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AUC M AE A - e Eh#R T iifE (area under the plasma concentration-time
curve)

CR 524:78%)) (complete response)

CYP F K7 v — 2 P450 (cytochrome P450)

dFLC involved % 0¥ uninvolved 4 D7 (difference between involved and
uninvolved free light chains)

FLC WEEfEess  (free light chain)

GC WA v~ ~77 7 ¢— (gas chromatography)

HLA t h AIMEFUR (human leukocyte antigen)

HPLC ERiEIR 7 v~ 272 7 4 — (high performance liquid chromatography)
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SIADH PURIR AR VE ARl A S WERERE (syndrome of inappropriate secretion of
antidiuretic hormone)

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

CPA 7R A7 7 I K (cyclophosphamide)

CyBorD VIaRAT 7 I KK, RVT I TRORNT XA

(cyclophosphamide, bortezomib and dexamethasone)
DCyBorD BTN T, I aRAT 7 I RKF, AVT Y ITROBITHH ALY

(daratumumab. cyclophosphamide, bortezomib and dexamethasone)
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(fE K & LT 100 mg |ZHHY) (fE K & LT 500 mg | ZHHY)

(2) EREEODRE
AP

Q) #E
AP

3. BABERAROERRUVEER

BASARANA




4. AHif
BEARRNA

5. IBAT HFIREIE D 3 5 RKH Y

MR L
6. HADEZEFLETICETIREN
R WOl
#NV—4 SHEHOREMH
. TRAT ]
S5 [ESE= SIS AERIE H
36 » H
PR HikEN
R b HikEN
44 A 100 mg 2~8C
pH*1 HikEN
a2 HikEN
PER KN
v, Rt A KN
S 500 mg 2~8C
pH™! KN
o HikEN

¥1: v 7mAA77 IR (BOKPHRE) 100 mg H72 0 5 mL O A4 BRI 2 2 T LT,
%2 JIEE ; @ik v~ v 277 4— (HPLC)
ey 2 R BLE AT s (2005)
1. RARERVBBEERORENE
(1) FsdE
Y/ uRA7 7 I K (BAKPHE) 100 mg H7-0 5 mL OEFRRIER, EHHKEENZ T
A
FHIRNFE~DOD v a v MEEDSEITIE, WIRMEIE L 2 D 12O R K2 LanZ &y
RIEFHEOL AT, R E S il TRl 2 2 &,
( TVIL 11. @A EOEE] OEER)
(2) Wfirtk DL ENE
T R4 500mg DOEFEE D2 E MDA RERI AL U 7SRk 2RIV —5 127,
RV—5 BREOTEMOERABRICHERL-BRRE

XA P b4
LS IR KRG K
AEE IR REAERT
5% 7 N U KEHR RGHEHE 5%
i A 3 SRR Y 2 -T3 ik




1) VAR E
AR T« BVRRR (SRR, AR, 5% 7 RUBHEK O U #-T3 SiaiR) %
25+1°CE L., EHHxT Y FEH¥ 2 500mg KRR 2 TN 24 25 mL Nx .
lRE OB (200 [E/53) XD #E LT,
ARG R - R R 2RIV —6 12T, ERHT F¥0 2 500mg I[IZHEFRIR & i
25 mL A 7ofES. FEHAHAKTIEN 145, ABEERKR, 5% 7 RUBKEOY Y
X -T3 SR TIIf 2.5 43 TR L 7=,

RNV —6 BEEEE (G5 500 mg)
(1 = > FOWEE)

IR R L TRFRIRER (D) SRR (D)

1 80

TS K 2 70 77
3 80
1 140

EER AR TR 2 140 140
3 140
1 160

5% 7 R Kk 2 140 147
3 140
1 140

V) &-T8 Bk 2 160 147
3 140

ey 2 R BLE A P s (2004)
2) IRfRM% DRBIT

RERTIE TR LB 0%, 20~25CICB I 2 RBELEZZENERDIZ,

O HEHHA= Y RE4 v 500mg &Sk (RS K, ERAER, 5% 7 KUHKEO Y Y
4 -T3 B#iiR) 25 mL CTZIEIIAEME LT,

O Kinfik EFRAR, 5% 7 RUBHRKR O U #-T3 5#ik) @ 500 mL &4 (KR k)
525 mLZ&EY, FHHTY R34 500mg (22 A L=, % 500 mL &% (R
FV) IR LT,

@ WA= RE¥ 2 500mg 2 EFHHK 25 mL THEME L7, SRR (AR, 5%
7 ROUBER KON U Z-T3 SigiR) @ 500 mL &g (R k) 12z iz,

ABRAER © RIV-T ISR R 279, = N4 500mg 257K 25 mL TZh

TR L1 OS 6, BBEIEER K : £90.8, AR AL 0 5%
T ROUBER £ 1.8, VU Z-T3 ik : 1.6 Tholo, RBRGIEQ TR L5
A AHERERE O 5% 7 KU - 5 1.0, VU Z-T3 5#iKE : £ 1.8 Th-oTz,
Fo, MBRGEQTHH L=LE . AHAEEA D 5% 7 RUBER : £ 1.0, YV ¥
‘T3 5 : §9 1.2 Tho7=,



RNV—1 BEROFBBEL GE5H 500 mg)
(1 wmy FoORIEM)

S ik AR PR D R BT
mOsm)
TS K 74 0.26
o A PR R IR 367 1.28
5% 7 N v ik 379 1.33
VU & -T3 Hiik 446 1.56
A PR R 294 1.03
@ 5% 7 N B 298 1.04
VY & -T3 Fiigik 371 1.30
A PR R 278 0.97
©) 5% 7 R B 282 0.99
VU & -T3 Hifik 350 1.22

Yo FESUSRRLEASI NSRS (2004)

3) IAfift D2 ENE
D H T ANRA T IV TORMRS D2 ek

BT ik

RAFZRAT:

PR

HEH M R4 500mg & Wik RS HIK, ARERK, 5% 7 FUkE
N Y Z-T8 BHiik) 25 mL TEIEIIRMR L7T=,

20~25°C « =L (HOBAT) | 48 IRFfH]

3~4°C - #, 48 B

FIV—8, 9 ITRBRERZ R, 20~25CIRAETIE, WP N ORI L
Te%a b, pH X% 48 IR £ TRIFAVICIR T L7e, £72, 7 rAEAT 7
I RO, WEfR% 48 R & TRIFFICIAD L, WfiR% 48 el cWh 3 h o
TIRIR & FRAF D 9T% 278 o 7z,

—Ji. 3~4CHRAETIE, pH ITEHAK, EFEHERK D 5% 7 N U FHRIZH
LT 56, tefiih 48 R £ TRRFFIIICIR T L7223, 20~25CIRfFDHE X
D HEESCN Th o7, £io, VU X-T8 SWRICIAfE LT-551%., IAfE% 48 B
& CREFARZITRBD b hoTz, Y7 uk A7 7 I ROREEIL, R
% 48 IffH] F TRV 72 ZKITRR D LR Do T2,

7k, AMBLIE 20~25°CIRAFE, 3~ACIRAFILICHfR% 48 el £ TEKITRD &
Nighnoiz,



RNV —8 HIRNAFIPTORBROREY U A 500 mg : 20~25°C - ERNE (FHLT) ]
(1 = v O

- — R
ABRE | R AR TR SWERE | 605E | 240 | 48 B
R WEBNOE | Zll | Bl | ZliaL | &L
. A R MBI | B L | B L | B L | B L
5o Ko | BB | L L | L L | B U | Bfers L
U TS i | mEEow | B L | Bl | Elei L | B L
. TES 7K 5.65 3.76 3.59 3.06 2.94
20~25C [ ik 5.85 411 3.60 3.03 2.94
pH ENL e
AT 5% 7 K o HHIR 4.50 3.64 3.48 3.00 2.87
V) Z-T3 Bk 5.12 4.97 4.97 4.72 4.48
TS K 100 99.8 99.7 98.7 96.5
SR A BRI 100 99.7 99.5 98.9 96.8
(%) 5% 7 K o IR 100 100.4 100.3 99.1 97.0
V) Z-T3 Bk 100 99.5 99.9 98.9 96.7

ko AIHUEICRTT A AR (%) TFor (IR L 3EIOFHMAEHE) . HERE  HPLC
Yo iy FE MUK BRLE AT A (2004)

RNV—9 HSRNAFILHFTOBREORENE (E5A 500 mg : 3~4°C - )

(1 vy SO

. o T

L e e VR SHSE | GEEM | 2450 | 48 B
TER T WEBAOW | 2L L | ZzL | ZleiL | Ziba L
- I Rt WEBHOW | Bl | AL | ZAL | Zfes L
5% I R WEBH DM | B L | ZEei L | Bl | el
U E T3 | EET R | B L | Zer L | AL | ZEes L

TES 7K 5.77 5.01 4.94 4.53 4.37

H 3~4°C A FR AR 5.90 5.16 5.14 4.67 4.54

p S 5% 7 K o 4.50 4.20 4.17 4.13 4.08

V) Z-T3 Bk 5.13 5.02 5.09 5.11 5.10

TS K 100 100.7 100.6 100.0 99.5

e AR 100 100.6 100.4 99.9 99.8

(%) 5%~ R v IR 100 100.0 100.1 99.8 99.3

V) Z-T3 Bk 100 100.0 99.9 99.7 99.6

ko AIHUEICRTT A AR (%) TFor (IR L 3EIOFEHMAEHE) . HERE : HPLC
Ha By R R ALE A NS (2004)




@ #H¥fER 500 mL A%

(AR ~v) W T ORGSO EN

AR5k
7. SRR (EPRRIENR. 5% 7 KUK N U 2 -T3 Sigik) @ 500 mL Fas (K K
V) 5 25 mL A&V | FEHRAHT Y K542 500mg (SN2 L%, 4 500 mL
KEm (Rbr) CELE,
A, FEFHHT Y R 500mg 24K 256 mL THEME L7-1%, SIEitR (R
. 5% 7 RUBHKK Y Y #-T3 Siiik) @ 500 mL Fas (R b)) 1Tz 7z,
RIS © 20~25°C - S|P (HEXT) . 500 mL &#s (R ML) (SN 24 IREH]
ARBRRE R . RIV—10, 11 ICRBRAEREZ R Uiz, BBRET RO 2, pH I3AEBESHIR
KON 5% 7 RO BRRICEM LToa . Eifte 24 W E TRIFRVICIR R L7225,
H T ANRAL TNAREOEA LV b TH-oT, £2. VU Z-T3 SRS
i L7236 1%, % 24 Rl £ CRIFIZZZEITRD b o7, 7 ak
A7 7 I ROREIL, WTNWOBERHRIZESR U T-56 b InfEts 24 FFE £ TR
IR GIFER D b o Te, ek, AMBLITTE % 24 FEM E TEKIFERD b
TR o T,
RV—-10 HBRAZET. OLBMAES00 mL B3 (KAL) hTOBRBROREY
(12> NOAH)
PR | IRAEREE i R Y] I T
A PR IR R Mo | 2kl | Bl | Bl L
S8l 5% 7 K7 HEHR B O | B/l | Bkl | 2k L
VU Z-T3 Fik | MERHOKR | 2l | 272l | 2L
20~95C | ‘EELAIGIE 6.25 6.04 5.74 4.58
pH E=Cab,o 5% 7 K KR 4.41 4.36 4.29 4.10
(HLEAT) VU & -T3 Sk 5.13 5.12 5.12 5.10
s AP AR 100 99.9 99.9 98.8
E('O;E} 5% 7 RN B 100 99.8 99.8 99.1
V) XT3 Sk 100 100.6 100.4 100.8

* 0 AIMEIS T DA (%) THER (VIR L 3 B0 E A FLiR)

. WEH  HPLC
Yo By FE MUK BRLE AT I RS (2004)

RIV—11 HEAZEA. DEBMRKES00 mL 288 (KR FIL) TOBREOREN
(1 7>y hDORIR)
- - TRAFHM
PRI | IR ik GRRE% | SN | 60 | 24 W
A PR IR R O | AL | Bkl | 2kl
P45 5% N Kk mEEHOWR | ZAe/e L | 2kl | el L
VU H-T3 Sk | MEBEHOR | B/l | Bkl | Bkl
90~o5C | EERRHIE 6.22 6.05 5.70 4.53
pH Eb 5% 7 N U HEIK 4.65 4.54 4.45 4.11
CHEYEAT) V) X -T3 Sk 5.12 5.11 5.14 5.07
s AR 100 100.0 100.1 99.5
E('Of) 5% 7 R v i 100 100.3 100.4 99.8
VU Z-T3 Sk 100 100.8 100.1 100.2

* o AIHMELS ST DR (%) THRR (MVIRL 3 RIOVHEZHE)  HWiEE : HPLC

Yo By FE MUK RLE AT R (2004)




8. fhFlLDEAEIL (MEILFHEIL)

AR FE RN R 500mg AR AEHEK 25 mL THEfEL ., ifl L BlE L, A
BIZ DN TERIV—12 IZ-T,
TRAFSME © 22~25°C - HEIT. 24 F§fH]

RIV—12 fthFl & DEESEL
(1 2 v b DRk

it 45 34 CRAFIR
B BAEAO |mASAERmL | | RBREA | s
A, WA | am G | 0 g | BT| ST 24T
P A S8 M | Zk7e L | Zbe L | BksL
Jom B Img 1 mg /(jio‘ o 1mL | pH 555 | 4.06 3.84 | 398
SR (%) 100 101.3 101.8 100.5
S8 i | Z7e L | 2be L | BkisL
¥4 FE200mg™ 200 mg/10 mL — 10 mL pH 8.40 7.34 6.85 5.82
SR (%) 100 100.7 101.5 100.1
‘ A S8 M | 2k L | 2L | Bkl
HH T 4 LF 2 3mg™ 3 mg (3 mL) 3 mL pH 5.86 4.01 3.84 3.29
St (%) 100 101.7 102.1 101.2
‘ ) . S8 R | 2L | 2L | Bkl
7 RY 7R 10 mg (5 mL) 5 mL pH 5.71 4.22 3.74 3.03
S (%) 100 101.5 103.7 98.1
, . bEric | b | un
T ]““E\loomgﬁ< 100 mg/5 mL AR BRI 255 e ree FREATI | AT i
(250 mL) mL pH 3.84 3.73 3.69 3.61
ZE* (%) 100 100.0 99.5 96.9
e ) A 1 %ﬁ sysig | 2kl | 2kl | B L
22 A UEREM 0.5mg 0.5mg (i) (1.1 mL) .y pH 6.57 414 3.79 3.19
N A El *
%) 100 100.9 101.5 100.9
Mﬁ M | Z7e L | 2be L | BkisL
F AL B 40 40 mg/4 mL — 4 mL pH 3.52 3.49 3.48 3.32
SR (%) 100 99.9 99.2 99
SE |k rsie| 2k L | Bk L | 2k L
85 F5F U VERG 450mg® | 450 mg/45 mL - 45 mL pH 5.87 5.78 5.47 4.92
aE* (%) 100 100.3 99.5 98.6
%ﬁ M | Zk7e L | Zke L | BksL
5-FU 2507 250 mg/5 mL — 5 mL pH 8.28 8.28 8.29 8.26
SR (%) 100 99.5 99.1 98.0
VK 7R 7R 7R
- S8 weysig | 2kl | 2L | kL
B A Y b LEE— b 50mg™ 50 mg (2 ) 2 mL pH 7.09 6.71 6.49 5.68
SR (%) 100 101.0 97.9 97.4
PR 2 mL A S8 A | e L | 2L 18
1 F—F HE 10000 10000 K.U. | il U745, ABptctting i?f pH 6.98 5.99 5.42 4.42
200 mL 2N 7- SR (%) 100 99.2 99.6 97.47
- s |mokaisie| 2L | 2L | 2k L
FESFIY A A U 2 100mg™ 100 mg (10 L) 10 mL pH 5.87 3.43 3.20 2.82
SR (%) 100 101.5 102.1 99.9
‘ ‘ . . %ﬁ TABTER] | 2kl | Bl | &L
2 ) oA EE 20mg” 20 mg (1) (10 mL) 10 mL pH 5.73 4.10 3.71 3.03
it (%) 100 99.9 100.2 96.4
%ﬁ TRRsEH | Zfk7e L | ZMbZe L | kL
7 7 VB E Y R 10mg 10 mg (JJf) (5 mL) 5 mL pH 5.45 4.11 3.69 2.98
GRS (%) 100 98.7 99.5 97.9

* IS T 2R (%) TFoar, JIEE - HPLC
¥ OHHEER (VL 7. (2) PRHEE L Z0HE ] OESMR)
1 3% 20183 4RI 7L BHE] [5-FU v 250mg ] 233658 S 4. 7’y7°/v§¢g§u [5-FU 7 250 A0 1 ZAR5E% T
e By e BURRE AR EE NS (2004)
AN DOARFEA 1L 2019 4F 4 AR S CORMRMN L EEBE L L,
BRI L ISR OB TR EHERT D L,



9. A%
M LN
10. B3 -2
(1) FESADLELRZS - X, NENSEHRLES - DEICET 518
M LN
(2) g%
GESTRIT Y F&Y 2 100mg)
10 J
GEStHT Y KX+ > 500mg)
1R
Q) FEEE
L7
(4) BIROME
INATIV . T A
Xy AR ey, TIAI=Uh
T TFILT A
1. BIRRHEINIEME
mMERe L
12. ZDth
v v 7OGHNERD
AR R4 100mg : &
HHH= > K4 500mg : 7R



V. ARICEYT SR
1. ZEERITEHR

©)

O O OO

(fi

TRAEEDBERMI I ENERDORERE

ZHRMETHE. Bt /0. E. ZLE. SEANE. EEZ0E. FEEE. FERE.
NEE. MiZES (MEFE. BEFE) | BES

220, TRROERBIZDOWVNTIE, tORBHESRIEHRAT LI LNBETH D,

B o ARnR. EEREaNRE. WiERE, BiE. BE. R, BEE. 2LES.
WMEMEERE MER. RERKSTH. BRSFR) | EUHRE. BHEeE
LUTOBEHERICXT 2th0EBHESER & OHAEE

& (FWaIeeflCdE (+ 5MTR1. 355 LRI FEEE)

e iE

TRERICH T HENHMEBEOR AR

SMRmnK, BEHEEHEAnK. EHEMBERE. SEFETRMEAM. B V/E.
BEUER (REFE.AXRERBEZTRVPEXRELKEE Fanconi Bl Wiskott-Aldrich
FEI&REE. Hunter /%)

EMEBMREIEICH 1T 5 B4E FxtE E RO

FEEEN T MM REDILE

EHEMHALT7IAA F—YR

AERENMEOTRY VY F RS

EEMIYTI TR, 25MHMERX EMENZHENER, LRERMERERAFEE. &
i ZREIARAK ., RS RME R MEAFEE. SRBIRREE) . SHRUEH X/ REH L.
MERAE. BEEMESHER. RULEXZHESHAM) VI FHEE

)

IS Rr L0 T MR R IE ORTLE ] L1%, CAR-T E N IZBW T, FH /L7 ra—

L T D R BRI O A % H OIS 5 ) & SRR SR T b,
*1: CAR'TRIE (F A ZHRSZ A EERETEA T MiaEiL) ; Chimeric antigen receptor - T cell therapy
%2 U U NERBRFEARFEE (LD %) ; lymphodepleting chemotherapy



2. BREXIHRICEET HERE

5.1

5.2

5. ZNEE - DRICEHET HFE
GEEMEREICHT S EMFHMEBEDORTEHR)

TNENORBITHT 2 IRROBUR &G MRSz 2 U 27 - "2 7 4 v b &

BRE LU ETARZEIET D 2 L,
GEMEFHRTBAEIC & 1T 5 T 4E At 18 im0 HIH)D

HLA B4 8 i 4 9 2 B AR ORIN A BB 5 2 &,

(fift
5.2

)

BWRITA R4 U FE 2N o7 v ZAGAEICBW T, M M FERE LB (b -5
1 ERGT (HLA) =5 E06HE]) K OB R 18 TR OIHNI T L TAAZ o LA
ARMENHRE SN TS Z &b, HLA F5 8Bz i3 255 AR OmEIGZ ZJET
58l Lz,

3. RERURE

() A

ERUVAEOMHEHR

(BEEMIE I REHAEIRDERE)

(1

(2)

HMTHERATS5HE

W AT 7 ek A7 7 I K (HBokPiE) & LT1H 1[E 100 mg 438 H #ARA
WZES L, BERMAONL25A13 1 HE4 200 mg (ZHET D,

B 3000~8000 mg #5952, RDPRO LN L EiX, TX LR BHIMEHRES
%, FMEREABA L TEEAIE, 2~3 BB EICEE L, EFO U2 LTI L s
Xk, —RHARIE L, [ 2R > THOWHGER 57 5,

MRAOIZIE, WE A 300~500 mg %8 1~2 [EEARNIZER 32,

VBN UCTREIN, BafzemN, BEREN SUSIEBNIC RN XIZEAT 5, Eio, HE % #
W9 HEREIPRNIC 1 HE 200~1000 mg #23EIZ, HDWIE, BRI REEAT S
7y, RAMEER AR L C 1 [ 1000~2000 mg % RFTREMIC L D #5 L TH L,

7Rk, AR, ERIC X VTR S,

oM EBEHESR S GRT H5E

B O T 2 AICHEL, BERET 5,

BEHEY OBV A, @E, AT 7R ATy IR (kE) LTl
A 1\ 750 mg/m? ((RFRMEAD % HIXAICFIRNE 5925,

R, ., ERIC X E T D,

(FLIEE (FTRTEEMIICE T HHTAT. 5 WIIMRIEFZERE) (ST OmBLESH & 06
R&E)

(1

RV ey EREE L OOFIZB W T, RN Y 7 u R A7 7 I FORGEK UK S
HEZ, 7R A77 I8 (BERpIHERE) &1L T1H 1A 600mg/m? ((KFrfE) ZH
RN G-4%, 13 BRIXIE 20 AARES 2, 2z 17— E L, 47—k,
2B, i, ERICE D EEEET D,



(2)

@)

TEVE Y IR E OFFRICEW T, BRI n R X7 7 I FOREEROERET7
HBiX, v7ukA27 7y I K (HKPH#E) & LCT1H 18600 mg/m2 ((KFiffE) % ik
N5, 20 BRKET 2, ZhEa 17—t L, 4~6 7 — /LD KT,

B, AEE, BRI KV EERET D,

TELNECUERBE, T Aue T 7L EOFHICBW T, BN 7 ek AT7 7 IR
DOEHEROEEHEZ, 7 afrA7 7 I K (BkW#E) & LCT1H 18 500 mg/m?
(RRIEFE) ZERRNEG%, 20 BIREES 5, Zha 17—k L, 4~6 7 — /LD
KT,

k. i, GEIRIC K EEBET D,

il

(5 MifE)

B U AF R, XN T O RIZBWT, B, EAIZIZY ek R Ty
IR (EARPHE) L LT1H 1A 750 mg/m? ((KEEFE) ZEIkNEG%, D td
20 HRES 5, “ha 17— b L, &5V IRT,

EB, BEOWREICE VEERET S,

(EMEFFHRBIEDORIER)

(M

(2)

@)

(4)

SMAmE,. BHEEHRERLKR. EHERBREREDOSES

BE . EAZIEY 7 e AR AT 7 I N (EAKPHE) & LT, 1 H 1E 60mgkeg & 2~3 K
2T CRIEEFE L, BA 2 HR&E ST 5,

EERAETRHENDOSZE

WE EAZIE 7R AT 7 I N (EAKPHE) & LT, 1 H 1E 50 mgkg & 2~3 K
2T CRIEERE L, #A 4 HRE ST 5,

Ei) UEDEE

W RAIZIZY 7 e R A7 7 I K (ki) & LUC, 1 H 1850 mgkg % 2~3 Ff
2T CRIEEE L, HA 4 HREST 2,

BEORRE, T LEANC LV EERETD 2 &,

BEMEE (RETE. AXRERABEETRVAXRMEMIKRSE : Wiskott-Aldrich fEMEEE.
Hunter f8%) DI5&

WH, Y7 uRA7y IR (JAWHE) &L, 1H 168 50mgkg & 2~3 RN T
SSTEEREL, HH 4 HRESUX 1 H 18] 60 mg/kg & 2~3 BRI CAWEEHE L, #HA 2
ARG 508, BEEKOEEOREIZL D EERET S,

Fanconi & M2 5-F 2551213, MEOMEIHMHEIC LV . BHEEEFEEOREN S 72D
L OWENDHH DT, G 40 mgkg (5~10mgkg % 4 HfH) #2722 &,

(GEMEFHARFBAEICE T 5 T8 Fy 3 78 T 5w D)

WE, YZuRA 7y IR (EAWEE) L LT, 1H 1 50mgkg Z 2~3 BT T
SUEEEL, BREZ 3 BEAKLKO4 HH, XiIBH% 3 HEROS5 HAD 2 HE&EET 5,
B, BEOWREBICL EEEET S,

(BEEHEN T HRETIREDILE)

BAEERER O HELOHEXIMERGIECESSHEHT 5,



(2BHAL7IO0A F—YR)
DA & OPFFICIHNT, @H, KA 7 eh 277 2 R (EKY#HE) L LTH
1[5 300 mg/m? (KK ZFIRNIEN T 5, 58O ERIZ, 1 E&E LT 500 mg
LT 5,

CREERMED Y 77 FHER)

(1) WF. ATy 7 eR 277 I N (EARYHRE) & LT1H 1[HE 500~1000 mg/m? ({&
KifFE) ZERIRNICERT 5, JFAIE L CRERFEZ 4 B8l &2,
7B, AFEE, ERIC L EEHERT S,

(2) @HE, NRIZIZy7eRA7 7 I8 (@AYHE) &L T1H 1[E 500 mg/m? (K&
) ZEIRINICERT 2, JFAlE L CRGFREZ 4 B E T2,
7B, AR, ERIC L EEHEET S,

(fig )
(VI 11. A EoiEE ] OESH

14. BRALEDZIEE

14.1 RFERHEEFDIE

14.1.1 > 7 ahRA77 I K (JKYHE) 100 mg H7-0 5 mL ORI, EHHKE
ZMZ CERT %,

14.1.2 $RNE~DT v a y MG OGEITIE, WIRMMERIE & 72 572 DER KA HEH L
QAR

14.2 EXIREHOIE

14.2.1 fHiANESICHTZ-> L, FTRRORITERTH Z &,

(1) HANEREIIROD 2GR WIGEIC OB MEE/NRIZIT O 2 & [R—EA~DEEH T
ThlnZ &, FIMNEFIZITEET D2 &,

(2) #RRREITILZRET D 2 &

Q) FEFEHERMA L L &, WREZF A2 MIROWF 2 A TE B 2k E . L
ENZTCHERTHZ L,

(4) FEFEALICER, WfEE2H5 2 End D,




(2) RZERUVAENHRTERRE - Rl
(BRI I TR DERE)
O GUEIEISA & 0P 256« EIED o8l

BEMEY oIS R D HE - HEIZSWT, ERNAOBZIERT A K7 A4 O8I HCHK, BA
NEMEY U ERFICET2ARKMLE TR LS REINTHLHHL YA TH D
R-CHOP L ¥ 2 AZHBIT HAFD 1 FHEH- 81 750 mg/m2 & SILTWDHZ &b, A
R D E - HBEERE LTz, £70, AKRILUTIBNT, AFOFKEIZ L) FEERE
WFEBL LT B IIARA O Rk - HEOFE 217 2 ERHHINTNDH Z b, [k,
i, JERICR D EET D, | ERE LT,

(FLIEE (FMTRTEEMIICE 1T HHTHT. 4 WIIMRIEFERE) (ST SO BLESEH & 06

BEE)
1) R¥xVL vy ikl oftm

2)

A OB ZEEOERER L P XA TH D AC (doxorubicin (DOX)
Cyclophosphamide (CPA) ] #kIZE17 5 CPA OG- EIZHOW T, stagell, Y >
/BRI E R O 12 . DOX 60 mg/m?2, 3 kR X 4 = — 22/ 2 . CPA 600 mg/m2,
3 MM X4 =—A (CPA 600 #f) . CPA 1200 mg/m2, 3 #[EkE X2 =— 2 (CPA 1200
#) . CPA 1200 mg/mz2, 3 #[FIE X4 =1 — % (CPA 2400 #) ZPHFH+ % 3 #F (2305 #i)
O I FHFRERTIE, CPA @ 1 [a[F: 5% 600 mg/m2 DL EHAE LT, M A7 R
(5 MG RIL, ENTAL, 62%, 60%., &1 64%, CPA 600 vs 1200 : p=0.48,
CPA 600 vs 2400 : p=0.48) . KUAEFHIH (5 FAEMFRIL, L., T8%. TT1%. K&
O 77%. CPA 600 vs 1200 : p=0.98, CPA 600 vs 2400 : p=0.86) DIERITFBD L7
nolo, BIZ, DOX 60 mg/m2, 3 HEMEX4 =2 —A 2% T, CPA 1200 mg/m2X4 =—
Z . CPA 2400 mg/m2X 2 =— %, CPA 2400 mg/m2Xx4 ==— 2 %925 3 & (2548 1)
D F TTAHRER DM T oI 72 3 CPA I EIZ L ATRBEZN R OM RITFRD Hivie o 70, 728,
FLUEOMTET, & D WIIIRICE T D AC IEIZOWT, 4 a—A &z IR a— 281
B9 2 GBI Thiv T e o 7,
Flo, ACHIEL 1 2 —ABIVITEEINITP AR OREIIRELE LT, H5HEE 3
FREI S 2 WG L 72 dose-dense AC 5 (AdAC #&iE) 1%, FHIFLIE OIfAT - 7%
fbfRiE L LT, EWNAAOFEIRRICET 2 8B E, BRI A FI A V2BV TRER TG
O—o L LTHIEI LTV,
LI B &0 IO - T L BRIEIC T B AC FIEOIEWER) 72 YL - & Z2 3 E LT,
TN UEBE S OFRE O L e LR vt T OFF
FLIE DAL R IEIC 1T D CPA & epirubicin (EPI) OfFHICHOWTIE, IEFE Y o/ i
BB O AR % 2% L Lz 6 =— 2D CEF ¥k (CPA 500 mg/m2, MO
5-fluorouracil (5-FU) 500 mg/m2, 3 @E[AEHKG) (1725 EPI 1 [Fl# 55 50 mg/m?
(278 f5l) & 100 mg/m2 (268 ) O IELEAERCTIX, 5 AFEMERAETE, LOAEFRIT,
i, CEF 50 #f 54.8%., K1 65.3%, CEF 100 # 66.3% (p=0.03) . & 77.4%
(p=0.007) T, CEF 100 A REIZT TV e, I, KE Y v/ SEEB B O L8
Witk %G & L= 6 2— 2D CMF [CPA, methotrexate (MTX) ,/5-FU] &% (255 )
L 8=a—2mM EC 60 (EPI 60 mg/m2, CPA 500 mg/m2, 3 HEME#EE. 267 ) . KO



EC 100 (EPI 100 mg/m2, CPA 830 mg/m2, 3 WRkE#H 5. 255 f5) o ity 4cix,
EC 100 £ & CMF BEOMERRAFHM, K OVEFHRICE B2 ZETRD b h o7
(8 FMEFFE A7 - EC 100 #f 80%. CMF #f 78%., p=0.8, LU 3 /7% : EC 100
B 92%. CMF #£ 91%., p=0.87) ., —Ji. EC 60 ffiZ EC 100 £ & bz L ¢, #EF3/A
IR, R OVEEIIEI AN - Tz (3 M5 /E173 : EC 100 # 80%., EC 60 #f 72%.,
p=0.04, KO3 HFAAFE=  EC 100 # 92%. EC 60 # 89%., p=0.05) ., 7=, ZhbH
DO HEGERER TIL, EPI O 1 [ &2 & T2 2 SIS L 0 BhEmHl, B - g, & O%s
MR DBEEE, R OHEBENE < 725 Z ERS e, EPTI100 mg/m2 DigHE = 77 A
T UAMEHAE LR TEIZE > T o T-, A F TN RO R LV |
CEF ##iE DR YER ) 72 1% « 1% CPA 500 mg/m2, EPI 100 mg/m2, 5-FU 500 mg/m?
(1 A EES) 3EMFER S TH Y T ECHFIEDOIEREN 72 1% - &I1X EPI 100 mg/m?2,
CPA 600 mg/m2 (1 HE#S) &2 b,
FLEEOTET, &2 W I ICB T 5 EPL @ 1 B 58728 100 mg/m2 @ CEF, KO EC ##
EIZOWT, 1R 2 — 2B 2 iR AT oy Ty, FURIRZ I T 5 AC
X4 a—2 L CMF #k X6 22— A O tilgadBr Bl6] J O CEF ##1k & CMF #Rik 0 bk
ik 7 R QA EFLE IS 595 DOX & EPT o FuilsatBi o v #4125 LT EPI i DOX
LIEIERIZEOHREA L TCWDLEEZLND Z & L0 ILENRICx4 5 CEF, KOEC
PEDOIERE) 2 — 2T 4~6 a—RA B 2 bz,
PEX, HRmOMBIEFREICEIT 5 EC %k L CEF LD UER /e FYL - B2 %
E LT,
(B MraE)
P MR e I N OV AR E R A % Gt & U 7= AN ER IR AP ST R I BT, CVD Lo A vk
LT, ¥YZ7uaARA77 I K750 mg/m?ifE# G (dayl) . © 7 U AF 2 1.4 mg/m2 §#{E
Beh (dayl) . #4302 600 mg/m? FEREE (dayl, 2) % 21~28 HZ & Ich &
. AP RE S TWD, Elo, BEMEICESE | FEENRBRER BRI A FF
A BT, TN RE 7 M A N I J OV AR R B IE O 5% FI TR IR ORI D — o &
Tz,
[EIN DGR SERRIZ 33 U, MESMERPRAFZE & Rk o IS - R CHWV B AL, BEEHE o
FERFERNE DOFNERRE ST, £lo, BBLLEAFEFERITWTE CVD LA v
T 2 WT I ORI O ERNIRMA SCE CHEBRE SN TS HERTHY | BIAR O
I L R L T, BT e T 7 A VT RERERITIRS, BHAETHoT B R T,
CVD L ¥ 2 UNif T ICmiE s U —E 2 G EEENHES N TND Z L5 CVD L
A TEATHIO o AR KIERIHEE DR GEDO 075 BB RE L ZEZ D DD, BHENE
% BN U N IR B ORI TR @ L 7= [T & | 28 AALSRRIE SR @ L7z [ERfC L 0 |
EYNCRIWER DV E B S 4L, MEIDIG U TRIRE O RLE S U2 FEfi S b D Thiavid, CVD
LA ELT, YZurkrA7 72 R 750 mgm? #EFE#SE (dayl) . B> 27 U AF
1.4 mg/m?2 HiEH S5 (dayl) . #0820 600 mg/m2 i#E# 5 (dayl., 2) % 21~28 H
ZTEORE - HEITEHEETH Y, FINAEE/R FEMAD M fa il X OME AR E IR %45 |
YHHE - HE20AAMRESIRE EAMThHL LB 2, AFIOME - HEZRE LT,
ek, WIMNIEIRAFE T, 7 a R A7 7 X REORF DNARY U OEENRHEIN TV



DO, EBZHW SN T-AFEF O A&, FHEREO &I TR 756~94% Th o722 &
DR SN TNDLDHTH Y | WEHOFESLEOFEMIIAIHTH -T2, £72, ZIK?‘KO)EB%EE
i FERICB T, HEDMHRB SNTIEMZ 1 FlOLTH-722 & biE 2, HEICHETS
A ERIIMD TIRONTWD Z &b, HITE - 82T, iagciaﬁugu\:mi%%
&R L7z,

F 7o, IR B U CIE, PRGN R OVEIR S 338D B VT JERI ik, 5 %
VR U FEHE S VTV D 205, TRBREHRGEI I 2 BRI BUE U 7 BRIRAF 8137 < L RIS D JE
BIRE ORI 2 Th o= 2 &, HIE - AR, B5EIEEE LW
Lr L,

GEMFHRBEDRAR)
NRFWERC T, BMEY oM B ifdE, e RErE A e, e e A e, &k OVE B
BIERIEGERRCRB T A7 udh A7 7 I RO &%, 60 mgkgX2 HM & T 25 CHA K
YrHHTWNSHZ &, & Cancer Principles & Practice of Oncology 6th Edition (Z % [Fl
FROFLIBDHEOONDHZ L LV, TNODHEBICBIT L7 aRA 77 I FOHE - HEE
BB EBEZ T, T, BIEFEARMHAMICKIT S 7 vk A7 7 I FORG&EIL, ARY
M@ CiE, 50 mg/kgX5 HETH LD 114, 50 mgkgx4 H2 71, 50 mg/kg X3 H
2N 14, 50 mglkg X4 H XX 60 mg/kgX2 H2S 1 CTH-o7-, BHIEFERARMEEIM TIX
BAER OIESENZEDOMOMEEELVEZ VLT 20K E LT, FhmiEDy 71
RATZ 7 I REEIIMA, 2 BRBER & 2 VTPl 7 e 7 ) 8RR ST
Do DFRFAMFRLTIX, 7 vAR A7 7 I FOHE-HEIZOREZZ D 5 H DD, 50 mglkg
ZHH 4 HEEEG & TP R HZNT &, FloZcEKoS& | ENE KRR TY
AR L « IS TR EMMER STV D 2 & K | BIERARNREAMmICIIT 2 v
7DTX77 I FOME - AEZ&RE LT,
BN B2 E MM ORLE S L ToY 7 akR A7 7 2 R, 50 mgkg %
HH 4 EF'E.T X% 60 mg/kg 23 H 2 HH &2 Mk - HETHOONIZHENZN -T2,
FTo, BIEMEREBTIIRED & OREFEND DW=, REZ EoREEO ML - HELZRIE
THZELIEIRNETHLZ D HBEREZF-ETAAORE - HEZRE LT, o,
Fanconi BICIKITH Y7 w27 7 I FOME - HEZ, HiRETIIT VF U bHl~D
SRS < | BEMERBLOMEE - BESMRE LV SV EAWHIZRY . v a kAT
I FokELGEE LT 10~40 mgkg O#HIPH THW H LTV, Nelson Textbook of
Pediatrics 16th Edition (21, Fanconi &L 7 /L X /UALANI T 5 m@lidse MEIL. AR RIC
1T 5 DNA EEHEME O RKaA R T 0 | 1 i iR AE o BT L E (2 H 3 2 36590 4 8l &
TREZ IOV STV =, F£7-. Bone Marrow Transplantation (R.G.Landes
Company, 1996) (2%, Fanconi & MLIZ31T 2 1E MM T, & b REBROEFRE I 1L72HT
EL Y AT 7 aR A7 7 2 R (5mglkg X4 HE) KON - B SIS (4~5 Gy)
OO E ENTEY 7 rKRRA7 7 I ROREL &EIX 40 mg/kg (5~10 mg/kg % 4 H 1)
i AN N DY



GEMEHRTBAEIZEH (T 514 <18 £ R O )

RN OV &%t G & LT E A OBRIRRBE TlL, v 7 rHR A7 7 X K 50 mglkg B
%3 HAMD 4 HRAIZELG L TWDMENLL . ENSAOBREITA T A4 12BN THY
R AERTEHESLTWS, £2, v ukRx 7y I FORWERKHEZ BE9 L LT,
50 mg/kg Z MMtk 3 HAK OS5 ARICHERGELTCWAHELHY . ENOBEIA KT A v
WChiti SN Tnbd, 72, —H# R (Fanconi &) /NEEICR L, Y7 kR A7 7
I REREL TR LTVWARELH D Z Enh, BREORIBIING U T EHETRE & 3
LT ENEYEER D,

PlbaBcE ., Ak HEiX, @, > Z7edsA77 I F (BAPHBRE) LT 1H1HE
50 mg/kg % 2~3 RFE2NT CRUMEIE L, Bii% 3 ALKV 4 HH, XIIBME 3 HH K
5 HEHD 2 A& ET 5, 72k, BEORBICLVEERET S, | LHRE LI,
(2BHAL7IOq F—YR)

EHME AL 7IvuA R—VABFEICHT D7 vk A7 7 I KK OHE - AR,
AMY3001 FER O RIZHAS T RIE LT,

AMY3001 #k8& CTix, CyBorD JRIEIZH 7Y A~ TR FEMA (¥ A~7 1800 mg M
WARre7e=4Z—¥ 717y [BEmHz] 30000 U) %#4fH L7= DCyBorD #ik
& CyBorD BIED A ZNE K V22 i LT,

CyBorD JIEIL AN D T A KT A4 CRIBFEORHMEAL 7 I 0 A R—3 A Txd HIE%E
WRO1 S L THRERINILHIN TS, 2 AL T 2 v A F—2 R (Z%4 % CyBorD
BIEEFTH LA RTA4 CTEHEN TV D EERAERLICESE, fFHT R LVT
VIT, VI aARAT 7 I KKK OT XY A2 Ok - HRERE LT,
INHDOFmIL Ty aR AT 7 I RO ML H &I 300~350 mg/m2 (Fx X 500 mg)
ZE1EREOKRG THoTm, FIZ, 7 vhA7 7 I RAKRHORR O BS L FEg G om i
HR - AR P RS (AUC) Il L7, A AT XA T8 U 7 1 A 95.8% & FifLl
LTS ZEERTHRIDARINTND, T DORFEZ R E 2 T, AMY3001 RO~
JaR A7y I RAFOMRE - A&, 1EME T 300 mg/m? (HMKMHE) 2% 0 XX
HRNE G L 30E L, B GRIL, KREHEIC)» D67 500 mg (EAMHE) £TL
L7z, 300 mg/m2 & #&%E L7-FEHE, 300 mg/m?2 OFHEZEM L TV AR ENZL N
Z &, 300 mg/m2 5 & il L C 350 mg/m2 OB GNENIHMEICT SND Z & AR THFSE
FREMFORL TN & RO Ceetbm CEsmblER L EE L &
Th D, BHREEEE UCEIRNTER G280 L2 BB, BRI CORRE 2 o470 T
Hb,

AMY3001 s8R Ci, FHEFAHEE Th 5 ik 7r5E228%) (CR) T, CyBorD Ffé L
#: L C DCyBorD HETHFMFAICAH ERSENZED biv, BAEHTET TR < AARNEH
THL B LTRO LN, £7-. CyBorD %L & T DCyBorD %%, SRR K OVH AN
M<, ZEMEIREFTH-T-,

iz, AMY3001 s B Cld, 7 AR 7 7 I RARFRH O GREEER (B 05 U3 EIRN
Fe5) [T FEEFHMEE H (CR F) X OAFFEZEBURDLUC O W THEMIT M T,
ENTEIELL., O #E DA DCyBorD B 115 5], CyBorD #f 119 #i (UL FEINE) | &R
NI G-D 775 56 il 45 Bl Toh o7z, TDORER, FHGREEK T L O CR FL, BAKREGDHT



I% DCyBorD #f 49.6%. CyBorD #f 20.2% (LATEINE) | ARG D TIX 66.1%,
17.8% TH Y . WTHOFERIERO CR F b BAEM & FREThH -7, BEMEIZONT
X, BEGREMOFEFZORAEA L, 2 TOAEER, Graded L4 DFEFS,
CIZE -T2 EFSR (Gradeb) . EERAEFR, KOS TORBEOEGHILIZE ST
AERERGZONT N LR ORBEE & I L TH LR ET R oTe, LD Z &)
O, BHMEAL T IrA = ZABEITHTD2HNER LR, 7R A7 7 I FK
W OFIRAFR G L RO G L TRIRE TH 7= 2 L IA T, Wb RBREE o i
E LIS U CTH LM RENRO SN o722 L s, AMY3001 iR CRIRE N2 7 vk
A7 7 X RO - AEITEY Cholo 8B 2 D,
UbEXy, &AL 7 InA FR—Y ZAEFITRT HHLEME - HELROR G E0O FRZH
E L7,

CAREERMED Y 737 FHEER)
FAYORE - HE (KEMXEES (21~28 ARIXK) : 20~40 mgkg/ H (800~
1600 mg/m? H) J #&&F2, ENOICEED HEHT L TRACXTT 2 AFI O ML - A%
RIE LTz, T2, BANE/NRTHENR 2D Z R END, A E/NETEZFITFDHZEN
RMTHD LMW LT, E-R GBI OW T EREZEZE L, A, DNEEBIZ 4
B RNZERE LT,



4. RERUVBEICEHET HIE

1. A% AEICEHET IR

(GEmErHRaBEORIER. EMmEMIaBHEIZE T 5B4E e EXRmOAH)

7.1 B RF IS, BEEDBZICR LR NE IS, EERENOHIE LR 5 &2 5BET 5
Ze&,

CGEME R HE D RTAHR)

1.2 WIRFREFE OFBME| D720, #5464 T % 24 FFfElIE 150 mL/RFHEILL E DR &% PR X
212, 1 H SLLULOREHRGTDHE L BICAATEZHTHZ &, BEOERKLONR
AZEL, MiRORZHEG T2 L, [8.4, 11.1.3 3]

CEMBHaBHEICE T 5 B4 FxE Xm0 )

1.3 WRARRIEEOFBMEI O/, WiREOWEY a3t &21T> 2 &, [84, 11.1.3 ]

(fR & HHfaRE)

1.4 A Z2 &b RERTRICENE 2 UV —P 2 a0 MELZBNRE S TWVD Z &b,
KFN 2 G T AL ZIRIE B AR o WS 2 85975 2 &,

(EM) VB, EnHMERBEICH T2 BHE A XEXEOMED

1.5 AFIOEGE, BEAY V2 —VEIZONWTIE, BEYESON A RIA4 0%, EHoEE
EBEBIEGTHZ L,

(FLEE (FATATREBIC ST ST, B4 VIIMRILFRE) ITxT S thHmEEESH & Dot
FRE)

1.6 KADOEEG A7 Y 2=/ OER, G-CSF "AIOHEMFIZONT, ERNNADRFTOTA R
TAEESEIIT DL,

(fiF #1)

7.2 5 1A RS ER C i i e M A A O RITE PR IR O ARFNC K 2 WIRERREEF Y, A AT THIl
SINDZENMERR SN D, AARATEIHTHUERD S,

7.4 1SEMIEIZRIE FICHAET DIER T, AR, B2 U RATF U NS Y ORI
(CVD i) 1oL 0, EENAET S 2 L THEENO T a—L7 I U RREITENIC
SYME . AR ME EF 2D ElE S U — B0 L & oSG N H 5 Bl T4
GRS REE 2012) & BIROL 3 mifE 2 UV —ERIETEFE LT TCVD LD HE
FERTZ o EHEEE O EE & T2 L] ERENTVD,

7.5 BRHA RTA LV EERNNC BT o APEICIBNT, B Y N EICKE T 5 AR H DO LY
A NIEHAFE L, &5, OFREAIEO R - HEZPICHRET 5 Z L RRETH
ST ZENE VB VONEICA WD HAIIAR OB G E E A Y 2 — L EIZONT,
Bl DOAA R T4 V% BFOERESEICT L2 L5 L, HEEWE LT,

7.6 L (FTATREBIC I DIRAT. & 2 VIR ERE) ISk 5 R Y e v i
L DOHFHFHEICIBW T, B8R Y X7 EZ BB L TARORG A7 Y 2 — V2@ IRT 540
ERHH L, o, ddAC FEIEOERBICH T > TUIENIDOHA RT7 14 % T G-CSF
RN O—IR TP GPHERINTNDZ b, ATV 2 —/LOER, G-CSF A
DEFERSICONT, ERNAOEFTOTA KT 525 EICT 5L )RR LT,



(z %)
H AT A © LRI A R T4 2 1 1BYEHR 2022 4B 45 5 il
HAIRR T2 - G-CSF M IEM A K714 > 2022 4 10 HikET 6 2 (K

5. BREKAE

Q)

GRT—2/\vir—o

(EMmEFFHRBEDORIER)

RV—1 BRT—E1R\v7—o
k4, | Phase WES AR | etk |FEY B B
i Al 2 T E LT
EP5 I W5 TFRLR B 66 1 HZ7oF b, HE
FAERAR | 58 UM | 2uE i, 18 vt B © - B FEX, Zhiak
LA RTINS RS AP R TS ) [fl, A —7 Bk
OVHUE fFE AN BPEE

(2HMHAT7IAA F—2R)

BV-2 BERT—51v75—o

© : ikt

Phase P Bk | Lt |3ipEhhe W
KigEO G AL 7 I 0
A R— AHBHE (EIBEHED
e DCyBorD #f : 195 B 7 o2 nMb, HEER.
AMY3001 | 1A (B AA 15 41) © EIAR, S HR
CyBorD #% : 193 [, SATHE R R
(BEASA 13 #i)
O : &R
(EERUNDIhEE - THE)

Y LR [NHHEEICHES S, Ul (FITRERIC 1T DHTHT. & 2 WITIRR L%

5) | tetMieE, WREEHED U v~ TR A,

D D BRE R A T LT I T o )
(@) EEREERR
DR L
() RERGERHER
DR L

b

MR 35 1T 2 BAE A et i 0%



(4) #REEAIEAER
1) B3R ER
@ & i E A R A O AT TE R
=P 5 I AR ER

BRI, ARYEEBEVE IR, F R RIEGRE, BN RAEE T O A R R R 66
BIOEBFIZR LT, MoORHEROUFH T T, A4l 1 H 50~60 mg/kg % 2~4 H lfFkE
L. TO%EMESMIAL A F2hE U, RiiaSEA o 3 4 0 L7,
AFNOEHEINHI R B 0 1% 98.5% (65 111/66 f5) . BHEREAEH Y 97.0% (64 $1/66 1) |

BIEEDREZNEIT 95.5% (63 f4l/66 f5]) T, T+ <hi-FhErRr LT,

£V -3 EmEFHERBEOIEROBSHR

B RE N 2h R
HNEREAM . . -
;(‘TJ'%’@‘IJ ﬁfj] /\\\)(jJ #U/:ETHD
AR, R A, B R R R R 61 60 1 0
HE AR BIEE M 5 5 0 0
18 66 65 1 0
BB BEMa o 35
HNEREAM i . N
oy HEN mZh | HIEAEE
AR, BN AR, R R R 61 59 1 1
O FAE R B 5 5 0 0
&t 66 64 1 1
RIVER DR E TR
B NEREAM " - e
. Hah ) | HIEAHE
kA fypE, B EREE A, BB R EE R 61 58 2 1
FAEFAER B 5 5 0 0
aFt 66 63 2 1

AFNT A MBI A2 LA (300/mm3 R, F) 7.5 A) &8, Fo#% Ak
1000/mm3 LA _EIZ FeESH) R < [FI1E (BBAEL Y 16.56 H) S5 2 &nh, ikl mg

BREDORHAR DRI ET Db L B2 b,

BIVEFZEBIAEEE 1L 97.0% (65 (/67 f5]) Tdh-o7-, EAREWERIZELD - i 91.0% (61

167 ) . THIROOWNESE 62.7% (42 /67 ) . BiE 56.7% (38 /67 ffl) T -7,




@ 2HMHALT7 I A F—v 2

ERS AL E A IARRER (AMY3001 3Bk, HAANZ ST s T —4x) 11

THA v

FER, 77 b, FHMM, Shia Ik

POES

KGO G AL 7 I a4 K— 3 A HE 388 {4

[DCyBorD #£ 195 ] (9 H, HARNEFH 15 ) . CyBorD # 193 5l (5B, HARANBFH 13
#) ]

T,
i e

CHHBRREREAIC T S u A R—3 R LW AN 18 5L Lo B
cUTFTOWTINZ LV ERINSIEHMNAL T S A K=Y Z2AORERERE 2/ 5 BE

OImiE M &\ =5 g/l (M58 F 8 KK Eh KON 2% [ E I E V)
OMmig RS (FLC) =50 mg/L T, «/A B+ L < 1T involved } UF uninvolved i
Bt 7% (AFLC) =50 mg/L %% 9

AL 7 I uA R—=Y A HEICAET DR E L 1 DL AT 5 8E
+ ECOG performance status A 27 75 0~2 D HBH

T
BRot 2L E

s BHME AL 7 I nA R A ISR EMEOTIREZ AT 28E (T 7 LMURTORK

BERENT IV AX Y 160 mg IFSEDa/LFaxTof REkEL)

- SEEMEZFEVE B RE O WIE SUIB 2 M A2 65 5 B
c\BRAROLNEREOZET U A% HFT HHBH (NT-proBNP>8500ng/LL, NYHA (==—3

— 27 Dlife) B2 7 AMB UIIVED.LAE, 6 5 AUNOARZERLIE,/(DfiE
FEIZ LD AR SUTEIINRA o & —_ o va v Bk AN A S F i L)

* AR OO 6 YA 7 /VOIGHR T ICEHMBEL TEL T D EH
« T U F LMERHET 3 FELUNICESNE AL 7 I v A R— RPN OB OB H 2 (BF

BB R O A . = S SO TR LR . £ O OIEREMERZ T, 3 LN
DFEFE Y 27 Hiish TR BEICIRR L7z LIl S e 8 2 R <)

« FEV1 3 IEH FRE D 50 %A O @ VEPAZEMEMIAR G & Bl S o i, ik 2 £ o e

FELL LRGN R, IIBIEa s br— L KRR EEH T 5B




B h5-J71k

V.3.(1) HEROCHEOHH) OEZBROZ L,
WTNORES 28 HHZ 1A 71 & L, REEITUIRTME AL 7 I a4 R—3 22
DU E T, ¥ TV A~ TR TERA (¥ 7Y 5~7 1800 mg KA/ E T Lm =
Z—8 7TA7y [Biaffz] 30000 U) 1 TxE 24 1 270 (FI24) £T, AT
Y7 (1LHEMM., 1.3mg/m2 & F#5) . 7 akRA 77 I R [1 #HER. 300 mg/m?2
(BEKWRE) | B0 UTERIRNE ST D, ROT 3922V (1R, 40 mg %0 X
IIE RN E) IRE 6 A 7 v FE TRE LT,
% T U MMEF VT ER T vy 7 %V Mayo Clinic Cardiac Staging System (2553 <
DRI 2 (stage 1. 11, MMa) . &M AL 7 2 uA F—3 ABE T 25 i f s
R oAl 2 HELE T 2 [E 5 0> (HESE S 5 [H  HESE L 722 VW [E) R OB EE (CrCL= 60 mL/min,
<60 mL/min) % EHIK & LT, DCyBorD # XX CyBorD AfIC 1:1 DTT ¥
ZEIY 7,
*1 7 /57 LAt/ 8— s OBALARTIZ DCyBorD ik D% 2% feR8 3 % Safety run-in /X— b & Efi L,
DCyBorD #EDZ &R OBBFENHER SN2, T M= EBET22 8 L
k2 Mayo Clinic Cardiac Staging System (255 < .Digs 5]

fEl%IKF- : 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 I : NT-proBNP /% Hs-cTnT DU DM ERRIR 0D 5t &5 7= 9

stage IMa : NT-proBNP % " Hs-cTnT O3 b fERRIR T D5 &0l 7= L
73> NT-proBNP =8500 ng/L

stage b : NT-proBNP & O Hs-cTnT OV 4 b fERRIA T D 5 &4 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)
F) v/ mR AT 7 I ROEKHE MG BT OREmEREIC»» D 5T 500 mg (HEKDik
B) & L7z, 72, ROBE GEA) RKI2IX 1 EHEZ 50 mg BAL T D #5 Tz, FRIRP B G
WZiE~>r= b= &AL,

1~24190(1~6il)

F~EHT9N (9—24i8)

7170 (25:8) LIkE

1#4 712880

1#1 702880

172880

185 | 2@= | 3mE | 48E

18 | 2@= | mE | 4mE

188 | 2mE | 3mE | 4mE

#59nTT ' 4'
1[EL.1.800mg

ET#HS Diay1 Dayd  Dayl5 Day22
LORATPIF

H*is I T

1@, 300mg/m?

[EARE)

e L

HENFUET
1[E]. 1.3mgfm2
ETES

Day1 Daysd Dayls  Day22

Ftra . ; : i
40mg/8 ?I ‘iI ﬂ AEA[
BOMN MM DaIyI,Z Da;-B,Q Day15,16 Day22,23
e
(BN 23 ‘ ' '
TSR
e e |

Dayl Dayd  Dayl5 Day22
[m | e
AR (E&)

Dayl (1477 JLha)

T 1

Dayl Day15

Diay1 Dayd  Dayls  Day22
Disy1 Dayd  Dayl5  Day22
11
Daly1,2 Dayd  Dayi516

* #

Dayl Dayls

1

Dayl

=]
L

Dayl

TR ADTAEO N R S

PEMENEER (7 & P 7 IR L BEOR S © 650~1,000mg) -

: 20mg, =AM 5 1 ~ e HA2z A [V 71 S SRR EEORS - 25~50mg LRSS (o ai mkpies LAl

© &l 51 ~38 A
O IR TE BRI ER - C101 [(EL-FAAAMEORS @ 10mgR LEF&)]
: @I S 248 mLA

1 #s4aer@nns - 20mg

-
[]
1
1
4' FEHHAFTATOHE - 4A0mg
(20mg ¥ H HRILT2BRICh- 388 557

#1241 Ffbayl . B 15, BUF22, 3~G - 7l Day B 508 B8 LL TOFFHAa7 1, DOyBorDL# A - O F s/ L BT 305 Lo,




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 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

fi AT A I

T

<K 180 Bl D72 &b 6 A 7 ADIGH AT T LIcRE sl A ZMED TR, 2 EE 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 2 7MiM & 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
RE] HA AL
DCyBorD #f CyBorD #f DCyBorD #f CyBorD ##
ITT 4£H., %k 195 193 15 13
LAVEMRAT R SRR BiEk 193 188 15 13
11.893 11.105 10.30 12.94
52 Sl
RESM TR (WEH), A (0.07~21.26) | (0.03~21.13) | (3.6~185) | (1.7~18.4)
- 9.626 5.322 10.152 5.290
BRESFMAIE (W), A (0.08~21.16) | (0.08~7.33) | (3.06~18.50) | (1.54~5.59)
. » 11.0 6.0 11.00 6.00
BEVA 7 ARTRE () (1~23) (1~6) (3.0~21.0) (2.0~6.0)
FEF FH B R e (REPH). %
. I 85.8 86.1 87.97 78.98
Y7 RBAT T I FARY (30~116) (31~104) (65.9~98.1) | (43.4~98.4)
BT T T 96.6 97.4 91.34 91.98
(4~105) (57~107) (4.2~103.1) | (57.3~100.7)
. e 100.0 100.0 95.83 97.87
RIS L (33~105) (57~102) (60.4~100.0) | (70.0~100.0)
- R 100.0 - 95.45 o
7T (33~100) (88.2~100.0)
LHMEAL 7 IuA R—32 (T
*T D WIERE, Bl (%)
PUEE AR 20 (10.4) 90 (47.9) 0 7 (53.8)
ASCT 13 (6.7) 20 (10.6) 0 0
VAN 1 (0.5) 48 (25.5) 0 0

ASCT : AR Al

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

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

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

5.13 [3.22~8.16]
p<0.0001

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

CR : complete response

% 1 Clopper-Pearson 3512 & 0 H

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

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




(2020452 H 14 HZ U =H 7 v b A 7B A
ik (%)
RE
DCyBorD #* CyBorD #*
(193 1) (188 %)
Srn NOD) VL B S
%g;;ggiﬁiﬁfg 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. TAMgeME/D) o TRIEMER) |« NFIEMESE) &I
InFFGx TBEEMEHV] &L,




Btk (%)

A 2 £
DCyBorD #* CyBorD #*
(15 #i) (13 #1)
Srn NOD) VL B S
%g;;ggiﬁ%ﬁ 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)
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)
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;;g“iOt 1 (6.7 0
T4 fE 7k 1 (6.7)
BIRE 1 (6.7)
A MATaTA LA
A e 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)
* 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
#E 100% (7/7 f5]) I TNZ DCyBorD #£ 100% (30/30 f51) TN CyBorD #f 96.0% (24/25
) TIHoi7,
ZAVEFLxE5] (DCyBorD # 193 #1) ORUWEMAREILEIL 90.2% Th -7, EREIEH
ﬁ/ﬂé‘l\iﬂzﬁﬁ liXTﬁ’ﬁE@@ﬁf—n_E/Q?‘_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) REMHB
DR L

6) BE - HEAHER
DR L

6) ML

1) ERRERE (—RERARERE. HFECARGRAE. ERARELERE) . BERTH
T—EAR—ZAHE. WERFTRERAZBROAR

A% L0
2) RREFHELTERFEODNBXIEEHR L-AE - HBROME
A% L0
(N 0t
D B ERI QN R AER DO FER
HEp DA
FFRFAAE A2 31T D B RANE QNS AT AER OREMRIC K 2 A7 shMERFAlc 545 (AR o> B Ak
FGH1) 4976 BIDOREHIARHRIT, RV—4DLEY THoT,

£V—4 BEBRE
ZhAEIE 73h TEh g * ZShABIE 73h TEh g *
EZ =) 159/362 43.9 | 18P A E 92/191 48.2
Ci IR 616/1060 58.1 | MHIFA 17/28 60.7
gy 152/537 28.3 | HE 57/270 21.1
FLHE 364/1005 36.2 | g 5/21 23.8
et =Rz 134/382 35.1 | JIF 13/33 39.4
ELMEZ IME 2/3 — i 31/132 23.5
T E 63/304 20.7 | SEALHESLE 17/27 63.0
BN B 166/358 46.4 | HEBEMEREE 25/39 64.1
PRI, 42/84 50.0 | R P 22/34 64.7
B 28/61 459 | BMEEAME 11/45 24.4

* AR (%) =HRGIBUADIERHE R BI% X 100

2) L (TN rTREBNC I T DIfAT. & D WIINRRAL 29 E) (kb9 Dot Al & o fFH

FRET

D AHlE RV e st & off s Bl

@) KKl TR & OO R 4

@ AF| LU, Tt T oL e off R [102]

TE 1 ABEO RN R OEEORILERIC SN TIE, THAAREES . FE YA ey (5 AC K
) 1 RO THERARIEREE . vy (5L ECHEIE, CEFEE) | 22452 L,

3) e fo Al i e 2

2 BEimaE (FrREimiEL ) | ST TR OCAENEORILER (KNEAEFE~DF
PRI WEE) 22952 L,

<+

g:_/l

K



4) JREIRPED TRl Y v~ F A3
2HMETY T~ =T A, RHMEMER AMBINZRNE R, U =7 T RWIEEE, &ML
BRI, Churg-Strauss JEGERE, KENRIIEGERES) | ZRMUEMHEFEMH%, TREE, 1]
BRSO, RO % & 1 5 BHAME Y v~ TR ER
E3: NAEESED Y Uv~FMHER] I3 22 aM K OEIMEORIER (AFHFE~OZLMEICHRD
WwmEE) 22RTLH L,
5) & MR REAR (35 1T 2 REAEF ot i 93 o #if] ™ 4

4 NEMESHRBAL T 28R S R OIH] ) (32 2t O MEORIUFA (2% H 5
~OFBEVEIRDOWEE) 22T o2 L,



VI. EMEREICETHEA

1. REZMICEESHSEAMRIILEYH

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

2. FEE{EH
(1) YEFREML - 1ERKR
NG EAIES
1 YEREAL
S R A e
2) 1ERHEFY

U uRAT 7 I RIFEERNTER LS %, EEMRO DNA &Rca lE L, SuEEE

HzEzbbbT B on TIN5,

O ~ v A Ehrlich & (BEAKM) 12 75 mg/kg & JEIEN G- L, TEEAIIE OZE A B T3
BRI Z A, DNA KO RNA O ALE LIZHH L7225, DNA O&RE L0 8
(4 L7 (18]

@ ~ 7 A Ehrlich # (J8/K%) 12 30, 60, 120 mg/kg = EENICHE G LI2HE, WTho
BHRIZBWTY, EEMASREH O G (RATH) (T/EH L, M# (&) ~
DBATEZEOH, TORRE U CHIZOHESE 2 ] L7,

7285, 120 mglkg B GRECIHVTIE S 1 (DNA AR (2B 1EH L= 4
(2) EhxEMFTLHHABRBAE
EANEE) SIS
1) BB AE NS (%9 2 203

~ 7 A® Ehrlich . Bashford #. 7 v~ O & HRE, Walker J#. Jensen PIEZE 2% L

T &7 B EmHI R 2R L, ~ 7 A L1210 Aifji,. 7 v MEKFE AH13 %01

1% < OEMBHEPEIREH & L CHEMZNR 2380 T % (151 61 D71 18] (n vivo) |,

2) RN R
7 v NEHRPEORBRICI N T, EREINIC D ZUG ORI | w3 EUG 13 B, Mo
b, O, MIE omiE %2R0 7= 19 (in vitro)
() YEFRIRRFME - HrfubsrE
LR L



VI. EMEREICEY 5EE

1. MAREOHD
() BRLADGMPRE
R L
2) B&
1) IEPEEH)

RBTRASN-OPRE

HHEOBEMIEEERE SHICIERAY 7 nh 27 7 I K 20 mg/kg® & 5l 5 L7- & X oM
HOEHERBY 4t Faxo v r/ahA 7y I R+TARKRA T 7 I R) A9 60E Tl
LY ERE T A — X 2RV —1 1277 200 E AL F—4) |

RI-1 FHAKHADOEDHE/ NS A—4
e Ex « Cmax AUCo12
(mg/kg) P (ug/mL) (ug * hr/mL)
20 8 1.31£0.73 4.66+1.20

Crnax : F e MAE R EE
AUCo12 :

(RIEW: - #OEIE)

P G- B 12 W] & C oD A r i 2 - FE R T e

X KRSV - B IEIEREIRIE DT DI KRS O EmHELZ G LT 2,

KO EDEH | OEZMR)

2) REARL 7 vR A7 7 I K RO
AFEEMEIEG R I, AH 2mg/kg (341) . 8mgkg™ (641) . 32mg/kg™ (4 4) % #IRN
#E5 L, METOMREPIREZLLAETHE LZE ZA, ’IVI-11RTLE0, &E5#% 2~3
REI2 IS BB EIC BB L. DA L CL 24 BFIIARICITIE & A EIERICiB 0 e o 1z (21

32 mg/kg® (4 #)
(6 i)
(3 i)

{ug/ml}

RS

(ug/mL) Total f&

70 | (Rt + A ZAK)

65 I T+ A A 5

60 -

55 -

50 |- :
m 4 {—--[—-- 8 mg/kg*
B 40 F ——F— 2mgkg
T
30

25

20

15

10

5

541 2 3 4 5 6 9
B ]
EVI—1

KOHEOME) OHESH)

24 (hr)

70
65
60
55
50
45
40
35
30
25
20
15
10

5

CPEME PR R )

( Iv.3.(1) &

Direct f&
R ()
B R AT (R
B —3— 32 mg/kg® (441)
i {_“F" 8 mefkg® (6 )
i ——F— 2mgkg (3

J TS ok el ot I §

541 2 3 4 5 6
RE ]

BHARPY T S B D M 3R P iR BE
% KROVIE - B ; IEPEREIIE O 7 IR O R E £ 5 L T,

(hr)

( Iv.3.(1) &



3) REK 7 ukR 277K
@ ¥ i AR O R TEIEE

AA & G M AL ORI L7ZBR D> 7 m R A7 7 X ROKYEE N T A =X

ARVI—217F GMEANZLDT—2)

RV 2 EMFHHRBECTARFICE TSI OKRAT7 2 FOENIE/S A —4

e (hr) PR E 1 X
i R :
Dayl Day? p i ) ik
t FE
1% 5* <o.
7.1 5.5 P<0.0005 | (\p ke ¢ o qpii o) | 22
t FRTE
+ +
47+1.3 2.8+0.4 p<0.02 (GC) [23]
’ = 2 N =
87+4.6 3.6+0.9 p=0.00000 Student’s t BUE, % *HIE [24]
(GO)
6.77+1.27 451+0.99 | p=0.00001 Pawedtzggfﬂedttem; [25]
¥ EREO R OFH CEAE PR R )

GC: IR/ u~w NTTF7 44—

@ I

12 Bl O Ly BEIZAHK] 175 mg/m2 (250 mg : 4 . 300 mg : 8 ) *Z RS L, i
fEhs 7uR 277 I NEELZ GCTHIELZE 2 A, EVM—3 17T 280, REIED

VI aRAT 7 I NEEIX 2 MMETHER L,
AEANCEDT—4)

AR () 13 4 BT o 7 [26]

RWMI—-3 REEHE (70K T7IF) OEMBHB/ISA—4

o . AUCo- Tz (a) Tz (B)
= 2
BT AL (mghm?) | BIEC) ) (hr) (hr)
175 12 44.291t15.49 0.16£0.08 4.28+1.37

(HEE - GC)

AUCo-o : # G-I 7> b BRI S C oD i 45 e BE - IR ] v 1 1o

Tz ()
Tz (B)

o AHD IR
 BAHDI IR

P2 fE =R 22)

X RERANIE - TR (TV. 3. (D) FEROH RO DOHBH)




2.

3.

4.

Q) H&EE
MBI L
4) BE - tREO=E
1) BHEORE
MR L
2) PFHSE DR 2
VI 7. tHAEAEH] DHZM

EMEERK /NS A—4
(1) fErAE
ZHEER L
(2) BRILEETEH
BRI L
@) HEREEEH
AZEER R L
4) 29V752RX
AZEEE R L
(6) HmEE
0.763%0.161 L/kg (261 (CE¥fE + 12 1R %)
(6) £t
MEE R L
BER (RE2L—2aY) @i
(1) R
LR L
() NS A—FEHER
LB L
IR AR

BA=RPNA

GHEANIC L D7 —%)



5.

kil
(1) ik —RREFT @AY
L7 aRAT 7 2 ROMmE— MM ORI, EH R A0S MRS T IoEiE
HEEZLND RN (THF)
(2) Mk —ReAERIPT @AY
vy aRAT 7 2 RIRmE— BN 2Em L, RIS ER S RET YO —o L LTS
EnTna 8 GHEACLDT—4)
@) FiA~DFITH
BT ~OBITAHR SN TWD 29 GE AL 57 —%) |
4) BEERA~DOBITH
MEE R L
(5) FDMOMBADIITH
< 7 A UCHERR T 7 nAR 27 7 2R 500 mg/kg A EENR G UL FHEE L7-BEOMARN
PRSI, MR, FFCIRE G4 1 MR ORI 2R L, W& bR < oMLk <13, 2 Wi & Ty
MU, ZO%ED Uiz, BCiE 4 B Cls i %05 Lz Bl
1REREE MRS IT B> > B >R §
2 REfH# W >r JE>REE > >k £ (Carcass)
4 BRI B> B ST B>m w>E 5§
TR BRSSO B>R > B > K
(6) MIRERHFEEE
v aRAT 7 I FOMBEEA/BEEIT 12~24% Th-7- B QRN L7 —%) .



6. fel
(1) FRBIERELR UBIEE
1) (R

T uR AT 7 X NiE EICITEEESE CYP2B6 TR S, IEH ks, 72, CYP2C8,

2C9. 3A4, 2A6 1,7 BAR AT 7 I FORFHNTE G LTV D Z ERHE ST 5 B2331[34
(in vitro) , ( VL. 7. MR EAEAH] OHEZBHR)
R S, TEMEL SN IR E DS TR R & BT 5,
2) RS

FERPIC B W TR I 2 LT 2RI BV 2R3 8 5 IcHEE S Cun 5 [Bal136)

0. _ .0 0L .0 o
P LCH,CH I 9?'33_5_4____* I}’-T\N,CHE(,HE(,I
NH — “CH,CH ,Cl REEMAL NH
FoOAIFLLSA 3
LHORRIFEF To FLI7AKRATFE R +
(Bto oo FLE)
24 0J—A40) PAS0
et d—¥ l SR m__CH—_gH
2
0. .0
0~p20 . P g - CHaCH 0 sRR7ERTATE R
Pl -CHaCH2CO Ao d—¥ R N choma
NH =~ “cH,CH,0 [————-=77 -
[ Faet | o
OH AT RLOTARRTFEE
EFAXLLORRRAIFEFR
JEBERER ,‘ t o
=t oL -
FILTEK Pz
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R¥ Ve ok, NRe5, -, o0 | B, HTOHEEEZET 5,
T ELE L R H & OO HBIEK T H%ICE

FEYELFEENEI LI E D

WEND D20, R T

LEYMREEEHET D2

ErHnEETHI L,

(fi #1)

AMESCRIZBNT, 7 rAA7 7 I RE R LBV VHEBIE L OFHICEY, REFyre
UM BB BRI U CIRW R G E TLEELI BB T 2 BEZWDNHH Z L0, TV
A7 U CREROREN L IR AT 7 I ROL@EEDY A7 7 5 72— L7 5wl
PEM B D Z L NG ST g B0 kx v L by U HEEE T VL B R S b ARFK
EDOBFRIE (ACHIE (RE YAV EV R - 7 nk A7 7 I F) [ ECHE (meve
VUM - v/ a R AT 7 I R) | CEFRIE (/7 ukAT7 7 I K e Ly R -
TNFu T iov) ) RATRHIROMEEORIUCHNITEET 2MNENH L, £/, ZNbD
OFRFEICRIT 2 LEEIIBEIC S b2 BENNH 5720 IRFEK TH% b BB E 2N
VETH 2 12,

10.2 HAEE (BRISEEI S L)

FAN 4 5 EEAER - FRIE ik BEFF - fapRIA 7
Ik 5 e 757 it e 79 iy e st A ORI S | KA =a) a2 T T —8
AFXY A b= L5 TR S AL, IBIEVERERE A | (T D Ao A 5 it A A1 D
ZTBTNURHD, fEEEETLILERADN
TV,

(i #n)
AMESCHRIZIBW T, 7 BB AT7 7 I REHBRICAXFT A N=U A28 L& 2 A, Bt
FENTI DS FHL LTz & OFEFI SRS Sh T 5 [e1l162])
AKFNIAFH A b =0 DEORNEFR R O HHFE THLa ) o AT T —E 2 H
THZENROONTEY, ZO7D It AtfEA OVEH 2 898 U, Sy Ik % 2
TEEhWRbDEEZ LN 63
(Z &)
IR R BAGR SRR IR B 2 L TR A3 LU O FKANE & O AR A A 0 T REME 73 FME SCERIZ T
WEIh TS GMEANZEDZT—%) &
) v rFoLoptH
7 BARAT 7 X RIIREMGEWER 26T 5720, U7 F KT 2 OGO T2 T3 <
npled (U s Fo LTSV 7 FUBRMBRRER . TRBENARHD) |
2 A RAZT L EDOBA
BHARFEN 1 BIRESNTHD 6870 v RAZ Vv L OB RIRRD TEEICIT S
WEND D,




3) S —FTIN—r T a—A DB
vy uk A7 7 3 R, B HEEESE CYP2B6 THRET S 523, CYP2CS, 2C9, 3A4,
2A6 HLAKIORBNCE G LTWD Z ERHE (in vitro) BEn Tkl Y, R shigtf
SN REWEN TSR ERIET D, 7L —F 7 —Y ORSNIE IR S T R S o
95 CYP3A4 #5545 66671 = Lone, BENTL—F T N—URS =TT =2
2—AEERLEZEA, Y7 akA7 7 I FOMRBMNIE SNPUEEHE NI T5 2 &
NEZHND,

. BMER

11. Bl4ER
WOBWERNS LD I ENHHDT, BELH0IATV., BENBED ON-HEICE
B2 RIET 572 C@URAEEITO Z &,

(1) EXGEMER & MHER

11.1 EXGEIERA
Lm%%@%ﬁ®m%$XiLm%%@%ﬁ B DB AH R e e LW OIHNCAA &2 $ 5
THHEITIE. BWEHORBBER S 20 HEMEDSBR R25B8ZMNH 5O THET
5T &,

MN112avy, 7F743F% 20— (OWTFRLHEARD)
T FFRIREE, Wi, SR2. RIUESERH S DD ZERH D,
11.1.2 E%IH BEEAD)
PLIMERTA | i, A LB MR ﬁ@ﬁ%%bhé*&ﬁ%é@? AF -
BF HPIIIARM IR OBIZR 2 31TV REDPFBD NI HEITIE, REFBEOIER,
ﬁ%\ﬁﬁ%®ﬁﬂﬁﬂﬁéfﬁz&o[&L9l1£%]
11.1.3 HimAEBEBt k. BEREE (W3 bR
(% EMEHIRBAEORTERIC, A AT REH TAA 2 &G Lizhe, iR o
RN 356% (RIRMIMLIR) Tholl DW|ERH D I, ]
[7.2, 7.3, 8.1, 8.4 &M]
11.1.4 41 LR, BEBHMI (5%A5™)
11.1.5 FREMME., FRMEE (WO bHEEARD)

) FRHlHE RIS <,

(Z &)
NS FEE SR
3) Hows, J. M. et al. : Br. J. Cancer. 1984 ; 50 : 753-756  (PMID : 6437430) (198402851)



11.1.6 DFEE. DFE (%AW . D2 URF—T, DIEKR (WIS HEERE)
OFFFEE DAE, DX R T—T DR, DEBRITRER L DN D ZENH D, FHIAR
Al mHE TR T 256 (GBS EORNRS) 1L, +0ICEETL 2 L.

) ARk RIS <

(fg &)

D R =T D)

CEIICI VT, KA L DREBIR 2GR E TS RVDH R T

—7 OWEN 11 6 (DEBITRZETe) | DIERORED
6 BIERI SN L h | TERRRIER] OEIZEF L T,
FEE AW L7, [RERREFOBE %2 FRilornd,

JEBIOMEE (X R —F DIERIT)

== =1
@%%%ﬁm 1HE R ,\ﬂwé
PE - A (B ) B 51 TR K QL&
- 50 1% | B 2200 mg | (5K 9 » ARl | £HBEELHY ., TEZZ
[BINEYS 2 HH MEIRE TR BT,
(72 L) UETRAIT. SRR A & 2
#e=-3e5 Y
(5 o Al | BRI TR
% D% HALRIENkGE
(10 HAD) | FEffaE M FFEE $ERM H A C AR
(5 Bl | &5 BB T (2 Gyx2[E/H, 3 HIE)
(8 AHEN) | ~ARRTA N RBRTBEOT-. 77 7 EJL 200 mg
X5 [Bl/H B 5-B4G (16 AIF)
WEBREH | BB OBTEED -0, AFH| 2200 mg/H. AFNZ LD
HmPERERER FRED -8, A AF 1260 mgX 3 [Al/A # 5-
BRsA (W Fhd 2 B
BH&T1H% | BHEA G EROTHORD, &2 0l LZKY
1.1 mg $5-BR4A (LAt I A i BE G 3 e e 8k
3HE | BRSNS 7 RF =00 OREE BT
4 Bt | B A ITIROTHOSD, A M FLF¥—h 12~
18 mg/ H # 5-Bi45 (1~2 HRIMRIC CTEF 3 [Fl# 5)
SResing 10 B2 GBELR) | LEEH» A EETROFZH 0

ArpEsE (Rt 7+
S TT)

29 H#

30 H#

39 H#

CT, == —TIILERITHE &+ BB OIREZR O,
FO%, HUAERSLZEE L2, ME O REEA e
72

g K82 B B

MERT, REKT

T a—FRCLEBROMEELZRDT,

g K82 v FURAIE &

LEEZEH] 300 mL

DI, MEdGE, JREERMER & Y

72 L, R RS Uik

DE VR (MEET, REET., DR Ol
NG

UL B

| #2595, 7y zmEn




FEFI OB (LK)

BE RI1E

1 &G &E
fif L s R
PE - (A e 5300 @ K DML

7 - 30 fR| B HiAE 2900 mg (B5H 2 400 | 2 EERSHBIL, EEY2

[BINEYS 2 HH FIMEREEZ D=, YBEREAT

(72 L) VR BENE [ LS & 2R

BRI B IS AR, &8 BAHRREHETT (12 Gy)
B5GA | BB ORTRRO D, AHKI 2900 mg/ A %5944 (2 A
i)

BETEIE e bk T 4 Bt% | HLA — SR8 X 0 B R & 1T

L (147 X 108 B DA RZAIHE % #iE)
6 A% | BBV
HUEH, G-CSF & 5-B44
9 B#% GEELA) | Al
ECG12 ###IZ ST ERARBD Ik &2
viaZxzF s F R I UL T R= /D/%n@ﬁ&%
Btk (4 HTE)
12 B4 | Mo s &
¥4 » A% | AvboREsEE

B

PEmE | L

11.1.7 ARIRBRIVE DTEE 7 BERSE (SIADH)  (BHEEEARH)
K7~ U U AMAE, RIZEEMAE, JRET ~ U o LAPEEOIN, SRR, &g, Bk
S E D PURIR BV AR A S WMERERE (SIADH) b obd ZERHLHDT, 20
KO BGEAIITE S 2RIk L, K EBEROGIREED 2 LEZITH Z &
11.1.8 hEMREIEFEFMEL (Toxic Epidermal Necrolysis : TEN) . BZE§¥£H§ﬂEﬁEﬁ%E¥
(Stevens—Johnson SE&EE) (W40 & AHEE )




[8.1 &[]

11.1.9 FRSREISE. B (WP bEERS)

)

[TFERERRTE . H

CENIZB VT, AAE OREREFRE SE T 2 WO ITHRER S, #E
DOWED 36 BIEREI NI Z &b,

ERRRWER ] OHEIZIBR

LT, EEEME L, REROEFOBEZ TREIIRT,

JEGI OB (TFRRRERE T, aH)

%%%%ﬁm 1 HE TR (Tﬂwé

PR« AR (2P ERtaon 1| o N DML

208 2F =Y T | 700mg |53 » AR | BB BRIERIC TYBEARE
~ h =5 A 1 H R WEORR, M) T~ h—F A L2, AT 1A
(185 i 1 JiE R R4 52 i
Jvo— 7 2B ABRLHINS T AT 2 —F - [HEREEEORE
R, TR ~ s B A Rl ST AN, R R
M) RiBEIB S 9 BITRA KT L, EFEIZITSVN TN

#hH-H
FeHAET 15 H A
(FEHLH)

17 A%

25 H#

7o

PLDNA FUADK T REDL L R  N—TABEIZ K
DEARGER L T2, R e300 OR
) 2OV AFEERAT (700 mg/H ., 1 HE)
EHIRRATIC T8RP SRR O EF- 2338 5
FRTERIE 72 < . ARANC & 2 FEHIERFREE O wgErE A
mWEEZ, RimBleL Lz,
RADFTLLH Y, DL LEERZ b BB ik
Fed D 4 CIBEE
HEZOBIEALTMX N Z>0 THY, BEpnELtEZ
776

sk
EHREBIIHBNREF T, 2 T~ =T 2D
THEME EH 2 R b 2 ERIT A Do h, IR
B BT

MR TR EOEEZ RO, B AL
BEREIIARI-ATEY, 2 X7 7—BDRTH
NI o T, FARMNIT L &R bR £
E L7,

TNHIT AR L TVFALYTF - 7Y
Vo VAT A VELEA 80 mL HE B LA
AFNIUNDOEANC L D FREEEZEZ, 7L F=Y
30 mg/ H } OMEIE Y 5 ¥ 7 LIS O #H 29~ T ik
FEER i (CT KO US) TIFHFICBF AT RITA D
9, HAV - HBV - HCV &3 & E

EBV - CMV BY: 3B ARG % — T, SR OfFREE
WIZEA S L TunZaus Ly L7z,

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

[ HAIEOH DNA JUAMA 35 L Efi, MAMEnZ
;I A NIRRT,




30 A%

31 H#

33 A%

38 H#

40 H#

41 A%

PL DNA HiiflimEfE L 0 25 %) 7~ h—7F 2ADHE
Bk LA AZEL, HESE OB G ETERNE
EZ, AFALTL =12 1000 mg/ HIZ XL %00
FEVEREAT (3 H )

(& ZAN, Z0Ht DNA HUKMID AP RICEDO S
)T h—FT AEEME EF 2R T LOTRL, A
EROMBEIZ LD RFETHDARMENEW D &P %R
ML VG I, AT a4 R2UL REEENEENG
S L 7p o T TREME DN L)

NGV AT IF—POLEARY—ZIZIFTE=T 1
LRI HR, BEEUSORER R L

FL R=yurr40mg, 7Y¥FA4 7V 50 mg/ HNAR
BA4h

BEOMm TRZEOFHF 2 H Y

MR A TIRE B iE (+)

T B IRE 23 B8 I EEA L

b Z AT I —B R ONFILE REER I TIE A b7 L
M/ A 5D

ATEHERERELIAN—E LT Z<0 Th-o7=52 0BEL
FHAFDHFWY, Z>0 2R LB D,
HRRHADIZD, I I-A R RE ZUF
NYFo s TVv s VAT A UEEHIEE 2 Pk
FFREE K OV IR IUE ORI B D 7=, hipeiEib

BE1T JE PRRHTHAT
2L M ZRAEIT 28 £ 13 29, EIRIEORRE b L
LD L THPEE 2B,
42 B | FBEEER, REREIE
EHANAZF AN T A T R=yay, 7=/ 747 7—h A2y MN@=FL, LA
B | BT TV, VreFVr WY TIPS, JuFTEARL, HENTY R, B taxkvF
IKFn)
5 BHKET
4 BAj 15 A% 25 Atk 31 A% 34 A%
AST (IU/L) 37 334 555 495 340
FRRRA | ALT (TU/L) 63 556 973 1048 690
OHeR | AI-P JU/L) 706 1065 2634 3240 2278
LDH (IU/L) 232 528 823 669 503
v -GTP (IU/L) 675 1788 4501 3867 3122
Brusier (mg/dl) 0.72 4.45 7.64 12.54 9.93

* o B2 OBIET M
Z=—0.89+1.74 X %K +0.056 X T-Bil (mg/dL) —0.014XChE (IU/L)
B : HAV 03 HBV (W)EL) 131, ZofhiX 2
HIE - Z2>0 ; BliEfk, Z<0 ; FFBEIE(L




EWNIZBWT, AFE OREREGREZSE TS 20AERAR
BOWEN 12 PEBENT-Z &6, TERZEWER] ©
HEITBEFT LT, EEAME Lz, RERAEMOMEZ T

ST,
JEG O E (BB A4
Jrd o &I1EH
P - Rl %ﬁﬁwm lé;fﬂ;i? R B LR
P - i (B A R Ky VAL
5 - 50 4| R MEHM | 3000 mg BB ARIE (IE A AH)
a7 7 = 2 A (585 » A|D | ZRMEEHERIE
— A (1BfE BEBIAE | RRILEBRIET 7 = L 2D, ERA= FEy
BN, BIL ¥ (RFD 3000mg/H, AFIORIER T DR, A %
BRAEIS, & i 71300 mgX3 [E/H, KR TBAO, Wi 7 =% b+
) 7 3 mg/ ARG (Wb 2 A
HIEERERZ LS 3 CORBMHBEL, 7T N T I/ 7=
400 mg Ak (1 H A
Be5 2 BB | AHDSREE G T %R & S KRR AR 2 (2 S E] G
11 [EPEE) &0, JEmHER
BeEKT 1 HZ | EE, THEGEE, JEEIX 1 H 10 [E
GEBLH) | IRIEAE T 87.2°C & M m
L2l BiMLTBUN, 7 L7 F=fiikicAa LR L, 8
PR R 42 0D U B R AN S B,
AN ZAT7ax Y2 600 mg/H (9 HE) . +F
v RZ 7V 0.5 mg/ H#EBAtG
2 Bt | THRIIRX ICB S £ 528, IEKITHRE
BRENENRWOTLEREE LT 5, (3 A
WEE R FEENR R
BE IR 4 0% | BUN, 7 L7 F =l L5
JRE 350 mL/H
6 Ht: | N LB (3 [E/0E)
12 H% | REFHH
38COREME (7 HE) . JRERTRH TH o 7= 3 HiAAl
S LR & IR R
30 At | 1 HREIIRAICHEZ, JLTF=UELLELTND
7= OFTHHT W
37 B | B RO AMEEIE I IEE L - N R EIESH Y
PFH3E AT BT S =ty RIABET LIS, T ITITS— ) TERNTI ) T
Eitas KT
I IR A A 6 H @i 1 H%# 5 1% 12 B | 28 A 37 H%
OHF | 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




11.1. 11 BEEARE (BEEEARHH)
R, B, CK ES-, MR ORFT I A7 a vy LR &2 RS & 3 R0
LD END D,

A RRAAIE 23 &>

(fi

)
TR AARIE |« RISV T A L ORRBIR 24 7E T & 72 VWOBHT

LRI e, TEXRREWEM] OEIZBRLEL T,

RRARIE O 23 8
TEE 2 Mt L7,

RERNRIEGI OB E & FREITRT,
TEFIOBEE (BRI RAARIE)

%‘%;ﬁﬁﬁiim LB ( ‘EE'WFS}?%
M - (2B 511/ Rt K DL
40| B AT | 2600 mg BLBA R | BRI A mFE ISR U, RS Mg o 72
ED 2 A ORI E LT, AHKI2600mg/H (60 mg/kg) A
(72 L) e 5Bth (2 HED
H L PEBEBE R T O 7=, A AF 800 mgX3 [Bl/H (2
AM) . BABMLEIR 500 mLx5E/A (7 AR .
IREEAKET PV 7 14gX5E/E (7T BE) #5804
BT D=0, 79 =% ko el 3mg/H X2 H
¥ 5B an
52 BH (BELA)| A & £< R UIREE ifT
BEERTH) [ KLY, BOIEK, BER HEL
BH/T 1 HEZ | BEEWE (38C)
MR, RESER ., WHEERE R TR, A n R Ais
B4k
AT E0 FHEAEDRNHBL
B, TRomH Y
MR, IRESR ., WHIERERAER « ik
WEE R MT2H®% | A— NUA UARBEL (I 472 BV REEND)
T LILX—JE (/MK BHEEENBRL EE EANT, FEIRHOL DI
W7 LA¥—, X EL @D,
%) CK 16846 TU/L. AST 120 IU/L. LDH 607 IU/L £ T
5
R S AT (2 Gy X2 [E/H, 3 B, R
# 12 Gy)
T 5 HiR | RIFEARAM MR Al e T
T 8 HL | M. IROIERIZIE R
RS Rl E B 1
Of F 3K 77 =% ha UEEEE, A AT, REEMREEIKR GERK) | IREBKFET MY U A
(B 5-300) BT
k58 H 2 H# 11 A& 25 0tk
CK (IU/L) 42 16846 84 40
AST (TU/L) 13 120 24 11
ALT (IU/L) 6 22 51 6
L Al-P (IU/L) 175 156 175 256
ﬁ"“’;ﬁﬁf LDH (IU/L) 157 607 162 174
y-GTP (IU/L) 15 13 26 17
BEeU ey (mg/dl) 0.3 0.8 0.3 0.3
BUN (mg/dL) 9.7 5.1 4.7 7.4
M7 v 7F =2 (mg/dL) 0.52 0.46 0.34 0.48
JRIESIML (—) (2+) — —
JRICA (R EK) (—) (—) — —




2) TothDEIERA

1.2 20fthaEIER

11.2.1 AFEHKRRRUVBERBEICE S EDHMDEER

R\ SR 5% LA Lk 5% A B A
Wl ITFERE SR & SUH. SWIVES A Ak
KT
¥ ik HER,
oD - R k| pe BEMEAAR E | BEONR, RIS
HIL (20.7%) . {ERL, T or, B O, JEH
i %
W EUE S
7 1 iE (24.3%) BLRg 9. BRI D
i K - A
R T igﬁ% Hza, AR, EH | B
0% 2 SRR, Sl
B DB, DEIUE, | RS
f i+
AEERER BB BB R RE 4 IR RS BE TLAEE
P A e B TIE, INELHEREAR
gD
Z oM FERN TERSHFRVER, JRAT | AN OTRMEIE, i
. CK b5 B ART B U D ASE

11.2. 2 EmFFHEBHED

FARICX 55 THEERKRARICEH T 5 R RHIOKEH

FeBE N\ 5%LL F 5% ATif
it % FDP ¥, AT-3 b, #
T 1L PR [ (A
AST L5 (23.9%) . ALT L&
JiF ik (38.8%) . B U LB ME R,
Al-P -5 LDH k&
R ik 7 v 7 F =5, BUN k&
B - EM (91.0%) . FH | BiE
EH (62.7%) . A% (62.7%) .
{5
B & e (56.7%) ZHFE, BFRIAE
FE AR BIEpL
I B DR R, AR
FE (34.83%) | YL (37.83%) . | WHBHZK, WHSERE., &M, A LA
2o MmiEF b U o7 LMETF PERM 2, MG U w7 b b5 I

7 — KT, MLTERE [ .
IR e/ DAVAN N




& EEFRBEE—ERE
1) FRREMAS Rz 31T 2 2R HmnE o £ 5
AANDRIWVER OFERE & BHEE DB 52373 103 Fa S0, BB 541 5021 # (F A& G414 E&Tr) (2
DWW TOEFHFERITIEM—1 IR T B0 T, Z20ER S OITAMEKED 1903 51 (37.90%)
HOL - MR- 1041 61 (20.73%) | MR 1221 ] (24.32%) FETh o7z,

RI—1 EEROEEERRHEE

FRATE g 5021 il
BIIVER o FEE FEBE | BBE (%) BIlVEH o fiE OB PEEE (%)

(i) (it E )

M 1 EBR R 1903+ 37.90 BB 10+ 0.20
7N 307+ 6.11 Ui iR R

A i 115+ 2.29 M RS 49 0.98
B B RE AT 36 0.72 SH - I 17+ 0.34
HH I 9 0.18 NI 2 0.04
REt=3 B I 1 0.02
HLN o - 1041+ 20.73 (R 2 )

BAAR 191+ 3.80 Jiti e + —
B 0N 28+ 0.56 (fEER#s)

T 27 0.54 N EE 5 0.10
i 6 0.12 WY 177 = =TI = 1 (TN N 3 0.06
78 2 0.04 AR I 1 0.02
H 15 H . 2 0.04 (s PR %)

(A 2 0.04 PER R 115+ 2.29
AL AR b E 58 1.16 iR 100+ 1.99
(&) FH AR IR 26 58+ 1.16
e 1221+ 24.32 (AFH A

R &R 2 0.04 I H % 18 0.36
3 IINY S5} 1+ 0.02 (Z D)

U i) N 42+ 0.84
JH R 51 1.02 JRYLHFE 36 0.72
TOH 9 0.18 CK k& 15 0.30
(P fig) RS RFENE, RPTE 3 0.06
EHIR 7 0.14 Il BB R RE R4 2 0.04
FHIE 1 0.02

Ky Pt + —
+ BN CBIBC R OSEFINTEE LT 2 & BoR T

koo WARMERE, TVEMERGZS . BfiAKAE

T SCHRFRAAS I L 2 BIVEH OFEYE & BAB 4 - FE
Yo B U NS B (1982)



2) ML SRR RO ITATC K152 55 TUIBRPSRIBRIC 351 5 A A ERP IR Gefil o 4t
HM—2, HW—3 1RT & 510, BEFILGS O IR O RITAIIZ 351 5 AHOH
IURBARRAB O 22 SxMERFAE G 67 BIrfr, RIS (136 - MBEAEH) 1565 () (97%) 12 256

RO LNz, ERboid, Hil -

M 61 1 (91%) . T, DK 42 B (% 63%) .

Bie 38 B (57%) FEThH-olz, £o. BEH (BRMRAEMEORFZE) 1334 1 (51%) I

84 fFRRD L, b DX, ALT 157 26 51 (39%) . AST L5 16 fil (24%) . v U/LE
VEER 126 (18%) &Th-oi-,
RI—-2 EBEERAORFKRE (Emst#iafBiEndra)
2 MERTATG S 5 5115 67 1
RIE R 38 B 5K 65 1l
RIE 38 B 256 4
RIVERFE Bl 97%
B . ; FEHUFL 2 (Grade ™) HRJ
T MIFRNORER \smog o[ 7 [ 2 [ 8 [ 4 |k ] 7k | Eie | 70
iE (iE) 38 (57) | 8|30 ol 0| 4| 5 (29| 0| O
BeJw - BB AR | £ O Rk 1 (1 ol 1] o| 0| 1 0| o0 0
EE3Vw 1 (1) ol 1] o|j 0| O 1 0 0 0
HX - RRSFRRCRIEDE | M (DA L AME] 1 (1 ol of o1 0] OO 1 0
L+ Mg 61 (91) | 6(38|17| 0 |41 |18 | 2 | 0 | O
TR 42 (63) | 11| 18|11 | 2 [ 29 |10 3 0 0
THLE BIE/S 42 (63) | 17| 12|12 | 1 |34 | 7 1] 01] o0
GR1] 1 (1) ol 1{ o0 ]| O 1 0 0 0
f5K 5 (17) 4 1| 0| 0| 4 1 0 0 0
O Y RAREE | RER 1 (1) 1] o 0|0 | 1 0 0 0 0
I i %% i SN 1 (1 ol of 1|0 | 0| O 1 0| o0
7R I BR e - BEH ] 2 (3 ol ofo|l2|o0]|] 2|O0]O0]oO
e o | L 1 (1 | o]l ol 10| O 1 {00} o0
B e | e PR | 1 (D | o] 1] 0lo| 1] o] o] o]|o
i pR 3(4 | ol 2/ 011 2 1 {00} o0
WAPR A 7 B 5 H i MR e 2% 2 (3) 1] o 1|0 | 1 1 0 0 0
PEIRbEE 2 (3 1| 1] ofo | 1 1 ol 0] o0
" g SRR 1 (| o] 1fojo]1|[O] 0] O0]O
IO E AR P 23 34) | 912 2[of12 6 | 3] 1|1
WHEF R 1 (1) ol o] 1|0 1 0 0 0 0
Iy RERE JY 25 (37) | 14| 8| 3| 0 |16 5 3 1 0
&R 1 (1) ol 1] ojO0 | O 1 0 0 0
1 @ Grade (3 B ARIER FRIERHIEREE (BGTR) 12X,

AAIIRE (1996 4F 8 1 ~1998 41 J1)

HiEr F BN R (2003)




FV-3 BEREEOREZE (EmHHEREBHEDOIGE)
LA MR kG 51145 67 1
I FH 28 B 5 34
RIVE FH s B 5K 84 {1
RIVERFE B3R 51%
it /s _ \ SEBIEL 2 (Grade ™) LS
RA% MIIFAOIE bonse 00 (1 [ 2 | 8 | 4 |k Bk A2 B
AST L5 16 (24){10 | 5 | 1 |0 |11 | 2 3]0
JHFlg - REAE SR PR ALT b5 26 39|12 | 8 | 6 | 0 |11 | 1 5 0
B U LE M RS 12 (18)| 3| 6 | 2 1 8| 3 1 0
Al-P |5 913 8| 1|0 o0 21 3 1 3
LDH 5 812 7|10 | o0 31 2| 2 1
MmigH v 7L EH 1(l 1]0]o0|oO 110 0 0
A - KRB mig 7 v — K F 1(nD] o|1]01]o0 0| 1 0 0
m%%%ﬁﬁ@ 1(l o] 1]o0/|oO0 110 0 0
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1.1 Malignant Diseases
Cyclophosphamide 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 (stemcell) leukemia (cyclophosphamide given during remission is
effective in prolonging its duration)

* mycosis fungoides (advanced disease)

- neuroblastoma (disseminated disease)

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

Limitations of Use:

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

ik - &

2 DOSAGE AND ADMINISTRATION

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.

2.1 Dosing for Malignant Diseases
Adults and Pediatric Patients
Intravenous

When used as the only oncolytic drug therapy, the initial course of cyclophosphamide for
patients with no hematologic deficiency usually consists of 40 mg per kg to 50 mg per kg
given intravenously in divided doses over a period of 2 to 5 days. Other intravenous
regimens include 10 mg per kg to 15 mg per kg given every 7 to 10 days or 3 mg per kg to
5 mg per kg twice weekly.




Oral

Oral cyclophosphamide dosing is usually in the range of 1 mg per kg per day to 5 mg per
kg per day for both initial and maintenance dosing.

Many other regimens of intravenous and oral cyclophosphamide have been reported.
Dosages must be adjusted in accord with evidence of antitumor activity and/or leukopenia.
The total leukocyte count is a good, objective guide for regulating dosage.

When cyclophosphamide is included in combined cytotoxic regimens, it may be necessary

i - & | to reduce the dose of cyclophosphamide as well as that of the other drugs.
2.2 Dosing for Minimal Change Nephrotic Syndrome in Pediatric Patients
An oral dose of 2 mg per kg daily for 8 to 12 weeks (maximum cumulative dose 168 mg per
kg) is recommended. Treatment beyond 90 days increases the probability of sterility in
males [see Use in Specific Populations (8.4)].
(2021 4 6 HHIAE)
[E4 JiH (SKGETHEH 2016 4 6 H)
4 Baxter Healthcare Ltd
AR5 Cyclophosphamide
A - Hit% | Injection : 500 mg, 1 g
AWAHEHH | 200345 A 1 H
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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.

Mk - &

4.2 Posology and method of administration
Cyclophosphamide Injection is for intravenous or oral administration.

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).

A guide to the dosage regimens used for most indications is given below.

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

Conventional: 80-300 mg/m2 daily as a single i.v. dose or daily divided oral doses.
300-600 mg/m? as a single 1.v. dose weekly.

High dose: 600-1500 mg/m? as a single 1.v. dose or short infusion given at 10-20 day
intervals.

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
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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.

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.

Patients with Hepatic Impairment

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.

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 is inert until activated by enzymes in the liver. However, as with all
cytotoxics, it is suggested that reconstitution should be performed by trained personnel, in
a designated area.

Those handling the preparation should wear protective gloves. Care should be taken to
avoid splashing material into the eyes. The material should not be handled by women who
are pregnant or who are breast-feeding.

Intravenous administration

Intravenous administration preferably should be conducted as an infusion, usually given
directly into the tubing of a fast running i.v. infusion with the patient supine. Care should
be taken that extravasation does not take place, however, should it occur, no specific
measures need be taken.

Duration of the infusion also should be appropriate for the volume and type of carrier fluid
to be infused.

If injected directly, cyclophosphamide for parenteral administration should be
reconstituted with physiological saline (0.9% sodium chloride), see section 6.6. The pH of
an aqueous solution is between 4 and 6.

Cyclophosphamide, reconstituted in water, is hypotonic and should not be injected
directly. For infusion, cyclophosphamide should be reconstituted by adding sterile water
and infused in the recommended intravenous solutions.

Before parenteral administration, the substance must be completely dissolved.

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

Oral administration

For oral use, an elixir may be prepared by dissolving the dry powder in Aromatic Elixir
USP.

(2021 4 6 H HIFE)
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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 Ivmphoproliferative 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.

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
H¥: - [ & | 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 4= 6 H BifE)
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FDA : Pregnancy Category D (201743 H)

F—=A 7 VT D5

. .. . . D (2021 1
(An Australian categorisation of risk of drug use in pregnancy) (202141 1)

(Z &) pEOME
FDA : Pregnancy Category
D : There is positive evidence of human fetal risk based on adverse reaction data from
investigational or marketing experience or studies in humans, BUT the potential
benefits from the use of the drug in pregnant women may be acceptable despite its
potential risks (for example, if the drug is needed in a life-threatening situation or
serious disease for which safer drugs cannot be used or are ineffective).
F—A N7 U7 D45%E (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 pre-pubescence has been reported. Girls
treated with cyclophosphamide who have retained ovarian function after
KIE DA 3 completing treatment are at increased risk of developing premature

(2017 % 3 A) | 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.
e ; Children
9(%21 6“@@?}2 ) No specific information. Children have received Cyclophosphamide. No

adverse reactions specific to this group have been reported.
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