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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)




I. IZICRTSHRA

1. ERRORE

T RFH L (AT uBR AT 7 IR 1E, A bYA= RRIZET D
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HoT,

RV—-3 HHOREME (&)
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500mg % F\VN T EMERER & FEhE)
ARGy e RE BRSO AE B CUR i tL . o m y 7 L IREA L T iR A o 22 e MR
B2 3 L7,
FEErRrS
HEHHT Y 392 500mg 131 7MWy ) > V% AW COERDK U AR HTIR
25 mL Z#EA L TRMESE, vV P2 HOTHARREEEZRIRICBE L, By o v
25 mL Z EfEICNZ TRA L, B Lz GURIKOREIXY 7 vk A7 7 I NEKY &
LT 10 mg/mL TH D) ,
ERTEEES
ARERRE A RIV—5~TIZR L7z, 25C « 60%RH « M THRIF LI E &, 25C -
60%RH - #OGAT T () 900 1x) & REROFER ThHo7o/zsd, HOFBITZ T I &

Wy L7,
V-5 Lo0O/KRRI7 I FKNYOBEEROREHE (5°C » HEH)
RTFERE  IRIR (BEHR - Bie) ) (12 FORki)
‘ - T
b/ ES A BRIE — - - - -
W RMERIE | REBRE e T T > ] S YETTD
P TR | E i | TR B O | M i 0o | W 1B o T | B DT
A= I 34
ﬁ,\\/:—] o 5oC Fj(f) 100 99.5 99.0 97.7 97.3
A TR TR JESE PR AT O | AT O | AT O | SaEI O | HaBA Ok
A= I 34
ﬁ"‘/; o7 Fj(f) 100 99.8 100.4 98.4 97.4

*1: A58 60ce. AL, RV oLl Sy 7 RYzFL o8l
* 2 FIHMEICH T 25 (%) TFR, JWERE ; HPLC
WHREBEIMNED  EB RS EFEE o ¥ —lE (2011)



2o 0RRAT7 2 FARNYDOBREDEEYE (25°C - 60%RH - BHLITTF)
(12> hOE)

RIV—6
(IRAFIZHE - iR (RO - mfe) )
. e PR AF251 R
" ES AR I —
R PRI A RIS 8 151 24 1M
FEHRIK PR MBI DR B DR AT DR
+ 25°C P
Wn S 60%RH ER (%) 100 99.4 95.9
AR FOEKT T 67N I (5 8 B DR (5 8 B DR A DR
+ (%9 900 1x) B
Wm oy EE (%) 100 100.2 96.0
%1 : K ®E60ce, Ak ; R 7Ll fyo7 K)o FL Rl

*2 0 MIHMEIS T 5 FER (%) TR, WiElk ; HPLC
HREINED - BRI v 2 — S (2011)

2 ARRAT7 I FKHINOBREOREN (25°C - 60%RH - HHK)
(1 2> h ORRAR)

xRKIV-—17
(PRAFIERE : i (™! - 542) )
. . PRI
N £ EaN IE\ -y
YL RATESA: ABRIE H ST 24 T TE]
Rk PR 4 {7 VB B DR 4 {7 VB B DR
+ ,
T GgggH SR (%) 100 96.3
PR IR ﬂ§: PEIR w0 V8 DI w0 V8 DI
ﬁy;yf EE2 (%) 100 95.3
1 : A 60ce, AR ;R 7oL ril vy K)o F L@l

*2 0 MIHMEIS T 2R (%) TR, HE ; HPLC
HFEEINED - BRI 2 — S (2011)

8. #hFlEDEREIL (MEBILFHZEIL)

AR L
9. BHM%
(1) &
H R —ixitBris DAHRBRIERER SN2 7y ME] ICLVRBREITY L&, ZHICEETD (K
(3]

o

Hhod 45 Sy OUHERIT 80%LL 1 TH )
(2) AR
LR

10. &3 - AF
(1) EENREGERE - K. NEVRKRGESR - ARICHET L1ER
A% L7

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

A=y R4 U JFR 100mg : 10 R

Q) FiREE
A% L7



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 SEB

1.

) S IE S

(=¥ %% 8 50mg)
O TiE&EHEDO BRI VI thE AR DIEE

SRMUBHE. B UNE ROFUFE. o \RIE, BRRE) | 2LE

AtamE. EtSmE. ME. fiEES (WEFE. AEFR) . 2ES

L. FTREOKRBIZOVWTIE, ONESEFIEHRAT I ENRETH S,

By v\tamm. BEERtamm. WEE. BE. BE. FE. R, FERE. F
EAE. NRE, 2AES. MEMRE MEE. HERKSFR. BKFR) | BRHRE.
BHREE

O#HMAT7IOAN YR
O ARIERMEDTE) Vv FiE&RE

EEMTYTIF—TRA, £HMNERX ERENSRNER. SROERENFEE. &
Bt S REBARK . IFEAMM S RME X ERNFRE. SRBIRAFE) | SREHL/KEHL.
MEE. BEAMREGHAMR. RUMEXEHSHET ) VIFHER

O *70—viEEE RIBKRERILEVAICKZBEUNGEREZTOTHTIEMRSAH AL

VESISRS. )

EOHx= > R4 KK 100mg)
. TRESOBEMETIZhENEROEE

SRMBHIE. B AE GROFUF. UL/ HE. MERE) . IS
AtEnfs. EMSnE. WE. SRES REFE. SEFE . BES

fr L. FTRORRICOWTIE, MORBSBHEFAT S EARETHS.,

ety v ME DA, BB ANS. WEE, BB, BE. I, S5, TEEE. T
ik, RS, EAES. MEMESR HEE. BIEMKSH, BKSH) | BHEAE.
B EEIE

. BREREOTRY VI FHES

EEMTYTIF TR, £EMNERX ERENSRNER. SROERMENFEE. &
it S REBARK . IFEAMRM S RMERXMERNFRE. SRBIRKFE) | SREHX/REHL.
MERE. BEAMEGHAMR. RUMEXREHSHET ) VI FHER

3. *T7O—HIERE FIBREFILEVHICKIBUNLEBRETOTHL TS EMRMSH O

LMSRICBRS. )



2. MEEXTHRICEET IR
(= K& 82 50mg]

5. ZhkE - HRICEET 3EE

(7 O—EERE

DIRTA R A v DVEDEFHOERE B EIT, RAIOF GG & Ak S b BRI
5352 &,

O =Y R4 U JFK 100mg)
<zE - HRICEHETSEALOZEE>

F 7 v —BRERERCR L CE, BT RTA4 v DVEDREHOERESEIL, REIOERY
) &M S D BEICIREG T 5 2 L,

(& &)

2) /NIRRT v —BIEGEREEMIRIR T A R T4 MNEREB S, /NERRMER 7 0 — B REEREEY
WBIRATA RTA4 2 1.0« BA/NRE R M58 20055 181170 [201101118)

3) BT BE MR TR BT IR SE A TR B PR I B 2 IR AR SR EE AR 7 v — B
R R, 7 v — BRI S © B AR Y4356, 20115 53:78-122 (201101119]

4) TET U RIHESL CKD 2T A K742 2009 HABES2H. 2009 (201101194)

3. HiERUAE

(1) BERUVAEDORESR

(= K& 82 50mg)

(BEMH NIt EERDORRRE)

(1) BMTHERAYT LI5S
WE L AT 7 e R A7 7 IR (EAKPH#E) & LT 1 H 100~200 mg ##k A& 57
6
7B, A, BRI L EEHEET S,

2) toRERRIEGAT 55HE
BT 2 5AICHEL ., EEHET 5,

(2BMHAL7IOqf F—YR)
OIK] & OPFFICE N T, @H, RAIKIZY 7R A7 7 2 K (BkWE) & LCGE 1
300 mg/m? (AEmME) Z&EOk535, 58O ERIE, 1E&E LT500mg &7 5,

CREERMED Y 77 FHER)
B AT 7R A7 7 I (EARY#E) & LT1H50~100 mg & A&RET 5,
B, AFEE, ERIC L EEERT S,

(%7 O—EHERE)
L RANZIET 7R AT 7 IR (BEARIE) & L T1H 50~100 mg % 8~12 H 1
BHT %,
2B, i, JERIC X ETET D,



R PRI 7 e R A7 7 IR (BEARYH#E) &L T1H 2~3mgkg # 8~12 HH#R N
BHET 5,

e, Fn, ERIC K VEERT A, @% 1 H 100mg £TET 5, JFAIE LT, Riks
#=(% 300 mglkg £ TET 5,

O H=> ¥4 V5K 100mg)

SEE - DB Mk - AR
I FRABOEEMEVICHENEROSR | () BATEATIHE
SRUBHE, BB GhOF R, FEIEHRL. B RAICFS AR T
UL RAIE. MBRAIE) . T 73R (@KWERE) £LTI1H100~200
AMAmE, EESnE. i, SSES 8| g 2208575,
SFE. WEFE . BES B, E, BRICE Y BEEERT .

fz2L. TEROKEEICDOWVWTIE, thDiniES
RlIEHRAT A ENBETH D,

gty vt amE. BEERtamRE. |
BERE. BE. BE. E. BBE. FESRE.
FEMKRE. NRE. ELES. MELERE (W
B, BREKEHFR. BRFR) | ERUEHR
fE. BERGE

(2) thomESRF EGRAT SBE
HEMTHEATIHEICEL, EERET 5.

2. ARERMEOTRY Vv FiERE AEZHEBL.BE. KAICES I AR D
EHMIVTIN—TR, 25MNEX (3 73 R (EkP®E) £ LT1H50~100 mg
MRS RME X, SRMERIENFRBIE. EROKE5T 5,

RETE S REIARK . IFEABRME S M ERMER HE. Fih, ERICKYBEEERT 5.
FIEE. SRBARKF) | SRMEHE/KEH
xK. RRIE. BEAMESHERRK. RUMEX
ZESHBE ) OTTIHESR

3. A7 O—EERE FITRERLEVAICEK AENEBBL.EE. AAICESIOKRRT
BB ARETO>THTREMRSALN 7 3 F (EKP#E) L LT1H50~100 mg
BUMESICRES.) % 8~12 AMRNOKX5T 5,

BEH. Eh. ERICKVEEERT 5.

AR EBBLBEE.DRIZEFSVAKRRD
7 3 F (\BKkYBRE) & LT1 8 2~3mg/keg
% 8~12EMENEZEY 5,

BE. Fih. ERICKVBEEEBT 5. &
H1BH100mgEFTELET S, RAIELT. £
B’EE(E 300 mg/kg FTET %,

(5% : BORFIOREX)
VI RARRT 7 IR (HEKYHE) 100mg (1)) H72Y 5mL ORRAKEL, Vo Ua2H
WTCAAL TARNITHEAL, BRIZERESE S, vV P W TEKEEZREIR L, FFERICE L
et Himy 710 mLICHRES S, [ VL 11, @M EodE] oESH]



(2) AZERUVAZDHRTERE - IR0

(2BHA7IO0A F—YR)
2HME AL 7InA F=Y2ABFICHT L7 mRRA7 7 I RO HE - HEE,
AMY3001 3R (EFRILFEFMFARER) OERICESEHRE LT,
AMY3001 #&BR Tix., CyBorD JEEICH TV A~ T R FERE (#F Y A~ 1800 mg KO
AreTrin=F—8 7L7y [HEaHE#Z] 30000 U) %0fH L7z DCyBorD it &
CyBorD JEIEDFH I ME M OV e % bl U 7=,
CyBorD #RIEIL, WANDTA RT A CRIBFEORHME AL 7 I v A F— 253 HIE%E
BEO 1 2L LTRSS, ILHEN TS, AL 7 I r A F— R(IZx3 % CyBorD
WIEEFHME L= A RT7A4 CHIAESN TV D FERAER R LK SE, TR LT Y
T, VI BFBRAT 7 I KRR T IY A X ORE - HEERE LT,
INHDOFmMILTY 7 rR AT 7 I RO RE - A&l 300~350 mg/m? (fx kX 500 mg)
1RO ThH-oT-, I, Y7 akA7 7 I RAKIHOROES L §FEk 5o AUC
BB LRGSR, NA AT XA TEY T 418 95.8% LHMIL TV D Z L 2R T i IR ARS
NTWd, 2NHOREEEE 2 T, AMY3001 RO > 7 nhk 27 7 I RO ik - B
w1 KRR T 300 mg/m2 (MEKMHURD) 288 N SUIEIRNEE S & 50E L, HE G- &I,
REBREAEIZ) D 5T 500 mg (M) FTE L7, 300 mg/m? &3 E LB,
300 mg/m2 OFEHEEZRHA L TWAHIFEMEENZ N &, 300 mg/m2 &5 & ik LT
350 mg/m2 DFEHHRDPIFEICT D Z EETTHEBENGOLN TN &L KOE
M A TR CERMEER b ZR L2 ThDH, Lz ->T, EARNIZBWNTYH
kR DR A3 E LT,
AMY3001 &R Clx, FEIFHMHEE CTh 2 Mk 715522 (CR) 3T, CyBorD #f & i
L T DCyBorD #f THEHFHIICH B RUGENRO Hiv, DL T ARANER T
—B L TR LN, £7-. CyBorD ##i: MK N DCyBorD ik, AL KOV H A NEM T,
PEMIBRIGFTH- T,
FIZ, AMY3001 #BR Tl 7 mAR A7 7 I RAKFY OEGREEER] (B 0% 53X E RN B
5) \CHMEFEEFMEEE (CR ) ROAEFFLEBRIUC O W THEEMIT N TON T, i}
Mroldax, o504 DCyBorD £ 115 4, CyBorD £ 119 1 (UL TIEINA) | &R
GoHn 56 #i, 45 Bl TH o7, TOFR, HERKE T LD CR KT, BOKGOHTIE
DCyBorD #¥ 49.6%. CyBorD #f 20.2% (LATFENE) | RN G- OH TIiL 66.1%. 17.8%
ThHY ., WTFNORLGREER O CR FbH KL & RRE Th o7z, ZRMEICHO VTR, &
BRI OAEFEFERORBEIGIL, RTOAFEFSR, Grade 3 T 4 OAFFELR, JLETITE
ST FEFG (Grade5) . EELAHFEFR, LOETORREOLGH ILICE ST HEFSL
DNT I HRBEEROFIEIS L g U T b2 e holz, LDz et &5
AL 7 vA R—Y ZABFICRT208MER L RN, 7 kA7 7 I KK OFNR
NG LROF G L TRBETH- -2 LI T, WP bikBr ko & e LT
DINRENBDO LN N-oT2Z L, AMY3001 RER CERIRE Nz 7 mhR A7 7 I KK
oL - HET#EY Th o725 25,
PlEXY, 250 AL 74 R—VRABFICXHT 2 HELEAE - HER OB 5 & LR 2%
E L7,



CREERED Y I FHEER)
L - FHEIZOW L, SCHFAEIC L W BN T 50~100 mg/H D Th o722 &b,
50~100 mg/H & 9% Z L3 %24 LU L7,

(%7 O—EHERE)
B R A2/ NIZIRE LW Enn /NRERORRANZEBIT 2 2o ik - &I
TR L7,
FRN D RE « REIZ DWW TR, 27 v —BIEGERERRIEE C. NI R 7 o —BREERE,
JEEHE B B ONBLIRRERIRBEALIE D A 7 1 A RIRHUFISE 2B T 5 SaZ 3o —> & LT
Y7 uARA77 3 K 50~100 mg/H., 8~12 ##hH | NFETF LN TW5D, £z, IO
BRCIX, H&E% 1.5~2.5mg/kg/H ., &5 8% 8~12 8 & L7z b 0% < ENO I (1
) THE2mgkg/ A% SHEMBEOEG LS TWDHZ b, EHNCTREEO AL - ART
AunshTns Bz b, TlE, YZakrkA7y I N (EkPEE) LT 1 H 50~
100 mg # 8~12 WA LT 5, | OXIIICRETH I ENEY B R T,
NEDORE - FHEIZOWT, BANR BN 72/ N R 7 v — BIEERESEIE R T A
K742 (10K T, BBEIFRE « 27 1A RKEER 7 71— BIEEREOIER OBRPUL & L
T, [¥7mkRA77 I8 2~3 mgkg fEEKE/A T 8~12 MRS () REHERGE,N
300 mg/kg A Bz D & MENETIEZR & OVERRES  (FRHME) OBERE 2L tltishT
W5 LEi#ENTWD, e, BRSO, A R4 UFICEEESNTZHEDZ N
FROBHATHD Z Enn, @, V7 kA7 7 2 K EkYHIRE) & LT1 H 2~3mgkg
Z 8~12 MR AHKG3T 25, HAIE LT, G &EIL300mgke £TET 5, | DX IITHK
ETHI NN EE 2T,
B, RADO 1 HEEREE X, NEO 1 BEBRAOHEEZBZ VWX S, @EHREIX1A
100 mg £TET 5 &MY &l L7z,



4. AZERUVAEICEEYT 53R
(= R 6 50mg)
1. B - REICEEYT IR

(7 AO—TEEE)
KRN DG A 22— DN, RO A RTA 2 VEQRHFOEREBEIZT D

Z &
— o

BEOH=Y R4 5K 100mg)
<A - REICEET SEALDIE>

1. AKFOERHONTIE, AFIOUREE & /MR E 2720, HBEICAFOBARREZITH &
LB, SEAICORENREREEOHHEN TS, [ HEM EOEE) 0HESH]

2. x7u—BEERICK UAKI 2R G H881%, ABIOERG A 2—nizonT, ENO
HA RFA 2 VDR DOEREBEICTH &,

(fi #1)
TET U RCHESLS CKDBHETA R4 22009 (28T, lADR 7 a0 —VREMRREZZ ) &
SH DRI EICX L, T VX b3 L A7 14 K& T 5 Ponticelli 5D 7' 1 k22—
N (Z7a g L7 02mgkg/H (=27 vkRA 77 I K2.5mgkg/H) . @A 37 —1]) 3=
— 0 IR AEERIER BN SN TS Z L b BT 5 &, ik AEICEET 56 1k
DEBIZBNTINHDOHA RIAZFIAL, BT EnlEY EEx b,
(Z &)
2) /MR T v —BIEGEREEMIRIR T A R T 4 MNEREE S, NERRMER 7 0 — B IEEEEEY
BT A BT A2 1.0/ B AN g 746, 20055 181170 (201101118)
3) EAETIBE MR TR BT IR ST A TYE B R B S TR AR JEEE AR 7 v — B
R RS, 7 n—BiEEEFZ S © B AR Y455 20115 53:78-122 (201101119)
4) =BT AHESL CKD IR ATA RT7A > 2009 : HAB#EFSR. 2009 (201101194)

5. BRPKR#E
(1) BRERT—R2/\yH5—

(25 AL 7204 F—2R)
RV—-1 BERT—%/1v5—o

A4 | Phase IR Bk | Bk | Kk B
NI =7
5&/;;%@;%% AL 7 (EEIERD
N VABE B -
DCyBorD #f : 195 i 77 MM #FE
AMY3001 | Z5II4H ‘ © © - M, R, 2l
(AAA 15 i) SRR
v ax LAl AT REM L
CyBorD 7#¥ : 193 # R
(FAA 13 1) e

© : Pt
(LB OIEE - HR)
U LA (AEMIGECIES S | RO U 7~ IR, X7 0 —CIREREO SRR

ZfF LIERLTH 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 5] (5 &, HAANRE 1541) . CyBorD #: 193 %1 (55, HARAEE 13
#l) ]

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 =
Z—8 TA7y [BiafHfz] 30000 U) 1 TxE 241 270 (FI24) £T, AT
Y7 (1R, 1.8mg/m2 Z F#5) . 7 adrA7 7 I KA [1 8. 300mg/m?
(MEARHRSE) | O SUIFRIRNEE ] B, RO S92 7Y (1EE. 40 mg #1103
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 OW 94 b fEkRIA 7 0 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 DHELT @ Il M & H A 0.5g/dL 8, 732 50%LL RGN,

AFPRF M R A 200 mg/ Hi, 7> 50%LL EIN (HEMICHR 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 BIRART . K OMuE EERIC K D IiE & IROBEREBPRETH H5A1E. CRO
41 & LT uninvolved ##EE#SH & O FLC L OIEFELIZWT U H S4B

b N— 2T A MEDERIT. IBRIEOYIERE H LRNCHE Lz, B OIERAME E 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 0 BE &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
AL H A AN£EH
DCyBorD #¥ CyBorD % DCyBorD #¥ CyBorD ##
ITT %, n 195 193 15 13
LAV REER], n 193 188 15 13
11.893 11.105 10.30 12.94
;‘g/ ﬁ Rﬁr# .
BRI GBIE | (g 72196 | (0.03~2119) | (3.6~185) | (L7~18.9
9.626 5.322 10.152 5.290
} B (EiPH) |
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
% EREEEE
BEVA 7 ARTRE () (1~23) (1~6) (3.0~21.0) (2.0~6.0)
FEF FH B e (RERH) | %
85.8 86.1 87.97 78.98
D AAZ77 IR
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 e 100.0 100.0 95.83 97.87
RIS L (33~105) (57~102) (60.4~100.0) | (70.0~100.0)
o R 100.0 95.45
N A R .
7T (33~100) (88.2~100.0)
LHMEAL 7 IuA R—32 (T
*THWIEE. n (%)
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

- BEGHEEE - MR e e%sh (CR)

I

}46

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 AARANEH
DCyBorD #t CyBorD #t DCyBorD #% CyBorD #t
(n=195) (n=193) (n=15) (n=13)
CR. n (%) 104 (53.3) 35 (18.1) 9 (60.0) 0
[95% 5 HEIXH ] *1 [46.1~60.5] | [13.0~24.3] | [32.3~83.7] [HEE R~
HEEARE

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




[20204£2 H 14 B2 YV =Hh /L v b A TN

R
v

Ry

T

n (%)
R
DCyBorD #t CyBorD #t
(n=193) (n=188)
e N VL B S
%g;;gggz;% 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)
BEEDAEFES 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)
D EARE 1 (0.5) H R HH 1. 1 (0.5)
fiE 7k 1 (0.5) GITIN 1 (0.5)
=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)
FHEWCE-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) | RER 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)

* FEFRLLENTNNOIRERIE L ORI FEBGREZ TBEZR L) |
NTITHeFE] O b5 BPE T4 L.

REPER] |

SN-FRE [BEEHV] &L,

FATREME/D

(%5572 L]
MArRerE R

(MedDRA version 22.1)

CArgEME/ N L Tap
NIITMEE] &




n (%)

H 28 \£E[H]
DCyBorD #t CyBorD #t
(n=15) (n=13)
e NOD) VL B S
%g;;gg;ﬁi@? 15 (100.0) 12 (92.3)
FIRHEG U oo SER VD E 6 (40.0) U oo SER VD E 6 (46.2)
A 5 (33.3) | M 3 (23.1)
AHRSE 4 (26.7) | FEHEACRLEE 3 (23.1)
FEEN 4 (26.7) | BBEIEHGER 3 (23.1)
Egil 2 (15.4)
155K 2 (15.4)
T 2 (15.4)
it 2 (15.4)
BEEDAEFES 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)
B8 1 (6.7) T 1 (7.7)
P 2R 1 (6.7) G 1 (7.7)
e B A% 1 (6.7) fifi g 1 (7.7)
R IFy B R I 1 (6.7) AAEOR 1 (7.7)
AL BEDRIF 1(6.7) | SIERPREREIEGRE 1 (7.7
(EHS) %@ 1 (6.7) IR K] 1 (7.7)
BES 1 (6.7)
7o —P R 1 (6.7)
ﬁ;;ghiOt 1 (6.7 0
T4 fE 7k 1 (6.7)
BIRE 1 (6.7)
A MATaTA LA
A e 1 (6.7)
FEEWCE-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)
* AEFRLLENTNNOBRRIEL OREBMGE B2 L) . &4 0] . Tty o 9
RetER) . NEIEWME] O 5 BRECRMl L. TATgetE/D) o TRIEMER) © NFIEMESE) &I
Sni-F4h [BEEEH ] & L,
DB EREO A EFGIL, 02 8.83%., ®E5.7%., LEMENS5.7%Th by, HENIT
e 20 DR E R E O EH R IT DAL 6.2%., OMEILE 3.6%., LEAE) 2.1% Th -
7o BEEIIBIER 2 DEEEZ B L BEIIN—A T4 VRHZE2GH AL 7 e A K
— A RHE# T B DR E 2 LT,
FHUIZRE -0 ERES, BEEROBREEZRBBLLIEBRED S B, X=X T 14 UERRHTLK
fEEAA L WA OFEGIE, £ 1 DCyBorD £f 100% (14/14 5]) K% Of CyBorD
# 100% (7/7 f5) W NZ DCyBorD #f 100% (30/30 #1) & T CyBorD #f 96.0% (24/25
) TIHoi7,
ZAVEFLxE5] (DCyBorD # 193 #1) ORUWEMAREILEIL 90.2% Th -7, EREIEH
ﬁ/ﬂé‘l\iﬂzﬁﬁ !ij{Tﬁ'l\E@'ﬁj:l‘—m/\o?‘—275%\ 1%*%‘ 20.7%. ﬁ%202%\ T 197%\ RARSE
IR 18.1%. #ifl 16.6%. YV >/ ERBAME 16.1%. M/ MIEAME 15.5% ., il 15.0% & UK

R PEVEIE 14.5% Td - 7=, DCyBorD #ED 72.5%N_— 2 F A VIRICEHEAL 7 I 1A
R— ZCBE T 5 DB E 2 A LT,




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,

(& &)

2) /MR T v —BIEGEREIEMIRIR T A R T4 MNERZEB S, NERRMER 7 0 — BREEREEY
WBIRATA RTA4 2 1.0« BA/NRE R P58 20055 181170 [201101118)

3) BT BE MR IR BT IR SE A TR B P I B 2 IR AR SR EE AR 7 v — B
R R, 7 v — BRI S © B AR 4356, 20115 53:78-122 (201101119)

4) TET U RIHESL CKD 2T A K742 2009 HABES2H. 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 DB OREE « ZIRFIL, KHORMCEEZSZRT L2 L,

2. XEEH
(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
OEHREIZBNTYH, M ZEE O G2 #1 (OREFE) I/ERAL. M # (5
) ~OBATEEOYE, FORRE L CHINLOBE5E 2 8 L7,
723, 120 mglkg B ERHICIHOTIZ S H (DNA &) 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
TH B R EE N 2 R 2k L, ~ v & L1210 AME. 7 v~ MEKFE AH13 201
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)
() YERFIRRRE - HrinksE
MEER R L



VI. EMEREICEY 5EE

1. mAREOHS

() BRLADGMPRE

PR L

(2) EREREAER CHER SN zMmHRE
KREKS 7 BR AT 7 IR

12 Bl D FE A 1R A 175 mg/m2 (250 mg : 4 ], 300 mg : 8 ) *ZFAA 30 rAiiZ/K (K
100 mL) &IicEAfEL- L, MiEhsrnriA 7y I NREEZ A7 a~ 777 14— (Gas
Chromatography : GC) THIE L7z, REMKD S 7 uAR A7 7 I FREEITH 1 RFHTEY—2

ICEE L. W (B X4 Ch o7 23 UEAIC L BT —H) |

FV—1 RERE (0OKXIT7IF) OFEMEB/NASA—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

Crmax © B A% P e S

Timax © i o 0 45% 7 9 P 38 o e ]
AUCo-e @ $5-IR¢ 70> & SRR AIRF[A] S C 0D i 5% v e FEE - ) A I e A5
Twe (B) : BAHDIHI -]

E VN 11105 NI RS O APV
IZiA 1 Bl & 500 mg) kD5 TH 5,

(3)
MR L

4) B - fHREOZE

D BFORE
R L
2) GERIEDKE

[VIL. 7. FHAEAEH] OHEZH

2. EWEERB/NF A4

(1) fEHAHE
AU ER R L
(2) RN IR FE TE
ALY R L
(3) HARETEH
YR L
4) 29IVT732RA
YR L
(6) HMEE

AR 1230 1 0.763+0.161 Likg CEIfHE + 2 (R 72)

(e - GO CPfE AR E R &)

L - HEIX 1 Biem 200 mg (BF AL 7 IvA R—3 X T
(1V.3.(1) FEROHEOESL OHESMR)

GFMEANZ L DT —%)




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

4. R

(1) IBLHAL
& LT/ B

(2) Wi
AR (E=00, i) 08E 10FT02BUIAT, T2 KR 2K 5345 mg (B
HbH0mg) | & =2 REH 0 PEE¥53.45 mg (/KM 50 mg) 18] &7 0 A4 —/\—jk
(CTRER G L, 15, 3047, 1, 2, 4 B OMBERREL Y 7 n AR AT 7 I FIREKT 15,
8043, 1, 2. 4, 6, 9WERIBDMIEN /LT A b s o v A 5 — RERIEHE BRI & JIE
L7l A, [y REHURE & Ty RES 0 PR Lo T, miEhREY 7 rk
A7 7 2 FIREROMAES ) VA ha Yo~ AR — FEREEREIRE OV HIcB VT
bIE & A LEERDRD T (24,

BAREHOMIFTRENL S 7 B EAT 7 I FRE HOBEHOMYET ) AFA br Tz v s — [
(E=TNR, 7 mAF =) EHRIRE (7R, 7 0 R4S
, . 18 ek GRS (o R E
- = il g - - E '
. i . ) ﬁi (I:/ }lﬂw:ﬁk)* . - o—o MM (= FX¥ o Ph) *
B TS EE’E&E%B;IJE?;#J P%E) ~ 8 = #i//\j'fﬁi*%ﬁﬁﬁ%é (17:10)
~ ;gkfif% (=10 g Wit : GC
Taal [\ HEE 25
3 “\
~ ’ Q‘ E
§ 1k R % 4
ge.21; ) g
" 2
/
y ] 1 1 3 1 : _
) 1 2 3 4 B° 1 2 3 4 5 6 oo
R m(h) | ¥ M Ch)

MmiER 7 VA e
L R A S L AL B e RS ¥ ol EESVRLE SIS S
wRT7 7 I R - <P - - TRV S

Crmax (pg/mL) 0.58+0.08 0.59=+0.09 Cmax (pg/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
AUCo-q : $5-HED> 0 4 e & 7C oD i P i -y i gl AR T i A AUCo- : #5RH 5 9 RERE] F T oo i b i B2 - e R dh AR T i

=y REH U RIE, 1999 4 11 H LRGeS 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



1.

4) KEYOFEORERVEEL., FHRELE
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[ R4 U 8E 50mg]

(ZhRE3LE)

1.2 XEZETHALRRER, RRFICTIWISTEIERBHRICENT, NALEERE
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TH L BEBEDRRICH--> T, FHARFORAXEZEEZSRLTHAIET S
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10) Trasler, J. M. et al. : Nature. 1985 ; 316 : 144-146 [198503489]
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11) Durodola, J. L. : J. Natl. Med. Assoc. 1979 ; 71 : 165-166 [202100094)
12) Amato, D. et al. : Med. J. Aust. 1977 ; 1 : 383-384 (202100095)
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1) Gryn, J. et al. : Bone Marrow Transplantation. 1993 ; 12 : 217-220 [199302440)
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BARERENH 2N BT8R S U 5 AT REME S & % (441,

AKEIET 7Y )= OMAEEROETFIZH G TROA, FRLORHE 1 H 5,

O v7uaFRA77 I REGHIOS S, 7a7 ) 2 — VO EIEER OFEOEH FIEECoFgEHmH o
FEEWEE T ZNEN BT.7% KN 18.8% T. 7 a7V / — B RBIRED S T < & bz 48],

@ Tue7Y )= FEEIZEY, Y aRAT7 7 I ROEREMIIAEIZE S 2o/ (Student’s t
ME, p<0.01) [36]

@ v/ uaFRAT7 7 I ROBRMRBEWMETREXTT a7 ) — L &5%, GEICENL, iy
ML 37.5% Th-7- Githsdd % Wilcoxon #E., 2 =0.016) [46]



[ K9 8 50mg]

10.2 HFREE (BRISEEI S L)
AN 5

BERIELR - HYE 515 WeFE - falRIk 1
T )NV EH—)L AKFNIOVER N T HZ & | 7= /) XL EH —)LDOEESHE
N D, I K0 AR O NG A~
DI S 5,
RO ¥4 U JFK 100mg]
(2) BtREFE (BtRICERET S L)
A4 BERIELR - HEE 515 WeFe - falRIk 1
T )NV EH—)L AKFNIOIER NIRRT HZ & | 7= ) RN EH —)LDOEESHE
N D, AT K0 AR O NG AL~
DI S 5,
(fig  #0)
T x ) NV E X — )L DOEEETFEIC L0 ARBOTEERI A~ DO EHHEE I Fv, AFNO/EH N HER
na [47] [48]0

[T R4 8 50mg]
10.2 GFREE (BERISEET S &)

4 % BRI - HEE S BT - bR 1
R R AR AFIOERBBBT 52 & | BIBRESLVES, 71T A
JuaghT z=a—)L DD,

TJrx=a— VBT 5
ARAENO R ZHAE I LE
L. {&EMHeE 35,

[ H= 2 F¥ 450K 100mg]
(2) BtRERE (BtRICEET S L)

HHIN 4, BERIELR - HEE S71E & - falRlX 1
B AR LT AENOERNW T 52 & |BIBFRERLVEY, 707 4
7D7A71%:1~/1/ N D, TJrx=a—iEHFicEiT s
ARHN DA % 5 A PO BHLE
L, &ALz 5,
(fg )
B EARNVE IS IT 2 MBI RE R ZHEOIICIHE L, AF OTEMEAL 2 #HE 3
7 [441147] [49]
72T =3

a—URHIER 2 LE L. AHIOTEMEA L Z i) % (441 150]




[T R4 8 50mg]

10.2 HFREE (BRISEEI S L)

AN 5 BERAREAR - HEIE T 1A PEFF - fEBRIA ¥
AR~ MpEEE TAER AR ESND | AR A XY CHAROA

ZENDD,

R BHET S -6, WD A
VAU ENEL R | b
B TER RS D,

[#& T H= > F¥ 450K 100mg]

2) tRAFE BHRICEETIZL)

A4 5 BERAREAR - HEIE T 1A PEFF - fEBRIA T
A A MpEEE TAER AR END | RFDBA 2D PR A
ZENHD, A BRET D720, WEEED A

VAV CENREL R, ik
P FER RS D,

(fg &)

A AV VIBREET DR E AFIDBEE L. TORMEENLND A AU A L, bR

TEAZBEmT A LD L L2 LT 5 Bills2l

[ R4 8E 50mg]

10.2 HFREE (BRISEEI S L)

AN 5 BERAREAR - HEIE T 1A PEFF - fEBRIA ¥
Fxv b AXT b OERADBEMR | BRFIIAHTH S,

SNDHZLENDHD,

[ H= K4 50K 100mg]

(2) tHEE (BRAISEET D L)

A4 5 BERAREAR - HEIE T 1A PEFF - fEBRIA T
i FxT PO | AR

SNLZLENDHD,

(fg &)

BT RHTH LN, AFIEOPRHICE Y A% U OERAMERS NS = L bk 5 44

XY RN T EABIERLE O —DT, FEHOIGEIREER NS 5 2 &btk

FEAE L THWLNS,




[T R4 8 50mg]

10.2 HFREE (BRISEEI S L)

HEHN 4 BERIELR - HEE 515 MR - falRIk 1
Ny FLy N T OERNEG | KFIN N 7L
INAHZERD D, PN 5,

R0 A= > R4 5K 100mg]

(2) BtHZEE (BRAISEET D L)

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

(fig &)

KENI ANV U v O A IS TAY F L OERZ§D 5 44

NI T U TN TR EER LT DO—D T, TOABEANOHRRALVEY (ADH) &

HIFEI, TERAERAEE LS,

[T R4 8 50mg]

10.2 HAEE (BRISEEI S L)

FAN 4 5

EEAER - FRIE ik

BEFF - fapRIA 7

VAWV AREAINES S
RE VLB U HEERE, —
vV L e

DfEENERESN DI EBL
NhRdsn, £z, ZhbD3k
Al & O PF R IER T 1% 12
FMEOBENRFEIR LI LD
WEND DT, 1B TR
bR YIRS 2 BT 5 7%
ETpiEETHI L,

o0 IE A HTH D
n, HLFEE 2 ET D,

[ H= F¥ 450K 100mg]

2) tRAFE BHRICEETIZL)

FAN 4 5

EEAER - FRIE ik

BEFF - fapRIA 7

T NI AT REA
RE VLD R, —
vV M e

DfEENERESNDIEBL
NWhrosn, £z, ZHLHDOHE
Al & O PF R IER T 1% 12
FEMELBEERFBL LI L D
WERD DI, IBFRE TR
b KB 2 BLEE T 5 7
ETpEETHZ L,

O N EFPIE A HTH D
n, FLFHEE AT D,

(fg &)

AWESCERICEBWT, 7 akR A7 7 FE R VALY UERBELEOHIZEY, RV LEY
VIR BN SRR IO L TR WE R S E T OEENRBET A BEARH L L0, T b
TV AT ) REBNOBEN IV aRAT 7 X ROLFEED Y R7 7 77 Z—L 725 Hetkn



HAHZENHEIN TS BB R L e RIS T EL B L R R A b R D
OERRE (ACHEE (REY LY Ut - 7 uk A7 7 2 K) | ECH¥iE (e Ley
et - > 7 amR A7 7IR) . CEFE (7 uhA77 I K ey UG - 71
Fr w7 on) ) TR DIES ORBUZHSEET 2LERH D, £z, T OO
BRI LI ICH SN s BENRH D720, 1HEE TH L EHREBBENLET
& % 55

[ R¥ Y 8 50mg]

10.2 HFREE (BRISEEI S L)
FANA 5 EEAER - FEE ik BEFF - fabRIA+
Ik 5 A 53 ot e 79 il o3 P i AR A O E I S | RFIR ) v RT T —8
AXY A F=7 L5 W S, BIEVERERER 2R | (S KD 0 A A ot % A1 o
BTN D D, SEERETLLEEZADN
TV,

R0 A= > R4 5K 100mg]

(2) $tREFE (BRICEET S L)
FANA 5 EEAER - FEE Tk BEFF - fabRIA+
k5 A 73 ot e 79 il o3 W i AR A O E I S | RFIR ) v RT T —8
AXY A b= L5 W S, BIEVEREMER 2R | (KD 0 A A ot % Al o
ZTBTNURD D, SRERETLSLEELLRN
TV,

(fie &)

SMNESCERICIRWNWT, 7R A7 7 I FRRAKRGRICAT YA F=v L a&K G L 25, BT
PEBENPL 235851 L T2 & OIEFIAHE ST 5 156

FSCHRClE, 7 rAA7 7 I ROROBEEGHZRIZ AT A~ =7 KNEORBSNE R g 0 5y
R CHH ) VT AT T—ERAEIND Z IOV THERESINTEY, VY7 urkRAY
7 Roa) o277 —BHEERIC X > TR iR O EH 2 8858 U, B IRV T
WEEZTRBENLRHDLEZZDINLD,

(Z &)

IR SR BER SR BG PR O B 28 1T AR T2 WS, DL O SRAISE & Ok A AR 0 ATREME AS AR E SR I T
WhEINTWD GMEANZE DT —4)

D 77 Fr Eopg BT
VI aRAT 7 I NIXREIHEIER 2G4 5720, U7 F AT 2 ISOK T AT S
L (BT IFUEHATE LU FUBRMEREER I TREEARD D) |

2 A NAZT L EDOBA
BPEKPEN 1 FIRE S TS B8l v RAZ L & ORI TEEIZIT O &
LR D,

3) =TT N—=I T 2—RAEDPH
I uaRAT 7 I R, EICHAHEESRE CYP2B6 TR Sud 23, CYP2CS8, 2C9. 3A4,



2A6 HLAFIDORHNCE G LTS Z L3l (invitro) BIShTRY ., A Sidik e s
R E N PUEES R AR ET S, T —T TN —YORSIE I BITREEEED S b
CYP3A4 Z[HE$ 2% B0 = Lyne, HENTL—F T N—IRT L —F T —Y T a—2R
AR LSS, Y7 uRA 77 I FORBINIE SNPURE RN T 5 2 L 08 E 25
N5,



8. ElEA

[ R4 8 50mg]

1. BlERA
ROBWERN S 5D Z RS D DT, BRZ H7IATV, REDRBO NS EITIE
B T4 57 SO E 1T 2 &

[ H= 2 K4 50K 100mg]

4. Bl¥ERB

T2 REH 2 PEEROKRIFIZR T D 2Rt 26 42 B F, FRARBREREO Ry A# %
STeRIVERIE 32 6 (76%) 1238 BTz 68,

Ck: = REH PRI REH 88 (KA L [R—A 20 ORI H8AD) D IHkGES)

(z #)

6) BRAMEIT)  AENEE GLEOWTEEIR THICB T 26 Rk, 1988) [198801998)

7) EHE NG R (BRI OI R IR TR AR, 1988) [(198801999)

8) HHLHIIE A : ALINERE (B ORI TR BT 265 kSR, 1988) [198801997)

(1) EXGEIER & #IEIER
[ R ¥ 6 50mg]

11.1 EX%GEIEA
N1 2avy. 7F37453F 50— (WTFRBHEERR)
MR, FRRIAEE, Wilks, SRR, NMUEERH OO Z Ld 5,
11.1.2 SHEINHI (B AH)
PLIM BRI B, BRI . /Mg . M s 5o d 2 L 0vd 5 DT, Akl S
B IR MR OBLE &2 0 1TATV . REDRO DS, REFEROER,
IR, IRFEEOBEE R E AT Z &, (8.1, 9.1.1 B ]
11.1.3 HimtER £, BIREE (Wb HEARB)
[8.1 ]
11.1.4 41 LHR, BIaHMI (0.1~5%A™)
11.1.5 B, MRHERE (0.1~5%AN™)
11.1.6 DEEE. DFE (0.1~5%AKiHT)
11.1.7 FIRARILE DT BEE D WAEMESE (SIADH)  (BHEEAHT)
&7~ U U AME, RRZEEMAE, JREPT FY U LPME O, SRR, K8, Bk
L2 fE D PIRIRFBNVE ARG WERRE (SIADH) 236 6hond 2 &RH5DT, 20D
Lo BGAIIkREZTIE L, KSEROGIREFEDZ2LEZTT I 2 L,
11.1.8 thEMREIEFERMAAE (Toxic Epidermal Necrolysis : TEN) . FZFEHEIRARfE 1R B
(Stevens—Johnson fEM&#EF) (W94 b AE)
1) R RICEES <,

I




[# A= R4 50K 100mg]

M
),

2)

3)

4)

5)

6)

)

8)

EXEIERA

2avy, FF7245F%— BEEFH) vavy, TH74 7% v—n3bbbhdZ
ENHDHOT, BELTZITITY, MEMT, FERAEE, Wi, S22, NUEERH O
bl aiid G E2mik L, @WURLEEITY 2 &,

BEEHH (EERA) ekl &Aif, Ak, i sasd, e sbid
ZENHDLDOT, RAEG IR I IR MR OBIZE 2 +5312170, BENRD bz
2L, BEMROER, R, WREFOHURLEZITI &,

HmfEBEbt %, HEREET (BERBA) : HitEEE, JHREERS LN ZENH D
DT, BEETHITATY, BEPRO ONHEAITE, HE, REFEOMEY) 72 0LE 21T 5
&, [ THEEREARMIEE] OESHR]

A LR, Bt (0. 1~5%%kH#) : LU, HHHnAH 600 ZLR3H5DT,
BEE+0IATV, RENRRD ONTGAICE, &5 E2FIET 57 S@Eb @G a2 iTo 2
&

IS, MfRHMEE (0. 1~5%KiE) : FIEMEM%, MMMEELSH LN Z LN HD
DT, BEE+TH5ITATV, BEDNRD ONTHEICIE, &5 2 IET 57 Sl iiE %
iTo 2 &,

DEHEE, DFE (0.1~5%XKiH) : LAHEE, LAERHLLNDLZLNHLDT, B
Bh ATV, BEDEO ONTIGEICE, 52 FIET 572 E#EURAE AT Z L,
RAIRABIVE DR EES S WDERE (SIADH) (BEEFRHRA) K U v aiffE, KiREEim
JE, JRTT MU U AHRIEEOHIN, SRR, K, EREEE LD AR AR VE AN E
BERERE (SIADH) " 60N D 2 ENRHHDT, ZO XD RGEIZITERG A FIE
L, KGEROHIREREL) R ALEZTT D Z &,

hEM R R IRIEALAREE (Toxic Epidermal Necrolysis: TEN) , B2 @ #IRARSE 1% EE (Stevens—
Johnson fEMREF) (BEEFH) : hEMERAEERME, REKEIREERSS bbb
ZENRHLHDT, BEZ LTV, BEPEO ONGE I3 RELTIEL, #U)R
BEa1T9 Z L,




[T R4 8 50mg]

11.1.9 FRSREISE. B (WP bEERS)
8.1 BIH]

[#H= > K4 50K 100mg]

9) FFHREREE, ®E (BEFH) : IMkERES, WEAHLDLND I ERHDHDT, FFHKRE
MAEZAT O 72 EBIEZ 01247, BRENRO GNIHEITE, &G 2457 L)
IRALIE AT D T L,

(i &)
PRERERR . 3E)  ERICIRW T, AHI & ORRBIR 26 E TE RWATHERER S, MEO®
36 PIER SNz Z Lnh, THRZREIEN] OIHICER LT, I

Bk Lz, RERREFIOBIE Z TSR,
SEFIOBEE (IFHERERE E . 30H)

%%@%ﬁm 1A ,\ﬂwé
P - i ey | B S R O
%20k | ZHET VT | 700mg |(EEKI 3 5 AR | AR BT < R
A HEORE, 2HMT ) 7~ h—F 2 L B, 2570
BIfJE, L—7 A RiRWEZ S ik
Xk, LIk ABGHINE b5 v AT S F— - IR O
B kR ~ T R S T, ER R

#h-H
BT 15 Atk
(FEELH)

17 B

25 A%

FRiBEIB D 2 BIZHR2 I T L, EFEIZZ SV T
776
PLDNAFUADIE TAED LL 2, =T RABRIZ
LI2EARGER LTV, R Ry
(KA v 2HEHAT (700 mg/H, 1 HRH)
EHRAIZ TZER, IFILEREEE O RN HEH
BRICHER I 72 < L AFNT K B AR E o FTRErE )
BWEE L, RREEL L,
BANOFLEH Y | 725 L gk itb B EEE L)
Be9™ D S TR
BEEDBRETMRF N Z2>0 ThY, ERMELE
271,

sk
EEIRIEIIILEN B4 C, 2T Y T~ F—FT ZAD
IHEE ER-2 bR 2 ERITA DR Do 7225, IR
S 2

MR TR EOEEZRD, B AL
BEEREIIRI-NTEBY, 2 ) V= AT 7—EDER T b
HONIe o Tel-, AT L H 2R LRBEIE
E L7,

TNHT A A AR, ZVFNVYF T Y
Vo VAT A UEEA A 80 mL FREBH AR

KRN DA L DIFEELZ X, L F=Yr v
30 mg/ H R OMERE Y 5 ¥ 7 DS DA 24~ Tk
JEEE G2 (CT KO US) TIdsrc Bg i fid s
577, HAV - HBV - HCV BTG E

EBV - CMV &Y I Y R % — T, S BTk
NI E LT & L7,

F 7 BRI ABERE 8 D A 530 TN R IAE 23 1

[ HE DFT DNA HUiAfis 35 & &, AisMsEo
I BRI > T,




RIS

L

30 Hf%

o4

31 H

=

33 A%

38 H%

40 A%

41 B4

42 A%

PLDNA PUAfliEE L 0 £2FEx Y 7~ h—F XDk
Gt L AEEL, FEELOBELFETERNE
EZ, AFALTL =12 1000 mg/HIZX B 01
APEEREAT (3 B

(&AM, ZoH DNA Hiikfio ERB#%ICEDO 2
)7~ b—F AEEE LR E2RTHOTRL,
HEROHEEICL2BFEETHDFREEN N &
DA L VG S, A7 B A RV RFEN R
TG & 7 o 1= ATREMEDS T 1)

N URATIF—EBO LR E—Z 2P T =T
b EFF A, BWEUSNSOERZ L

TV R=Yurr 40 mg, 7HFAT Y 50 mg/AHN
N BH 46

RO FRRZEOF 2 H Y
MAREC TIRE A IAE (+)

e BB IfLE 23 B |2 EEA L

bZ AT IS —B R OWFILE REER ITTIE L e
L

/3 EA-&

BIELEBZEF LIS — B L C Z<0 Th-o =52 DEIE(L
FRXFNFHO, Z>0 2R LD 5,
RERHADID, T T R EE, 7Y F
NYFo e TNy s VRT A VERASHIETEE DI
FRRE = K OV AR U O RS AT IR B o0 723D | e b
PR

BRI FRAIMERF 26 &3 2 77, @R MAE OVEHE b M
LD LT E 72D,

JFRE R, SRR

LREES

KFOW)

EHNRRAEF AN T A, T R=vay, 72/ 747 T7—h, A3V b F L, LAV
STV, TrEFOL, B IES, suFTESRL EHBRINS Y N, et TF

HE A I A
DHER

B 5
4 Hj

BLERT

15 Hi% 25 H# 31 H# 34 H#

AST (IU/L)

37

334 555 495 340

ALT (IU/L)

63

556 973 1048 690

Al-P (IU/L)

706

1065 2634 3240 2278

LDH (IU/L)

232

528 823 669 503

v -GTP (IU/L)

675

1788 4501 3867 3122

B Usirey (mg/dl)

0.72

4.45 7.64 12.54 9.93

* ¢ BZOBIELT

Z=—0.89+1.74 X i&[K +0.056 X T-Bil
IR : HAV 303 HBV (018 131, T Ofiix 2
T Z>0 ; BE(L, Z<0 ; FEEIE(L

(mg/dL) —0.014XChE (IU/L)




[T R4 8 50mg]

11

1,10 [RFES BHEA)
AMEEEESOEELRBEENLOONDL ZENH D, (8.1 ]

[#H= > K4 50K 100mg]

10) S¥BEFRE GEEFH)  AMBARESOEEREEENHLDONDIZ ENRNHDHDT,
"

BRI £ 17 5 72 LRSI,
72 LY B AT D Lk,

(fi

)

BEERE (BHERAR) | EHRICEO T, A4 L ORRERZ GE TE RWAERAED

WG 12 PIER SN Z &b, THERZRIEH] DOHEICIE
LT, EEAME L, RERREFOME L TREIRT,

TEFI OB (BHEETRE)

%%@m@m 1 B LR (\ﬂﬁ?
P - AR (A ) 510 R K OMLE
5«50 1% KM &A [ 3000 mg PR R 2FE  (FEIE B ARE)
a7 7=l 2 A/ (BEK 5 » AR | ZRMEEBEERE
— v A (8 BEBIG A | RRMEET 7 = L— A0 AT R
(RN IRV o (R#H) 3000 mg/H . AFOEIER IO =50,
JERAER ., & ifi. AZF 1300 mg X3 [El/H, WK D=, Bk 7 7
J£) =t b 3mg HEGRE (WFb 2 AR
RITHERELED 38CORBMNHBEL, T NI
7 x> 400 mg WAk (1 BRE)
52 HE | AARFERGET %, I & SLKERE D g 2 1T 8E]E]
Gt 11 mHEE) L7200, fERmHE
BeHHT 1 B% | R, TS, BEEIX 1 B 10 A
GEHLH) | AIEIEHRE T 37.2°C & iR EME A
L2 L., 8T BUN., 7 L7 F=flidkica FH L.
MRPERR D AT AN S B
AVNVEE NS A7 ax Y0 600mg/H (9 HRE) . b
Z v RZ 7V )v 0.5 mg/ B &5t
2 Hth | THNIHRAICB X E 508, IRA TRk
BENENRWZOFLEREEE TS, (3 HIED
WEAE R FEENR R
BE IR 4 3% | BUN, Z L7 F=fl L5
JRE 350 mL/H
6 Ht% | NLENBALG (3 [E/H)
12 BH% | REFHH
38COREME (7 HH) . RERTH TH - 7203514
F A5 Utk & (2R
30 A% | 1 FRBREGAICHZ, 7L T F=VELLEL T
2 1= DA
37 Hi% | B R DA IEILEE LN B RIEDH Y
BidiiES AZAF BT S =ty RIABET LI, TV TITS— ) TERNTI ) T
A BT
R R AR A 6 H Al 1 Bk 5 Hik 12 Atk | 28 Atk | 37 A%
DR BUN (mg/dL) 16 32 51 52 34 38
M%7 v7F=> (mg/dL) 1.6 3.6 7.7 10.5 4.5 4.9




[T R4 8 50mg]

11.1. 11 BERFRARAE (BEE R
. B, CK ER-. AR OYRF I A7 v ey ERZFHE E T 2 850
bbb ZENd 5,

5 RLARIE 23 &>

[ H= 2 K% 450K 100mg]

11) TREEAReRAE (BAEETEA)

: fhPYR, M, CK (CPK) b, M RORY I A7 0

t“‘/hfﬁ%%@&?é*ﬁﬁ(ﬁ%ﬁmfﬁﬁ% LEbNbZ ENHDHDT, BERETHITITW,
BROHLNTGAICE, EGEEFIEL, BEURAEEZTTY 2 &

(g i)

- TRGEORLARE | - EINICI VT, ARHI & ORRBIR 2 5 E T & 70 VWEEEUT b ARIE O S 25 8 4]
EHEINZZ b, THERRAWER] OIIZIER LT, EELHE L,
RFE7IEF OB EZ FRLITRT,

JSE OWEEL (R e
BE — | BEEE : ‘EEM/IE)?H
P - AR (A 511 R K ML
- 40 1R BB AT | 2600 mg WHEBMA B | AEsErE A Mmoo L, [RIFERRY ML A ikl o 7=
FEDSS 2 A DOFTEHE E LT, A% 2600 mg/H (60 mg/kg) A
(72 L) T 5B (2 B )
HM AR DR PRI D7, A 27 800 mg X3 [El/H (2
HiE) . WA SBHER% 500 mL X5 [E/H (7 HEE) |
RIEAKFET FU 7L 1.4 gx5EI/H (7T BRE) #5.5
ﬁL»
WK D, 77 =% tn  tEEE 3 mg/H X2
H M$5-5 1k
BhE 2 HH GEILA)| AiH & &< R/ CIREE T
(BEERKRTH) | /LY, BOIRK, EERESHBL
BH/T 1 HE | FEEEL (38C)
MHERGEE . JREGHE . HEERFEMITHR ., A XX L% h
B4k
AFHEY ., BAFEORDHBL
B, RS
MHERGHE . PREGHE. WHEAETASRE A « Rk
B T2HM% | A—FUA U aRBEL (47 a0 REED)
T LV —E (iR PREERENREE AT, FREERHD L HIZ
TLAF— i) ELEDR,
CK 16846 TU/L, AST 120 IU/L. LDH 607 IU/L %
T kA
BURRAA S B AT (2Gy X2 EI/H, 3 HRE. B
WE 12 Gy)
T 5 Atk | [RIFEAHH M Al i R A 7
T 8 Hi% | M. JROIERITIE K
RS Rl e B 16
OF K 7=kt bu dEEgE, A AT REBMERKR MEER) . REBAKET Y U A
(#5-A11) BHRKT
AR R AT ¥ 5-8846 H 2 A% 11 A& 25 H#
DR 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
LDH (IU/L) 157 607 162 174
v -GTP (IU/L) 15 13 26 17
BRMRE | e viry (medL) 0.3 0.8 0.3 0.3
DHR BUN (mg/dL) 9.7 5.1 4.7 7.4
M%7 v7F=> (mg/dL) 0.52 0.46 0.34 0.48
PRI I (—) (2+4) — —
PRICEE (IR ER) (—) (—) — —
(2) DD EI1ER
[T RH 8 50mg]
11.2 ZO /DO EIERA
FHJE \AH 5% LA b 34 AR B 0.1~5% At 0.1% A
i R, 3E, =Y xR
ik 75— PO IE 4
i ZIRIZ K BIREHED LS5
- EAR, TRIES
L - MErE BHRAIR, RS, N8,
W2 TS 0N, E@%w‘\ B
N, WS, M.
A, T
47 e, X, RIE,. N
DEW « Bk
FEAPARE R | SR . B, AR EE) K

PP 22 il %

/)Efmun ‘E‘%ﬂﬁ\ ‘D\lléﬁﬁ\ 'f&

VRS i

N FE R RERE T 4. R

PoT s Hlee e
W79 . IPEHERE 1.

o | BT R DL F B, B OTERORIL. &

ok, CK L&

) FRHRS RIS <,




[# 1A= K4 50K 100mg]

(2) ZnithdEI{ERA
IR D X5 REWER D & b o2 ma1cid, LBITGCT, BE, WEIPId 574280
WY R ALE 2T O T L,

IR S 5% LA I HE A 0.1~ 5% At 0.1% Al
e H?E%%E,\Eiﬁi, EWINENS
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ot CYCLOPHOSPHAMIDE

I - Hikk | tablets : 25 mg, 50 mg
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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)].

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.

VL - &
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)
4 JeE (LETHEH 2016 4F 12 H)
ey Baxter Healthcare Ltd
784 Cyclophosphamide
K « Bikg | Tablets : 50 mg
KFAEHHE | 200441 H9H

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 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.
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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.




Mk - &

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 50mg/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 5mg/kg orally daily;
10 to 15mg/kg intravenously twice weekly
3 to 5mg/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 3mg/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.
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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 Data].

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.

KEOWRECE
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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.

Data

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.

E OB CE
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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
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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).

-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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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
K[ DU IGE completing treatment are at increased risk of developing premature

(2020 42 8 ) | 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.

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