBROBE
PR
(1) Zhith
1) BT IES] R QRIS T he 1 T 3L E 5]
T2 REH 2 P EEROEKGRIF ORI IV T, B 5-2 F 1k U7z B T FS e 1 614
Br& . B FINEIE R & OMRIG T TR G O A5 41 BlOWT I b RIS EAG % O
RFBEE LCARIZMA L2, TEES AALFRIEESE R HERLYE (A ARIAREES
1986 1) | 12 Xk 2 HUEELY R OFEIZARGE T - 7= 61 [T 18]
(Z &)
Ty K& PEEFICAREERTIO T RE 80 HAHmRE R (1982 45 8 H 10 AfHE
HEFGRIEE 107 5) o, BRSO TIREEIC L 28R E a7 nRh A7 7 I N
Fill o> B 11 5 5451 C DREF IR OFE R & LT IR,
%= FEH o PEEIL, BT REH U BEDIRRTEA)
B T=r Re o8 Rk —7 ¢ 788 ) 13iGEH L
O HEATHEE
HELTHLEE 65 Billcxt L 50~150 mg/H OO #5217\, 27 6] (41.5%) (U RIZh S
ERYD B, Z DR REHEIRIT T 9.85 5 H Th -7 O F7- IR 37 HiC 50
~100 mg/ H DA G217V, 96 (24.3%) ([ZHFRAIZNR DGR D Hav, 2h Rk HIH
V¥ 14.3 » A D0Z157- L oBERH 5,
@ FYFUR
RYX P TIE 19 BN 3.6 mglkg/ H A # O # G- L, 7 HNMTAISGE, 4 FITRER
DUENTRD v, U o SHIEICK LTE 11 #l1 6 FlCB s BN @mo bz & o
wEnd s M REACLDT—4)
@ BMEY o E M, A s fErE A i
2mg/kg/H DOE AR OEEGIZ L0 2AMEY - \WERMFE 16 B d, 50 &g 16, S E
BAME M 21 B, S04SR 16, EASEE 1 FINERD bz L ORERH 2 12
HENZELDT—4)
@ /N E s
AN BRI 8 mg/kg/ B A/ O£ L, 61 BIHs2 28R 9 5, 5 EfiE 16 65358
i I8l F7- 5 mg/kg/ B O OBEIC L 0 45 (P2 g 18 5], S5y B 2 473
BOLNIZEORERDH D 4 GLEANC LT —4)



® 18V A IfE
PPk Y 2 PR R IR ) 1.92 mglkg/ H OFR O #5247y, 19 il 8 Bl il it ik e
PO LN EOWERH L M GHEANCE DT —4) |
® HETTHEIPNE
HEATVEIN B B8 12 50~150 mg/H DR OG- 247y, 78 ffilh 37 5] (47.4%) |ZHLH:
MR FRD bz L OWERH B 18 LEANCE 557 —4) |
2) JRFIEHIED TREY v~ F R R

LHMETY T~ =T A, 2HMNER EAMSIIZELER, U= F T RFEEE, Eirk%

JWfk7c. Churg-Strauss JEWEHE, KERKIEMGRED) | SHRMEMK AR R, REIE, &

BPERE ORI . R ONAE e &1 O BHAME Y ¥ ~ FHRERE

B 1 REIREIED U v~ FHR R 12xP T 2 Lt R O P ORILEHR (RFHRFE~D%
VIR L2HEE) 20T, (EEMNEBRBEHRERELES - -V

(https://www.pmda.go.jp/files/000147967.pdf) ] #Z&M45 = &,
3) * 7 a—VREMERE (R B AT BN X 20715 217> T+ A b ivian

LAl RD, ) 2

O 7 a—PREMERIR LT, BRI A KT 42 2D DR HOFRE BB, 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
FoHrWMEE) oW TiE, (EEMERBHEERRZMLER -2 X—D

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

(& &)
BAURSC EE SO
2) /MR T v —BIEGEREEMIRIR T A R T4 MNEREB S, NERRMER 7 0 —BREEREEY
WBIRATA T4 1.0« BA/NEE R FSHES. 20055181170 (201101118)

3) JEAE B HEE MR B AR IE S TR B E I C BT S ST ZEEE #EA MR 7 v —BE
R RIS, 27 n—BIEERZEEH © HARRTSGE. 20115531 78-122 (201101119)
4) TEF RIS CKD 2B A K74 > 2009: HABEFEESH. 2009 (201101194)


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

VI. EMEREICETHEA

1. REZMICEESHSHELAMIIELEYH

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

2. XEEH
(1) YEFREML - 1ERKR
U0
1) {EREL
S RS A e
2) TEFBEFY
T uRAT 7 I NIIAEERNTIERL S, EEHoO DNA &2 RE L, SulgEE
HAEHLOLT Z ENBOLINLTND,
@ =~ 7 A Ehrlich # (JE/K%) (2 75 mg/kg ZMEIENEE G- U, TSI OZRE A BRI RIE
TBEE LT T A, DNA KON RNA O LI L7223 DNA O F % L0 E W]
(i L7z el
@ ~ v A Ehrlich # (JE/K%) (2 30, 60. 120 mg/kg ZMEMENICKE L2854, WTh
DOEHEIZHEWNT S, [EEHIZE O G ¥ &Rl IT/EH L. M #] (5 22H)
~OBATEZE LY, TOREERE LRIl BSE A Il L7,
72%, 120 mglkg B HRECIHOTIZ 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 PIEZEIZ% L
TH BRI 2 R 2Rk L, ~ v & L1210 AME. 7 v MEKFE AH13 201
1% < OEEHIPEREEH 5 L CHEMZNR 2580 T 5 181l 201211 (4n vivo) |
2) HfE S %h
7 v b EBHRBEORBRIZIBV T, BRI ZUG ORI | BESEUR O i, MO
b, BoREE, MIE oREZ380 7 221 (in vitro)
() YERFIRRRE - HrinksE
MU ER R L



VI. EMEREICEY 5EE

1. P REOHTS

() BERLANGOLPRE
MR L

(2) FERFBRCHESN-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) &R A#EE L, MR 7R 77 I NREZ A7 n~ 777 14— (GC)
THE LT, REED S 7 mR 27 7 2 PRI TRFHETE— 2 ZZ L, {HEFEEE (8
) 1359 4B Th -7 3 E AL 5T —%)

RVI—1 RZEE (20KXT73IF) OEPHB/INFA—4

&%‘% '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 )

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 ARFNONZHTT 2 AL - HEIX 1 Bim 200 mg (BFHE AL 7 I A R—3 AT
(338 1 Bl 500 mg) ZRRAEETh s, (V.3.(1) HiEROCHEOHH] OESMH)
(3) &
MR L
4) BE - HHAEOEE
1) BFOFE
MR L
2) PFAZEDRE
VL 7. FHAEAEH) DEZM
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

yAngsFs 2312 0.763+0.161 Likg CESME HEHERZE)  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
FE L LT L

(2) W
AR (B =20 HE n=20) & 2BHCA T, [y B9 K 53.45 mg (MORMHST 50 mg) |
& T R4 P§E™53.45 mg (JEAKMIE 50 mg) 18 &7 n AA— —EIZTRIO
H L. 15, 304>, 1. 2. 4 Fef o MiEhRBLs 7 k27 7 2 REEELO 15, 30 4. 1.
9. 4. 6. 9 FEEBOMIET ) LT A Fa Y x v A H — REEEE S 2 L & =
Ay T REHURE & Toy REH U P& LofT, mMEPRE(LT 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])

EOBEHLOMIBBFRENMY 7 uFR AT 7 I FEE BAOREEOmMET / VA hudzr~vRE— i
(E=TNR, 7 mAF—r—i) EHRIBRE (C— 7R, 7 04— i)
¥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 oy REHUoRIE, 1999 4 11 H LRGeS 1k
X : = REY U PEEL, BT RV 82D IHRIEA]

BVI—1 iR (E—JLX, BEEO®RE)



5.

kil
(1) Mm%k —RxREE P &@
I RARRAT 7 I ROMK— MBI @ rEIE, ERRHI A D 72028 BIEE Cldami 3
HEBEZHND 23 ()
(2) Mmik—FREEMEEE
VI RARRAT 7 I REME RN A SR L, RIICEREL KT TEYD—o L L THE
EnTng k6 GEANC LT —4)
@) FiA~DFITH
HAT~OBITAMR SN TS T GREAC L7 —%)
4) BERA~DRBITH
U ERR L
() Z0HOBHEE~DHITHE
~ A UCHERE Y 7 nak A7 7 2 K 500 mglkg & MEVENE G ST TG L-BEo/MREN
WX, MR, TG54 1 R CREIRE AT L, IBa bR < Mok i, 2 R £ o8
MU, ZO%BD L, BT 4 BRI CRaEEELZ R L7 28]
1FREf% RS B> w> M >R E
2 R[4 B > >RSI lE>EE 1K (Carcass)
4 FEf% BEEE> B > E>m > 8
TREER BREEST OME>R B> B >m K
(6) MBERFEEE
I aRAT 7 I FOMBEEA/BEEIT 12~24% Th 7= 29 QRN L7 —%) .



6. O
(1) RHEERLLE PR
1) AREHERAL

v uaRAT7 7 2 Rk, EICTFAHEESE CYP2B6 CTRET S iEMH b S5, £7-. CYP2CS,
209, 3A4, 2A6 L7 R AT 7 I FORBHIEEG L TWD Z L A@mE ST g (3081

(321 (7n vitro) .

( TVIL 7. #HAAEH] OIESH)

RS, EE SR E DS TS 2 R 2 S T 5.

2) fREERE

AR B W TR E T2 0T 20T, (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 FHOOIFAYIARRT7EE
(B OO TF L) I
Cl—CH,—CH
/a7 b 7PLTEFR
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 RBHER

(2) REBEE5I 2EE CYPE) ONFiE. 55X
TVIL 6. (1) fRHTERAL K OMCEREES ) DIES IR
(3) ¥EEBHEDEERVZDEE

R L



4) REMOFEOEERVEMEL, FHELE
VIR AT 7 FORFMIT 4 Faxs v raRA 77 I FE 7L REAT7 7 2 RE R
AT 7 IRIAL =R T rub A 47 b7 aRAT 7 IR AVRFVRAT 7 IR
TH o 29,
T HEERE L HEE SN TWD 48 FrXxv vy k27 7 I RBAFIEREDEZRT 85
( THVI—2 fRERRE] M)
T IEPEAE

1. Bt

(1) PR K O
FELTENOHEIEESND,

(2) Pt

1)%@@ﬁﬁﬁﬁ$ﬁ%ﬁwgMO%%V&H$Z77£F&&%Om%@%ﬁ%ﬁ&%*
L7c%G. IRPICITHRGEDR 62%725 2 ALINIZ, £ 68%2% 4 ALINICHRE Sz, *
t\ﬁ@¢_i&5%®%18%ﬁ4EMWK%%%&N@%¢K@&5%®%QWA4%
24 HUWICHEE S hrz Bel (ME AL 57 —%)

2) REALRY 7 0k A7 7 3 RO RHPEIERIT 24 K THR 5RO 10% Th - 7= BT (41
ANZEDT7—%)

3) HEMREEE SHlC, v/ rEAT 7 2 K20 mgkg Z IR G* L1254, EERHY
(43Fu#yy7umx77\L+7wb$x77\k)@%¢wﬁ¢i1mﬁﬁf&5
BEOR 1% Th-7- B WLEANc k57 —%)

4) KEFIATEERBY DNV ARFTHRAT7 7 IR 47 b7 rERRAT77 I R) & LTRF
(CHEE S A R JEMERE O SR P HEIERIT 12 B TGO 1% B8 RZE(LikD R
¢%ﬁ$ﬁ24ﬁ%?&5£@ﬁﬂﬂ%?%otmﬂ(%IA LB7F—%)
ek, U AEIENIZ UCHEF Y 7 v A7 7 X R 500 mglkg & #%5- Lica. HthE
ﬁ@%%ﬁsﬁ%uw_\ﬁ9mwd4%%uw_\z\ﬁﬁ\ﬁﬁ¢_#ﬁéht9%

% 0 AFIOR T HARAE - HEITX 1 BfE 200 mg (BFMHAL 7 I oA F—
ATCTIEM 1 B 500 mg) #fk NG5 Ths, (V.3 (1) HEEOCHEDE]
DIEER)

8. FIVARKR—E2—ICETH1ER
BRI L
9. BHEICLDIKBRERE

BB 21772 > T2 49EHIT, MAEEHT 10 RNC 7 vk 27 7 I F 100 mg Z#E L,
1% Je OSEHTIR 2 4 BEFR OB EHIRNCERIR L, v 7 AR 7 7 I FEfE LT,
FOREE, BEESNTV 7 aR AT 7 I ROFYE 3T%NEHRTICBIT LT B GRIE:
HA@E 7 u~ b 777 4—=) GEANILDLT—H) .
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1. BEENBLEDEH

[ R¥H 8 50mg]

1 -

- BR8
(BhEedtE)

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-EFARESATNS ", [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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[ R4 8 50mg]

(ZhRE3LE)

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, BEBFITHIRMIGTELIERERICHELNT., BALLREEE
[+ 775N - BERZRFDERMD L & T, REENEY EHE SN HEHIZ DN TDHERE
TEHI L BEREORRICHE->TIE. BFHAXFNDEFAXEZSHBLTHIEET S
Lo Fhz. BAERABICELSL, BEXIZORKICEIMERVEREZ+SHBAL. AEE
"rThoEETEHI L,




)
BPERESA O PFFEIC SO TR, BB OB, BEENS 2L 2 EnTHlsn D, B
IRBIVE 38 85 OB SR Y1 72 ALIE o i FTRE 72 it (B A4, [ENL « AR AT o F—,
FrEHEREIRDE . HJES AL RURPESE) 128V T AT RIEIC 0 72 F05k - IR 2 FFOERTO b
ETEHEAT L2 L BISEE OBRFUCER LA IHEAOEFRCEZ ST 52 &, £, BAX
132 OFIRITKE U TERF Z & T’ AL FHE DA MR Ot 2 & o 2B 2170, FEx
e ETIRIRDBBR S WD LER D 5,

o 8

[ R4 U 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 RIE L 22720, RITEH O
B, BEENELSROIBENN D D, ZD7D, EEZRRIEMNOFRBLEOBRSRFZ Y 2 4L E D
FEh 23 FTRE 7R MR I F W T ARFNZ DN T O3 ik & 25 AL 7 X v A F— 3 ZTEFR D%
Bra R oERMO b & CHEMTLILERS D,

[ R¥%H 6 50mg]
CREIERMED) VT FHER)
1.4 BEBICHARIETEIERBRICEVT., AFIZDOWLWTO+HREME EARIERED
)R FIHREBEAEOEREZFRDEMDY ETITI> I &,
(R7O—EEER)
1.5 BEBICHARIETEIERBRICEVT., REIZOVWTO+REMEE 70 —+HEE
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—tEERBICAFZHRET HHRICE, RAKICTHIWIETE HERBRICEL
T. RFZOVWTO+RLGHF E R 7O —EERBAROBEREFOEMNDL L TITS
&




2. ¥FRARLETDER

2. BB ROBBICFBRELAENI 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 AOFL TV D EHE

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

3. PEXFIHRICEET HIBLTOER

TV. 2. DRI RICEEST DR 22RT52 L,
4. AERUAEICEET HFREZDEH

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

8. EELEXNMIE

8.1 Bfisml, MM AEOEEREWERANEZ 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
s b Db, BIEMEICHER T 20N HHO T, FHEIXEEICIT) 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 T D 12O R EZ R T D LENDH D,




8.2 JEYYIE, MM ORISUIHEIZ 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 (SYERME, 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
T LDOHRENDD 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 B3N+ 5 & ofE B 3e 5,
% : Group 1 (AT &S TRNBAMEND S EWIE S NTZWE)
Z #]
IS 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 KEBHE
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,




(2) BHEREERE

9.2 BEHmeEERE
BIEENEES D BENRH 5,

&
l]

) el ERE

9.3 FrigeelEERE
FFEENEET 2B 2001 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 HH

9.4.1 /N O REZRFR O BF TG T 2 LENH 25E 121, HIRICxHT 5528 %
%E#é:koﬁﬁ\vanmx77iF®%&5%®%m_i@\ﬁﬁk%ﬁ%P%@
U A7 BHINT 5 & DOREND D Y,

(fi #1)
MRS TE, INERBEREAR S, MAREORWEAN BB T S 2hNn b5, AT B 5 iE f]
ERHY, o, BWRR (7 v b)) THEAREANRESh WS W2 (TIX.2.6) £
FHRS A TR 2)) OIHSR)
k. AFIOREE SRR, PEIRFEED U 2 7 230 5 & o Wng 5,
(Z &)
BUSSC FESCR
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- h S OAH P 544 T & — & 1R 3088 B 70 gkt
Ry oL 0BT L, (9.5 2]

9.4.3 N— T —DEIRT D AREMED B D BIEITIT. AFFR G H R OAFIR 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 PSR BT 5 £ CoHEESM A BB L,
TIP3 E b BEKR TR 1IFEMAEREZET D2 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 2 B D SEBIE 23 V. EWRABR TlX. AH 2.6 mglkg A& 5 L
TMEZ v BT - IRIEOFE T R OMEFTEAEM S s ShTnd 7, [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 T uAR AT 7 I FEFIRNEE Lz & &2, FrElR, sLRICAhER
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, 27 rARA7 7 I F800mg/lH (FHRKN) . £ 27 UAF L 2megl (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

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

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

BRAZBET SH D L O EEMREZ X > TV DA, Brat sl EaEIC 25D X B bRl ARSI ZE S < il

LA DRA~OEEET H15H U8l 28 L, B 5 EERE A X -7,

X oo TERAHERSOE b SN SCEO I EEICOWT) (B34 6 H 11 Aff3E4
% 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# i)
ZOWREDRE 2 BIOFXETENT 7R AT 7 I REXU RNRZFUOMEERICEDZ DTS
D EMAMEICFERT A Z EIxREECH S, 20 2 HNCRFFICOFH Sz ARy REOVBCNU (—
W4 HIVIAATF ) OZNHDOREEICHTHHEEHRIATH D,

Ll 7 aRA7 7 I RIEHERFEOLHEERN LN TND, £70, XU MAZF X

TT T 7 I —BHEERICLY ATP 2 ET 5 2 ERFEH I TV D, »Dﬁj’?%ﬂiﬂ’?
IXATP A TH D Z L6 ATP ARBHTR B2 KT T b 22 F o inmMHE bRk
L LmEMEAHERT 5 2 SITEREZOND, HIZEHWRBROBRNS, v/ hRAT7 7 I FEX
v N AEF U OMBEERR IO & EH TR RT3 140]
(Z &)
IS FECHR
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 NEGHIO B, 77V 7 — VOFREIRE R OFEGE A BIRECoE #iH o
FEBEE 1L ZNEN 57.7% KN 18.8% C. 7 u 7 U ) — LPHABIRED 17T < I b7z 46

2) 7Turl ) —nEkEICKY, v ruaBAT7 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 (BRICEET S L)
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)
7z ) e S =V ORERIH T L AR OTEER A~ OLHPMEHE S du, AR OR35S
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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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,
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ARV UPFEGT DPURAERRE AR E L, ZOREA DA AV &R L, fER
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 )

HWEIIAHTH LM, AFIEOPRICE Y A2 by v OIERREREND = LR b 5 48],
T bV T ERABIERLE L DO —OT, FEHONHEEER N H 5 2 & b5
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 TN TR EER LT DO—D T, TOABEMANOHRRALVE (ADH) &
HIFEE, FERAMERRAESZICHN OGNS,

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

TR A7 U CREH | DHEENBINSEBE | REFIIARATH S
REVLE U ERE, © | Wb b, £/, ZhbH0HR | N, HCLfEEL2 AT 5,
[ L R oy 3 3 & OO ALK T R

FUELBENREILEZ LD

WMEND DD, G TH

LEMMRREZBET 5%

EHoEETDH L,

(fg )
SECERICBWT, 7 kA7 7 R RV LB UERE L DOFFICEY, RFYLEY



VYR B SR L TRV BB S E TLEEARB T BTN H LR, T b
THA TV REROREN 7 aRAT7 7 I ROLEEDY A7 75 7 & —& 72 2% a[RaMER
HAZENHEIN TS BAB R L e RO T BV B L R R A b KA D
BEHRE (ACHRYE (KRR YILE U UHRE - 7 uhA 772 K) | ECHE (e
R - > 7 kA7 7IR) | CEF#E (7 uahAT7 7 R VeV UHRE - 71
Fr 7o) ] TR DHEEORBIC R T 2 0ERH D, £o. O O
BB 2 0EEEBICH Db o BTN H 5720, IREK TH% L ENRBBENNLET
& % 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

AFH A b= L

R S, BRI A

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

ZTBTNURD D, SEEEETLLEEADN

TV,

(fi #1)

SMESCERICIRWNT, 7R A7 7 I FRRARGRICAT YA F=v b 2R G L 2A, BT
PEAEREL 3T T L 7= & OIEFI S HE ShTun g BT

FSCHER Tl 7 BB A7 7 I RORAKRGZRIZA T X b =0 L5 0O P53 W i sz Al o 4)
R CHHa) V2 AT T—ERAEIND Z LIZOVTHERESINTEY, VY7 urkRAY
7 Roa) o277 —BHREERIC X > TR BIER A OE R 2 808 U, B
WEEZTRBENLRHDLEZZDINLD,
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IR R BALR ST ER R AR 21T B T2y, LUT 03K & OFE AAEH O wTREME S #ME STHRIZ T
WEINTWD GEANIZEDT—%)

D 77 Fr L opiA B8
U BERAT 7 2 RIISEREIER 2 AT 5720, U7 F AT BRIGOE TR Pl S h
L (EVITFUEHTEU Y FUBRMERRERE - TRBEARH D) |

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

3) S L—FTN—Y T a— LD
I uaRAT 7 I RiE, EICHAHEESRE CYP2B6 TR Sud 23, CYP2CS8, 2C9. 3A4,
2A6 HLAFDORHNCE G LTWD Z L3y (invitro) BIShTRY ., A Stk s
NI E NI R 2 BT 5, L —TF 7 —Y OSIE N BAREEEED S b
CYP3A4 Z[H#4% 601611 = Lgne, BENT L —TF T N—YRS L =T T =Y T a—2R
EEILIESEA, Y7 afR A7 7 I RORENILE SNPUEER T2 8B 2 56
N5,
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11.1 EX4EIERA
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MR, FRRIAEE, Wk, SHE, RPREERH LoD Z Enb D,
11.1.2 SEMH BEEA)
LM BRI . B, Bk MR i s S d 2 L 03d 5 DT, KAl S
HIF IR M OB 2 01247V BEDRO b 5GaIid, BRERRBOEE,
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(8.1 ZM]
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Lo BGAIIkREZTIE L, KGEROGIREFEDZRLEZTT I 2 L,
11.1.8 thEMREIEFERMAAE (Toxic Epidermal Necrolysis : TEN) . B2 EHEIRARfE 1R EE
(Stevens—Johnson FEf&RE) (W97 & B RB)
) AR RIS <,




(8.1 Z ]

11.1.9 FRSREISE. B (LTI bEERS)

(fg &)
[FFERERR TS . 2)H )

CENICBW T, AR E ORI EBIR 26T T E W ATHERERE . 3JE DO
EMN 36 PIERE SN2 L0k,

[ERZREIWER OHEICBEIL LT, I

Ham Lz, REMREFIOBEZ FREITRT,

JEBIOBEE (IFHERERE S 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, M) 5~ b—F 2 L2k, 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#%

RiBEIB D 2 BIZHRA KT L, IEFEIZI SV TN
7o
PLDNAFUADE T HAE D LL 2L, =T AR
FAEARLEHR L Q) AT Ry
(KA RN 2PERTT (700 mg/H, 1 HFE)
EHRAIZ TZER, IFILEREEE O RN HEH
BRICIER T 22 < L AFNC L 5 AR E o /THErE )
mNEEZ, RREsEL Lk,
BANOFLEH Y | 725 L gk itb B EEE L)
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 2R3 A Do 7oy, WIR
Y- oA

MR TR EOEEZ RO, B AL
BEERRIIR-NTRY, 2 XA T 7 —EDIKTF D
ORI o T2128 | AT L E 2 4 b RORE 2R
E L7,

TNHT A A AR, TVFNVYF T
Vo VAT A VELEA 80 mL HEBH LA
AEIUSNDOIEAN L DHEEEZE 2, 7L R=Y 1
30 mg/ H R OEfE Y 5 ¥ 7 DA DA 2 ~T ik
NEEEifg2lr (CT KO} US) TIIHRZ BT RidA
59, HAV - HBV - HCV &35 E

EBV - CMV B3 BEFEREG 7 — T, SO
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
Bt R AZE L, FEEL OMELEETERNE
EZ, AFNLTLR=Y 1 1000 mg/HIZ LD 00
AFEERELT (3 BIED

(& Z A, Zof DNA Hiklio L3 %IcHO 2
) 7~ h—T AEHE EFE2RTLEOTRL,
HEROBEIZL D2 ERFEMTH D AREEN SN &
DA L 0 s S, A7 B A RV RPREN 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
Pk Je OV B IURE O R AT IR B A D 7= 8 | e il b
RN HEA

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

i N e N EI

EHNRREZF N T A, T R=yay, 7Jx2)747F7—h, A3PX0 B FIL, LAV

CRAEES fexF 77N, T7EFVV ERYUIET, IanFTERA BBENTY N ER X EwT

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 (BEEAE) |

TEGIOREE (BIEBERE)

=)

FERNICBWL T, AHE ORRERE GE TRV EERARE2D
WEN 12 PIER SN2 s, TEXRZEIER] OHEICE
LT, EEAME L2, REREMNOMEZ TRl R,

BE T | B LR ( ‘EEIH/E)?%
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 PrEBIG 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, BEET T
) =t br v 3mg/HELGMIE (Tt 2 AR
RITHEIEZE D 38COFRBANHEL, T N7 I
7 x> 400 mg NAR (1 AR)
52 HE | AAREE G T %, WM & 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, 7 L7 F = LHF
JRE 350 mL/H
6 Ht% | N LZEMrBAs (3 [E/0E)
12 BH%: | REFHH
38COREME (7 HH) . RERTRH TH - 723514
F A5 Utk & (2
30 H# | 1 HIREIIMRA X, 7 LT F=ELLEELTWY
oyt o%v inanl i
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

- TR RARAE |« EIPNIZI W T K & ORIRBIR 2 45 7E T X 22 OB
[EKZ2RIWER] OEICIBFRR LT,

)

ERHEINT-Z &N,

RRBRAE DS 8 Bl
TEE 2t 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 | 2rEESENE ARt L, RIREARAE M iAo 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)
MERGEE, JREGHE, IR EMITHR, A n Xk afh
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 LN, FEERMO L H I
TLX— XD ELEDR,
CK 16846 TU/L. AST 120 IU/L. LDH 607 IU/L %
T R5
R A R AT (2 Gy X2 [BI/H. 3 B, M
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 T 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 R P EEFORRRFORRBRICBN T, RIG IR TILIEER], B8 TR IE S &
OB IS EREG OAE 42 fld, 414011 H 2482 (100 mg) . 1 4Z 4 82 (200 mg) .
14~56 HREE G 4, BIFEA & LCamEED 19 6 (45%) | Mfazzmd 6 4 (14%) . i
AR 1B (2%) . AST B 361 (7%) . ALT E&H 261 (5%) KOWLE 141 (2%) #3
RO b,
T KPP EEHICAIRAEERIOT » R4 U 8EEO SR IZ L 5 1563 fFillcs T 2REITEA
LT, =y RS U PEEFORIERN R LI S1ZB 26T, = R4 88" L Ak
(ZHGBRAE ] L CRIREDS 220 &Iy S 7z (61T I8])
B 0 =2 3o PoERL 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. BEHS
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. BRALOZE
[ R¥%H 6 50mg]

14. BRALOZEE

14.1 EFIRFEDIE
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 BROEFl oL 7 ak A7 7 I K (EKPDHE) 100mg (1)) H729 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 & T 5720 HEEICARBIOBAIRR AT 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, RT DB, A T ARSI 5 2

&o
14.1. 4 A T VTKERORFE 2 BT DB OBFRE L, TE DRV IENTIZ 20K 9 IZEET S
Zé&,

14.1.5 BEEANZ TR, EONITZMT 5 2 L,

R x> K42 50K 100mg]

14.2 EFRAFEROIEE

14.2.1 W& & B ICAPIND OEZEPMET T 5B LN H 50T, O AR EE THRE
TLEOWESD L, £, R 4 BHEUNICRISES Z &

14.2. 2 & DA B B OSRERSE IZ DWW 583, K TR BEWIRT KO HRET 52 L,

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

(2) FEERPREABRICE D < 1H#
BREIN TR



X. JFEREREERICEEI SHEA

1.

(1) ZFEhFEEHER

[VI. FEZhSKBLZES T 2HE ] OIESMW

(2) REMREHAR

FX—1 —gsem (62
. EhiE w55 . .
RIE . PR IR AR AR
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 FRIRN 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
WRk, I, LRI b3 SR 25, 50, | 25 mg/kg DAL REOREOEIN, MET
*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 "
B R B VEH 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. SiEHER
(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 AWM
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, HE, E5x E#Me
T LR B L, 30 BRI GICH 2 ST,
@ KAy - Mk AL ET R
3 mg/kg LLEDOFERFETIT, FITVU U ERBAICHES < AILEREL DD 3 2 5,
10 mg/kg VL EOEHRETIX, HITRMEE OB, ~E /&, ~~ 7V v MA
DIETF, WRNCT VT I EREAEDED DAL,
@ BRI R
10 mg/kg UL EOEGEECIE, BHEAMIRORA . KR, U o 3@, g s Y v
BRI BEEIC IS B I &OREIRE R OBEAE | NIREBE OO 2 - BEEE. itioD HAIf - UK
N, FEIERCHNE] OV )58l 2 ML & D WIEZEMEE D BEEFE A A LT,
2) 1R ER
7w b (SD &) (CAAI 1.8 mg/kg/H (MEMES 12/8F) %2 6 » AR (HREH ZFR<) MEIENE S
L7=a, —Melkie, (KE, BEFEICEIIALNRho T2y, A fERED & BRI ER o
A 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 DOIFJERT 2 BHE~EIR 7 B H £ T) 12, A4 2.5, 5mgkg/A (MEKES 16/8F) Z Rk
H LS A, RE, WRRSLTIER Tho 7225, IRIEOFREMH & RIS OBMMN A5 1
2o LU, IBRA~OEEFEIEILA St ho 7 [65]

2) MR IR OZE TR 550
A7 > b (SD S, 20/#F) (2B DIRIEOIREIAN Uk 7~17 HH) &, KA 2.5,
5 mg/kg/ A Z FHIRNI G- L7256, IRIROFEIHEN A S, 5 mg/ke/ A& 5HETIIRIEET
RONERTTCIEDSH & T3 bz, IR DR E AT & I 23 2 H v 7= [42])

( TVIl.5. EEAREAWER EZOHE ] . VIL6.(4) £z AT 541 KO VI 6.(5) 4T

I DOIEBM)

3) JEFERA M O ALz 53R BR
Z v & (SD &, 20/&:) OWEHE 17 H B~ 21 H BOMIZ. A#&| 10 mg/kg/ H % §F RN

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



X. EEMERICEY SEE

1. BHERES

B Al = R 50mg BISE, A7 PR
O 99 FUR 100mg K, A0 S EIED
) EE - ESOMFEIC L ET S
HSy vy ak ATy I AR B

2. BZhEARE
(1) =>» R348 50mg
HRhHAR : 8 4F
(2 oAz FE¥ 5K 100mg
BRhHAR : 8 4F
3. AERETORE

(1) = R85 50mg

R
(2 ‘oAz FE¥ U FK 100mg
2~8°C TIR1F

4. WFWEDER
RE STV

5. BEMITREM
BEMEELTAR HY
<TVoLEY %))

Z O BE T G
CEHHT SRR D2 RERYUEDIRREEZT DD BE S A (FRICHDR A, RO

D BE S )
RO R Tx7e—BRREEsZT oD B2 BR OO ZTF kA~

T2 K% 8 50mg

https://med.shionogi.co.jp/products/medicine/endoxan-tablets.html

ROy R4 U JFK 100mg

https://med.shionogi.co.jp/products/medicine/endoxan.html



https://med.shionogi.co.jp/products/medicine/endoxan-tablets.html
https://med.shionogi.co.jp/products/medicine/endoxan.html

6. R—m% - R%ZE
[FA—p o3« FEH AT ¥4 100mg, 500mg
M%) 3 FEEHA R~A R lg, UV A A AR ERHER 100mg,
T T 8 2mg, $EM 50mg. kLTS L A 25me. 100mg,
XA —F VINIK 10%, 10mg 1 7/, 25mg H 7 /L, 50mg & 7 &L,
7= 8E 50mg, A AT V8 50mg %
1. EBREESEAB
1958 4210 1 : 7 v = —ZIZB WV TR ST,
8. HERTRAFAARVEKBES. XMELNWMERAB. RThwERAR
£X—1 EXRBFARRUVERRES. EMBEENSEARD. REhBEAR

e B 7F e SHEA R T I L
HRoE4 - JRIEE %%@ﬁa KR e i 52 B AA4E A B
IF B 72 4
T REH P 199243 H 3 H 20400AMYO00080000 | 199247 H 10 H | 19924 10 H 7 H
R 554 25 5

T R 5 50mg 2007 £ 9 H 14 H | 21900AMX01512000 | 2007 412 H 21 H I

gy j S 3 -
B, - it RRE T HEEINN | womssen

BOMH— Fx¥v

2012 42 H 15 H | 22400AMX00603000 | 2012 46 H 22 H | 201247 H 30 H
JiK 100mg

9. MREXIIBREM. RERVAEREEENFOEABRUVUEOARE

T REY U BE 50mg
— AT AGRAEA B - 19954212 A 6 H
B R OV &
(2) fhooPtlEEAl & IR 2546
M CHEMNT 258 18 U EHERT 2, ~ M THEAT 258 TR ERET 5,

—ERETARAEH H 201142 A 23 H
BEINERSNTENE
NRFEERGUED Y v~ FMERER | I3 2206 IR, HiELOVHEEN

A EAREAH 201149 H 16 H

SEIEGR S A7 N
(%7 0 —PREGRE (B AT L FIC L BRI AT > T b+ R4 b
ROEAICRSD, ) | ISR DRI, IR O Ra

— VR ARAEA B - 202148 H 25 H

IBIERRE SIIZNE
(eGP AL 7 I v A F—2 2 ) (x0T R, HER O HEEN



— AR ARAEHN H - 2022 4 2 H 25 H

IBIVEKGRE S LT E
SRR S SR BOS O (23 2 2hAE

R, R O RSB
O ¥4 JFK 100mg
—HERATARGRAEA H 0 201245 H 15 H
SEINEGR ST NE
(%7 v — PR (BB VAN K 2RI E1T> T b+ R4 b
ROEEICIRS, ) | ISR B RREUTRI R, IR O BB

(V.10 ZhRE IR RO TV, 3. (1) HER O EOMEH] OEHSH

10. BEEHER, AR AREABRUVZTORE
RS RAREAH 198248 A 10 H
1982 4F 8 H 10 H IR 707 HI2HoOx, AHAMERROOND O L s,
11. BEEHM
M LN
12. BEFEHRFIRICEET H1EHR
AFNL, BEEHARNCEE T D HIRITED BT 7w,
13. {iEa—F
HKX—2 KEI—F
B EE . R
. X fERBIEH = — R . L7 NEEALE
544 SEAM AEHE I . HOT (9#1) &5|. _ _ T
I o — | (YJ 2—F) AT A a— R
T R ¥ 8 50mg 4211002F1044 4211002F1044 109030701 620005941
PR Ry
FUk 100mg 4211002X1023 4211002X1023 121816901 622181601

14. R LOZER

BRIE STV




XI.

1.

A N

Ot

© 00 3 O

10.

12.

13.
14.
15.
16.

17.

18.
19.
20.
21.
22.
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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.
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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 12) 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.
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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 H 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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