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ADM doxorubicin KEvires

ALP alkaline phosphatase TNAN T AT 7 B —E

ALT aspartate aminotransferase 7T =T 3 HEEBER

AST aspartate aminotransferase T ARG X UEET X HEASBEESR

AUCom area under the curve calculated to the last %’5’9;— 0 IRFfE] 2> & 24 WFTHIT. £ C O IKMIR I — R i
observable concentration at time 24 hours TR

AUCos area under the curve calculated to the last Tﬁ’ﬂ; 0 IRFfI722 & 6 W14 F T OIRMIRIE — IR AR T
observable concentration at time 6 hours TEFE

AUCo-0 area under the curve from time zero to infinity %50 ,EEF A b)i) ARFRCHST MR L 7SI —

e P b S T

BLM bleomycin A e (R

BRM biological response modifiers PRI A

BSP bromsulphalein A= NN/ A VN4

BUN blood urea nitrogen i A R S % R

CCDS Company Core Data Sheet EPET —HZ— b

CLu Nonrenal clearance ZOMDI VT T A

CL: Renal clearance BT T A

Clrs Total clearance EHIVT TR

Crnax maximum concentration e 1R

CPM cyclophosphamide a7 x A7 7 IR

CR complete response SERZER (R

CTL Cytotoxic T-cell Lymphoma O T MR Y Sl

DNA deoxyribonucleic acid VA= N sl

epiDP 4'-demethylepipodophyllotoxin A-TFTAFNLZERRF7 00 hFv

GELP etoposide O-glucuronide e N S MR I ¥ 4 8/ 0 /= VA S RS X N

GOT glutamic oxaloacetic transaminase TNE I AT aEigE N T AT IS8

GPT glutamic pyruvic transaminase TNEIVBELEVRNT AT IS —E

HPLC high performance liquid chromatography (F#RIs) 7~ oo

ICso 50% inhibitory concentration AHRL OO BETE 2 50%H 5532 JEA R A

IR infrared spectrophotometry IRAMBAL A~ 7 S VRIE 1

iv intravenous injection kiR S

LDso 50% lethal dose 50%B3E &

LDH lactate dehydrogenase HLEE K R R

LP 4'-demethylepipodophyllotoxin-9--D- 4'—?“)‘ FALZERRZ7 481 % 9-8-D-7 /L2
glucopyranoside | AV AVEN

MDS myelodysplastic syndromes: MDS BBl B RO R

MNPCE micronucleated polychromatic erythrocyte E2/CETNIIREN

MR minimal response /NS

MST median survival time LETF IR o Y fi

MTX methotrexate A MR FEH—F

NC no change A

NE not evaluable BN




W& 55 SR HAFE
NK171s - T b A R/NRYERE T 7 LA
NR not reached PSS
Oat oat cell type MY
PS. performance status ER-gN i
Pa0; partial pressure of arterial oxygen BRI EESE 0 =
PCZ procarbazine A=Y A
PD progressive disease HE1T
PDS prednisolone T R=ynRrv
PFC plaque-forming cell 7" — 7 FERGHIRE
picroELP picro etoposide vrox bR R
PR partial response oz (A%h)

PTP press through pack -

RH Relative Humidity LiEPS Rl S

RMP Risk Management Plan RIS U R 7 E PR

sc subcutaneous injection TS

Tie eliminaton half-life e REL!

TLC thin-layer chromatography HErsu~ N7 74—

Tmax time at maximum concentration I 1o U i 3] 2 A ]

uv ultraviolet-visible spectrophotometry RO R IOE FE VA

VCR vincristine v URF

y-GTP gamma-glutamyl transpeptidase y-INEIN KT UARTF L —E
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= MARY RIZ A XBLOREY Podophyllum peltatum & %\ M% Pemodi ORZED B LIRS THOIAR R 7 11 b %
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BRI 72 NVH & AW THREEEZR L, LY RALLT K ZERRA & U/ NULEE S 72 L H 0/ Ny o i
TKFB A 1994 42 HICHUS LTz,
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(2) = FARY FIZAFEATBAENEIES C LAIRD A DAL, IKWGUESE A2 T L& H 425 (invitro, in vivo) ,
(IVL 2. (2) F@hz B 55BRaGE 2R)
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(TVL 2. (1) TERERL - fEAREFR ) 2
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0. AFICEET 5IEH

1. RER
(1) Fn4
N7 R 7L 50mg
~RF Y K7L 25mg

(2)*%
VEPESID® Capsules 50mg
VEPESID® Capsules 25mg

(3) B HFD B
R

2. 4%
(% (@&E)
= hET K (JAN)

(2)*% (fdi%)
Etoposide (JAN)

@) RTL
A

3. #EXXTRER

4. FFRRBRUDFE
5313 0 C2oH32013
71 588.56



5. {28 (@& XITFE
(5R,5aR,8aR,95)-9-{[4,6-O-(1R)-Ethylidene-p-D-glucopyranosyl]oxy } -5-(4-hydroxy-3,5-dimethoxyphenyl)-5,8,8a,9-
tetrahydrofuro[3',4":6,7Inaphtho[2,3-d][ 1,3]dioxol-6(5aH)-one (IUPAC)

6. EERAA. M4, BS.
W% . VP-16
CAS BEkFE 7 1 33419-42-0

cE5E&S



M. AT 51EE

1. BT
() 488 - K
T FARY RiE, AOOS IIEREOMRTH D,

(2) FafRME
A Y )= JNZRRERITIZ K, =& =)L (99.5) IZFIT< <L KITHD TEITFIZ L W,

(3) IR 1
=@, 50~70%RH T 8 » HI#. 40°C. 75%RH T 6 » HM X% 40°C., 90%RH T 28 HRORFIZBWTEILERH 2
molz,

MEhm (OfER). e, EES
BS99 260°C (5 fE)

(5) BRIE B AR B E X
LR L
(6) D ELIREL
T FRY RA& KR pH ORBEIRICIRD LT-IIE 100mL (27 1 kL A 25812 T, SBREE RO T=,
@I +RY FOHERE (20+2°C)
HERY s
Pr (9 BRI L/RER) i
2 52.6 Clark-Lubs
4.5 323 Michaelis
8 26.3 Clark-Lubs
(N Z DD E 7RI

FEHEE : (a)?) =—100~—105" (WiiciiE L4 0 0.1g, A% /—/L, 20mL. 100mm)
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ARIFET 42 5 AL ETH -1,

O & E MR AIE
REEH RERS REHR R
ENHOET
3% A
» (%9 600lux) KUK = 1 — N - .
DL G Sl - PPN EROE T ARD b,
(£ 200001ux) R
50~70%RH, =ik 8 » HM - ,
¢ S - S R =4 = i s o
i 75%RH. 40°C ng%Otﬁ7x 6 » AT ig%m®¢%Eﬁ%£<ﬁmfﬁ
90%RH., 40°C 28 H [
40°C 24 » A
) 50°C B LT T A0 127 A | ZbE2ROTLEETHT-
60°C 3 5 Al
y—" —
B =i "gtfbm%@@ﬁ 72 sn Al | EEROPRECHT

AEEE - MBL, HERERER (IR, UV)., BELEE, Koy, of#% (TLC IC & 2 EMERIRHE) . &

@ FRPICE T DREEHERBAE

il

RESH RERH REFHM R
K 40°C (0.1mg/mL) 28 HIE | P . i
IR | 55 1K 37°C (0.1mg/mL) B LT AN 24 FF ] ﬁigg;f#ﬁrb‘ﬁ%%®iﬁ
o | 37C (0.lmgmL) 24 W5 - ”

i

WEHRE S8l fEERR (IR, UV). FOLE. Ko, off# (TLCIZ & 2 EVERRE) . & &

#

RO 2 BT 2 FEADITOThOBARICb 7 v FARS R (picroELP) Th -7z,
BURICBIT 2 EEFMIE 4-TAFNLZER 7 40 ¥ U94D-7vatT v K (LP) KO 4-F AF LT 'R
K741 h¥ 2 (epiDP) Th o7z,

3. AN OMEHRE, EEE
FERERIE -

(1) RFDAZ 7 —LVEHR (1—10000) 12D SIVAIEBSEERIEE 2.24) 1IZX 0 BRINARY MLaflEL, K
DAY ML ERFOBIARY NV AET AR Y FEHEIZOWTRBRICEIEL TH LN A7 MLl
KT 5EE, MEDOARY MEFE—ERED & 2 AIZFAOTREDRINZBD 5,

(2) RElzoE, RN A L7 MARIEE 2.25) OB U U AREFEIC L VRBREITV, KEDOART fLk
KOS ARY FAEZ FARY REREGROART MRS D L X liFZEDOAXT FVRFE—ERO & 2
SICIFREDIREE DRI 2588 5,




ETEik
A O MRy FEERES (AR & RO TETKY (248 ZHELTEL) K25mg THOLRKEICED Th
TNEAS ) —AZHEN L, EREZ 25mL &35, 2O 10mL 3 2% EMEICEY . ZREIUTPIZEHERIZ SmL 9>
ZIERECIN X 2%, BEMAZINZ T 50mL & L, 3BRATE L OMEERIRE T 5, SUBHAR M OMEHERIR S0uL 120X |
WOFRMTREKEZ v~ N7 T 7 0— Q2.0 X VEBREZITV, WIZEREOE — 7 HEICHT A hARY RO —
D Or O Qs 3R 5,

T FART K (CwH32013) OE (mg) =MsX Q1 Qs

Ms : BAKICHE Lz MRy FERELOFRE (mg)
PSSR 2,6-2 7 a7 x ) — /LD A X ) — ¥R (3—2500)

B S
IR - SAMBOOREERE (MIE IR © 290nm)
HT L NEE3IMm, EE30cm DAT L AFIZ 10um DR o~ 777 4 —H7 =1 U b U B 7
IS D,
H T KRFE  35°CHHE O —ERE
BEE « BT b U o A OKT 6.44g D - EERE (100) (1—100) (ZIE2L, 1000mL & L7ZiRIC7TE =1V
JL250mL ANz 5,
W& = MY RORFFREFEIAK 20 312725 X ) ICHRET 5,
AT LA
VAT LOMERE : R 10mg & A K —A 2mLICEN L, BEHHSML 21 TL IV IRE D, D (100)
(1=-25) 0.ImL RO T7 = /=7 H LA UK 0.1mL 2%, WAMECROEET D CAERET MY o AR
WREMZ 25, 15 oHkkE%, HoFmRE (100) (1-25) 0.1mL MR 5, ZO#K 10uL iIZ2& . RFEOFMA T
EF2L &, = FARY REOx MRY RO =215 AR 1.3 O —27 O5SBEEIL 3 U ETH D,
VAT LAOTFEE - METRIR S0pL IZ DX | EREOEMCHRERE 6 [HFR D KT & & NIRMEME O Y — 7 mRIC R
5 MARY RO E— 7 HFEO L OFSHMEREFZEIL 1.0%LL FTh 5,



IV. ®KI|IZE§d H1EE

1. HlE
OF:ili0l=%:]]
% 7 LA
(2) B D 5871 K UK
R 7 4 TV KA T L 50mg T KBTI 25mg
CLN CLN
0
% 9 (305 5) (304 “)
HEORIZ &L 0 8% S/ 72 LAl
¥ 4 X 2 5h 7L 4 50 7'
HOX (g) 0.45 0.23
&) P Ay AV AT <]
N " B PR A VB O X5 O
OF: ¥ l=Ely
W 58 4 ~_7v KH 7L 50mg N7y KA 7L 25mg
Al — K CLN305 CLN304
i #H 7N, PTP o — K #H 7N, PTP v — |k
4) BEF D YE

AR © AR —ABRIEIC K VBT D L& DT EAAIORBRICES T D,

(5) Z Dt
% LR

2. BFIOMHRL
M AEDBES CEERS) OEERUHMHA
W 72 4 N7 KA T 50mg NTY R T EIL 25mg
N 1 7t 1
7 IN
A = h K K 50mg T h K K 25mg
wom # NRBRW:~/od—L, BERY, ERaxvroilbro—=A, K7 T
" DTN BTFr, FTUUNEET U A RY V_—h 80
Q) EREZDERE

AR

®)F-5
P LR




. RBREROERRURE
RN

. N
L

. BAT BAREIED H S KM
BNEEE S T PicroELP (B2 Bt hAR Y B) TR 5,
G

0]
H
H 0_ o,
& H S
H;C og H ke
(6]
H

6. RFANDEBEERTICHETIREN

AERIER

R DR RIL 0.1%LL T LB TH Y | T OO
BIEBIZZEIERDONT, HICH L TEETH -7,

B2 NBEY O F AL LUK OBEMMBERD 51
Tro KOVIE 13%UAEICEL, BT 7 ox bR
U RTH-oT,

RTY RO TR EICRH L TREETHDH I L0
b, BHEMEOH AT A IRCAEINATEY ., @HED
PRAFIREE TUIX, K ORI AE S i S DT H K& OV fis
WMoRIIsnwtEz 605,

SR DR TR HITZ2N. 04%~0.6%TH D, 4
W L= AL (8 ') ITH,
R R AL (DT 'L) 1ZEICK L TRET
ot

REENE RERR REHM
" HEEET T
X (10001x) PTP 1,200 RS
e . . PTP
WA | 75%RH. 65°C LA 2.4, 64 A
E 65C BT IR 60 H

25°C PTP

= (i) 7B 18571

KHBF & BRSO (RETh 5 7= HEER
ENTERND) B 01% LT THY, £, Do
BRIEHICZLITRO bNTEETH - T,

WEEE : 4MEL, Witz (UV), pH, & &

WERUEREOREN.
SN R L

il!.!I

&




8. fiF L DEAL/ (MBLFHEL)
B ER R L

9. Bt
HE NAHRBRE] O FVEZRAWT, pH 1.2, 4.0, 6.5 OBRIE (37°C. 900mL) % Vv, X7 A 7 B/LOEH
BERE LR, T5%AEHEBRIZO 3TN0 pHIZBWTH 15 3UNTH -T2,

10. =3k -a%
(NEABNDELER - LE. NENFHRLESR - LEICHT H1ER
BN

(2) B%
(RTS KA TEIL 50mg)
20 7w [10 172 (PTP) X2 (EEHEAIAY )]
(RTY KATEIL 25mg)
40 7w [10 172 (PTP) X4 (EEHEAIAY )]

Q) FiREE
SRR

Q) BHBOME
PTP : R UL =

1. B&BHIhLEHE
Krlz7e L

12. Z0Ht
U R L



V. JBEICBET HIEH

1. FREXRITHNR
ORifi/INli B J22
OB vi\E
OFEEHE
ONALREERICEELINEE

2. MEEREHRIHMES HEE
5. MEERIEHRIBET 5iEE
5.1 AN Fifido 5\ AR D HIMLAHEE 551 AT - 2 RHEERE L TL 70,
5.2 SREUEIC K L CARAIDR S 2175 BaI0IE, AGNAE & DL ERERTROERNZNE L L, Ao
AN X B A 518 L CARIIA OV & BRI B L7z 10, ARIOR S 2 AT 5 2 &,
()
AR L

3. AERUHE
() AERUVAZEDOESR
(Hh/MmRasE)
T hART FE LT, @HEBRALH 175~200mg % 5 H kR O#&E L, 3 ERKREST2, chx17—1é L, &5
EHEYIET,
B, BehEITRE, BRI KV EEERT 5,
(GEEY VNE)
BEOREIIE T ABEXIIBIEEZRINT S,
A T hARYRE LT, #FEA 1 H 175~200mg % 5 AREEGRE Q&S L, 3 EMKESS, 2hza 17—k
L, HLE2#D KT,
ks, HehEITRE, ERIC K D EEEET D,
Bii: = bRV FELT, @HKA L H 50mg % 21 HEEEROEE L, 1~2 BEKREST 2, 2hx17—n1& L,

B h a0 KT,

B, BHEIER, ERICE D BT 5.
(FEBER)
T hARY RELT, BFEMRALH S0mg % 21 AMEFERO#KE L, I~2BEKRESTS, 2hz17—nbL, 5%
0T,

B, HFhHETEE, ERICEVEERET S,

(DAL ERICIBEE L -NEE)

T hARY FE LT, @HRA 1 H 50mg/m? % 21 AR ORES L, LEBKEST S, chvx17—né L, 5%
M0 K9,

BB, BEOREICEL Y BETHRET 5,




(2) RZERURAEDFHRERSE - B0

1)/ NERERUEEY V3 \E (b BREERS)

5 1 FHAER

FERE ZXG L LT, MHIEERE n=33mg/m?, 5n (165mg/m?) % AIEEL L CHET D AAMLERXSHEOMIZED LT
W 5 & 50mg/body/day. 300mg/body/day & HAFICHIE&ET 27 U A ML » A ¥ — A&t BTV A Fv - <A
Y—R R7 A4 THASH) ONIAEmI N, ZORE, & THRBRICBT 2 Ak - AR 110~130mg/m¥day
(200mg/body) % 5 HRH% 5 L., 3~5 2 &IV & 7 iE8 Y & Hlr < iz,

5 AR

5 M FHRBR AR IS LS < AMME R OFEIER ORFIHFE R L AMECO ML - IEZ2EIC LT, Bl El&k 5 &4 R
St U7z, M/ & OB Y RIS D 1 B GERIZERE L IXEMEIT, 120~140mg/m?> TENEN
29.3% (22/75 #), 48.6% (18/37 #l) L b oL bmnole, RUWEHOBBRIIHEMARA OIS, RELZHET
WERFCHTE L 2 2RIERIGER O b e oo 2 & h |, FESNEICKB T 2 Ak - AELZHZE L. 1| BEEGEIX 120~
140mg/m? (175~200mg/body) & L7z, F£7=. [ HRBROKE R L OFESMNEICRT 2 AL - HE»D 5 BREES & L.
Dose Limiting Factor C& 2 HIMERIA A% 2 WEZICHRARE & 720 [EHEICEE 2 B2 Z &6, IREHRE 3
J‘@ﬁfﬁ e L7,

2)EMY NE (21 BREES) *

% 1 FHARBR

KETOE THRBORE LS5 E LT, BEEEEE 2 RICE THRARE £ Lz, TORE. HIHERBRTo
HELERYL - AEIX, 75mg/body/day % 21 HREEHBG- L, 1 ERKRIEST S, 72720, KFREED 1.5m? K £ 7213587
7R RNER D HETT V7 JEF] TIX 50mg/body/day & Il S 4172,

B AR

MY L RIEE G TTIEATAESBENAT O T BIEFIN S W E B 2. &% S0mgbody & L THEM L7, ORE.,
53.0% (44/83 fil) DORfERE ORFOBEMEY v SJEEEHEAE) | 53.0% (44/83 #i) DOEZN=E (HABWIER TS - BEH
AR E S R E YE) Mo, F42 B MEERITERARRE, B - mESEOMEHER EHETH Y,
BRI R E L A mERBD . FPERED . ~T S a e MR OB BEEI TH o 72, RIEHIRIZ oW T
. EHEIZ 0 D IS T ABRRABR TIX 10 H AR, B IAHMBR I~ 2B TH 722 &b I~2BIRIES Lz,

RPEICHEPEY oNEIZF L T1 B 175~200mg % 5 H G 0% G L, 3 EENREST 2, 0o L - AEEZHG 570, fmill
55 T AHFRBRIL TN L e o 72,

NFEHEE (21 HMEEE)
KETOH IHRBROBREZSE L L, BEEEEEE Z5RICHEE L8 T HRBROENS., HRHEDT 1 B
75mg/body & SN2, TESFBES CIEEERmMAEN 1.5Sm> L FOBENLZWEE X, Hik - H&E. 1 B 1\ 50mg
body (fFRMEAEDS 1.5m2 LA EOJERFNIE 75mg/body) % 21 HRE#E L 1 EBIRE & Sz, s TR CHRhE,
REMEZMER L, B THRBRICBAT Lo, B R OB TR Z & O - B2h380% 23.5% (Ek ] 23/98 i) .
26.4% (FE445 23/87 fil) Thoic, BUREAERIE, BEACREE, B - WHEZEOHEERER & BN, B A E R
X, BIMERED . ' v e AFREREA . MR & B REENEIAS @R C A DALY, oy AR L)
MBI LV EATRETH D LB BN,
) AFOKRESNEEIHE, BELOCRARER V. 1. EEUIHR]. TV, 3. () AEKCAEROMH] 228452 L,

4. AERUREICHET IR
BRE I TV



5. ERERRUAE

MEBEERT—2 /18Ny r—2
UL (REIOBREXIIRD 5B [ AALFRIEZ I U720 EE ) 12, AMBFEICE S ISR LIS L
TFEELTHD,)

(2) B PR
BB L

) AERIGIERAER
15 BfER%RE "2
BVENEE RS 2 R RICH T FRBR %2 I L7,
AFN O BB AT AMKED TH Y, RAHFAEIL 1 A 250mg/body Th-o7-, 7. EIMEKED ORAKMEITH 2
W, EEICH 1 BASLETHERY IR LRSI 3 AREASLETH D Z L L0, HIMERR THEE S S HIEROH
e LTIE, 1 A 200mg/body & 5 A ARRO%KGE2 3BT LIZHORTZEE LT,

e SEBIE A MmERED (<4X10°) f /s (<10%10%)
150mg/body 5 4 1
200mg/body 7 4 3
250mg/body 5 5 5

1) AFIOAGEE NIZREITRR, BRI TV, 1. mes03sik). v, 3. () MEROCHEOMH 22452 L,

2)21 BREERES Y
TEMENERL R 2 R BUCE T FHRRBR 2 FE0 L7,
AFNO A EREIA XA ThH Y RKFAET 1 B 75Smgbody Th o7z, o THRR CHEI N2 AELO
A& L LTI, 1 H 75mgbody % 21 HREE R O&REG L, 1EBAEST L L& Lz,
L, ERERD 1.5m? K E KO 22 BRI M T S AVTIERNCIXEE 2 BB AR T2 Z L 2B E L,
1 H 50mg/body & L7z,

o " 1 BRI ERsD 1N NET B UED

SR HEGIK i@fﬁg ﬁiiﬁg «iﬁﬁ% (<umﬁ/
25mg/body 3 0 0 0 1
50mg/body 5 3 1 0 4
75mg/body 4 4 3 1 3

15) AR OAGBE NI RESUIRR. MELOMEIT TV, 1 2hes3ahig . Tv. 3. (1) HEROHEOS) 22 RT5 2L,

AR LDERERAV-MHADER
Offi/MfaEICxt g 2/ EILED T FIOROREHER ¥

H Ay Jiti/INFR BRI (2R D RS

BT YA FERFIR, o Htax SRR

SES fifi/NHfEEE R 20 B (SR - 17 1)
TR BRI ORENFLN TV D IEHR]

QMR £ 7 ITMIER2 I X 0 i/ R Tdh 5 Z & DR S AL TV D SEH]
OMIE TR A E - IXFHMI TR A 2 /A5 2 &
ORNEEDOERRD LN &

(®performance status (P.S.) 73 0~3 DJEH]

O~ : 15 il b 80 kLT

O, g, B EE R EER L OEOHEDN & S AEH]

RN St




BRIk FHIE LTCUTORREIET 2 27— VHEET 2L Lz, BMEEOLEE, 175~
200mg/body % 5 HEEGR G L, 3 BEAE L, HAEEOSHE, 1 BEEEL 100mg/m?
ke L7,

it R [(B%hi4E]

PESHROHIERE : AAME S RFEMER b ONHRERETE O Mt A% 3 21k

PRiETS S ORI O NI 20 R i FE |

nESESE
HH % CR PR MR NC PD T %
SEA 17 0 3 3 8 3 17.6
Hoph - OF AR
HAA 4 0 0 1 3 0/4
DR () 11 f1) 13 3 3 7 0 23.1
ATG A 5]
oL 9 3 3 3 0 3/9
HY 8 0 0 5 3 0/8
(&%)
EIYEMA
B i AN
A (n=4) (n=13) (n=17)
RACRR 2 10 (76.9) 12 (70.6)
T - 1 8 (61.5) 9 (52.9)
i & 1 7 (58.3) 8 (53.3)
T B R 0 6 (46.2) 6 (35.3)
TH 0 1 (7.7 1 (59
A% 0 1 (7.7) 1 (59
FEEN 0 1 (7.7 1 (59
Bl (%), ¥HAEEE 3 6], PFREE 12 HlofT
FRRREERE
T H HAAM i SO
(n=4) (n=13) (n=17)
i Bkjsd 3 13 (100) 16 (94.1)
~E S e U 2 8 (61.5) 10 (58.8)
BTN 7352 0 7 (53.8) 7 (412)
GOT k5 0 2 (15.4) 2 (11.8)
GPT L5 0 2 (15.4) 2 (11.8)
ALP L5 0 1 (7.7 1 (59
LDH |5 0 1 (7.7) 1 (5.9)
HAEE FED 0 1 (77 1 (59
Bl (%)
mikEM
Grade
HH FEBUGIEL " 5 3 ]
I 1 R 16 4 (25.0) 5 (31.3) 6 (37.5) 1 (6.3)
~T7 B R 10 4 (40.0) 4 (40.0) 2 (20.0) 0
BiIRANY 7352 7 3 2 1 1
Bl (%)

) M/ ISR D AR DAGR S - ER OH&EE TV, 3.

(1) MEROCHEORG) 22R$T52 L,




B UAEBITT BNEEEA TrLfoRO%RS

H Ay R Y LSBT B MR
BT A B, 2 ax F mRAER
PIE MY ooNERE 156 (GERE 1150
EEtAEEN TS S O B PR EIE Y VLTSN TV D EE
OBIE TR A £ I TFHETRER A 25 2 &
O n - 15 LA E 79 LT
(®performance status (P.S.) 73 0~3 DJEHF]
F7RBRANELYE HEERE - AT - BHERE R L OSOHED H 2 AEF]
BT NK171s (= bR FANEEES 72 #) 2l FRIE LTTFRO LBV IRE LT,
N 1a—x 3a—X)
5 o | &5 P G- EY
EHI% | kE5E P #h5H:H - T TE
NK171s | 50mg/body | p.o. 1~7 LILiLLdl
ADM 40mg/m? | i.v. 1 4
CPM | 350mg/m? | i.v. 1 4
PCZ 100mg/m? | p.o. 8§~12 il
PDS 40mg/m? | p.o. I~5, 8~12 [l]llll LIl
VCR Img/m? | i.v. 1. 8 g g
MTX | 200mg/m’> | i.v. 8 g
BLM 10mg/m? | i.v. 15 g
2) 23—X (43—X)
e = | &5 e 1 IRg ]
WAz | RER e 50 H T e pEm
NK171s | 100mg/m?> | p.o. 22~26 Ll
ADM 40mg/m?> | iv. 22 3
CPM 100mg/m? | p.o. 22~28 LIl
PCZ 100mg/m? | p.o. 29~33 il
PDS 40mg/m* | p.o. | 22~26, 29~33 || | ||| il
VCR Img/m? iv. 22, 29 4 4
MTX | 200mg/m?> | i.v. 29 3
BLM 10mg/m? | i.v. 36 !
ADM : doxorubicin, CPM : Cyclophosphamide, PCZ : Procarbazine, PDS : Prednisolone,
VCR : Vincristine, MTX : Methotrexate, BLM : Bleomycin
i (Fzh1x]

TG ROFIERE : AARRRTE TEIFDS AL HRIEE 0 R E A
nESHR

HA %k CR PR NC PD HEE %
st 2l 11 7 2 2 0 81.8 (9/11)
1A 1 1 0 0 0 /1
1A 3 3 0 0 0 3/3
i A 3 2 1 0 0 3/3
IVA 1 1 0 0 0 1/1
IVB 3 0 1 2 0 1/3
s L 4 3 1 0 0 4/4
NI
Hif 3¢ Y 7 4 1 2 0 5/7




(Z&1%]
BIYER (FEATHI% - 12 4
HH FEBE (%)
BIVERER BRI 3 (25.0)
L« @it 3 (25.0)
(=R 3 (25.0)
JiE 3 (25.0)
FEEN 1 (83)
R R AR A S I I Bk 11 (91.7)
~NE S u e 10 (83.3)
BiIRANY 7352 7 (58.3)
GOT -5 4 (33.3)
GPT L5 4 (33.3)

) EMEY OSSR T AAAIOER SN AELOCHEIX TV, 3. (1) AERVCHEOMRS 288552 L,
REyrev it TARENHAKE LA RARSERICEREL, 1 AR, FXYLEe v U EEBEE LT 10mg (02mgke) (Ji1h)
Z 1 B 1\ 4~6 AR, 20mg (0.4mgkg) () OEFAIE 1 A 1[E 2~3 AR, 20mg~30mg (0.4~0.6mgkg) (FIft) DEFAIT 1
A 1E, 3 ABEAFEIRNICY v a y MG, KRIET S, 10mg, 20mg OHATE 7~10 A, 20mg~30mg D41 18 A REIA
WD, ZoFEE17—nEL, 2~3 7 —AEViIRT, ] THDH, A b bLFH— ML H@EF, 1EHIC 1 E 30~100mgke (B
A N B LY — MMEBERERE 2551203, 1EA M LY — & LT 30mgkg UL EOFFIRPTER 23 088) 249 6 HfE] T8
THARNER L, 20%, a4 aR) v oR5%2175, A b M LF— boEGEREL, 1~48MET5,) THD,

CEHMMEICHT H5H TILFOROBRSHER FEIM)°

HiY JEFEPE TR L2 69~ 2 55 TUAHRAUBR

REBRT A xR, itk LR AR

PSES BN RE 111 ) GEMEFTRes] 81 # : KGR S Avizzhme ST RES O M 9 i, H
FROHE 8 . KAMRIE 7 B, MR AORE 1 &S L)

B2 8 OIFRBEALREFHI I T 2 2 L DS HER STV D AEH

QUEFRRE oIt FT iR L2 /52 &
QRNAEEN LD L 4 MU EORIBERH Y. TOREREST-{BOLNRNT &
@performance status (P.S.) 7% 0~3 DIEH]
O1572 k. BBIOEHMEEZ AT L L
M ERE : 4,000/mm3 PA b, RS - 10X 109mm3 LA . GOT, GPT : IE# FIRME® 2 %
PUF, B E Y Ly 3.0mg/dL LATF, M7 L7 F =2 @ 2.0mg/dL LA T

BTk 1 H200mg % 5 HREEH 3~4 BB cROKS Lz, chxl1 27—t L, JKAI2 77—
Ub#EE+TDEZ LT,
ol R EE  FMETTEEG 81 FlD 5 B, AEBIN=hEEX I E D M/MARESE 56 Bl AEBE L 1=,
f=12L. [Z£MH] X/MEREUNDER L EATEI LT,
[(B%hiE]

NESZMNROHIEELE | AANEFS Tl I OB )
mESZHMR (/s

W’J%( 3—3@]$ . % PR chjq%) %;ﬁ/ﬂ;qf’ﬁﬁ N
RELR A - PR | MR | NC | PD ETORK H
g | pRia | e | R R
AP " (A ) (45 )
H%J{f 74 |56 [ 17| 13| 13| 13 30 23 ( 5}24) (28?2278)




mESHR (/R

K % PR MR NC PD 7’%% j)‘ :
HE e R Oat 22 5 5 3 9 23
Non-oat 18 7 5 2 4 39
AROPHR 16 5 3 8 31
PP 25 i H R R 35 11 9 7 8 31
e o 21 6 4 6 5 29
Performance status | 0-1 36 12 10 4 10 33
2-3 20 5 3 9 3 25
i (%) =49 5 2 2 1
50-59 15 4 2 5 4 27
60-69 18 3 7 3 5 17
=70 18 10 2 3 3 56
[EIRENISS oR)) 22 5 5 6 6 23
L 34 12 8 7 7 35
[R&i4]

BIFER (FEATHI%K - 88 fA1)

HH

FEHGIE (%)

T

AR
BACRIR
TR
REER
R

RIS

4 By P R
=&

B2
RIS
iR iAr 7R
56,77 3%
550X K
Dy PEHASMIGHE

34 (39)
12 (14)
41 (47)
( 6)
(3)
(3)
(8
(2)
(3
68 (77)
(2)
(D
(D
(1
(D
(1D

W N 3 W W W

U S )




BRREEERE
HH FEHHIE (%)
JiIRTEE=E ) o
HifLER (n=84) <4,000 30
<3,000 18
<2,000 4
<1,000 2
/Y (n=83) <10X10* 1
<7.5%X10* 1
<5%10* 1
<2.5%10* 2
2g/dL Ll E~E 7 1 B U (n=86) >2 29
>3 14
>4 9
ZOfth (n=88)
GOT L& 6 (7)
GPT L5 6 (1)
LDH L& 1 (1)
ALP L5 1)
TR A 1 (1)
BUN |5 1 (1)
JLVTrF=r bR 3 3)

1) AFNOAEGR S I RRESUTNRT Tt NHIasE, BED S8, FE S, DS AESRERICIEE L7 iRE] Th 2,

BHYUAEICRYT ROKEHER (E148)7

H B LRI S 5 T AR ER
REpT A FEXTHR, ZHERR L R
POE- MY oRERSE 25 B GRS SUES] - 21 1)
R 1A FHIE LT, #IF 200mg/H% 5 HE#EBERO®KS L, e 17 —nE Lz, 27 —/VEL
F:ix, 1 B 150~200mg/body % 3~5 H OHFIFH CTH G- L, 3~4 BT LIV IR LTz,
FER [FxhiE]
FIESNREOHIEELE . KR THEMY o SRR S 5L U |
RESHE
HH Bl CR PR NR
AN SV T
TRA e A 1 0 1/1 0
FERVF LY YR
OVE A AR 7 0 2/7 5/7
VFEAMERAT 2 2/2 0 0
OV AR Y 8 1/8 2/8 5/8
OVE A2 B a2 1 0 1/1 0
U U NEER M 1 0 0 1/1
TEMERE R ERE 1 1/1 0 0
U
I 2 0 12 172
I 5 1/5 2/5 2/5
Y% 14 3 (21.4) 3 (21.4) 8 (57.2)
TR IE
HENRE ] 5 2/5 2/5 1/5
R 16 2 (12.5) 4 (25.0) 10 (62.5)
it 21 4 (19.0) 6 (28.6) 11 (52.4)
%l (%)




(Z£tt]
BRMEIER

HH AT 515K FEHLHIE (%)
BACRIR 24 9 (37.5)
B - ER 24 11 (45.8)
g - 24 3 (12.5)
fE R 24 2 (83)
TR 24 3 (12.5)
M2 24 4 (16.7)
e 23 15 (65.2)
B 24 1 (42
KA E 24 1 (42
ik 24 1 (42
AR 18 1 (5.6
BIER7Z L 24 2 (83)
mEE L ERIEI1ER
HH FEAT 5115 FBE (%)
GOT L& 24 4 (16.7)
GPT L5 24 5 (20.8)
ALP L5 24 1 (42)
BryLey kR 24 2 (83)
g7 v7rF=r L5 24 1 (42)
BUN |5 24 2 (83)
&S
THH FHER (%)
Fim sk (n=15)
<4,000/mm? 4 (26.7)
<3,000 4 (26.7)
<2,000 2 (13.3)
< 1,000 1 (6.7
/L (n=20)
< 10X 10%mm? 1 (50
<7.5%X10* 2 (10.0)
<5%104 1 (5.0
<2.5X10* 0 (0.0




GRFEMEMEICHTT DHIRAS L UREOKRSHR (F148)°

H )

JEFENENTR L 69~ % 55 TR AR

RERT A

2 fi i 2[R FBR

PSS

FORMEME RS 198 B (Ge2f] : 130 fl (FRIRNEES © 86 Bl O : 44 1)) 7pds, &
BENTBIEX TN RELA O T LR 6 5. Bgs 8 B, A RRERE 1 B2 & T)
FE 2055, RRSN-RERVAZEOROKRE M HlOHTEH LT,

EEVAGEN s S 8

O I IEZ2IC X 0 FEREME CH D 2 & BRI TV 2 IES]

QUEREREEETH L

OFHI & UTBEIRER], 7272 L., ITiRE%R D72 &b 4 BRI EOKREHMBH Y . 2o
BB OREN 2O LNRNT &

(Dperformance status (P.S.) 7% 0~3 DIEFH]

G2 » AU LR WIfFcE 5 2 &

® A MLEREL : 4,000/mm3 LA E /L - 15X 10Ymm3 LA . GOT. GPT : E% FIRED 2 7
LUF

T BRop L

OE#E, AlE, B mE e EE O H SRR
QIFBEREBE O & L JEH

BRI

RN S 80~100mg/m? ® 5 A hEFi& G4 1 2 —A L L 4~5 T Lo KE#E5E Lz,
BOES 0 110~130mg/m> ® 5 AFEGHE %2 1 23— & LA~5 BT L ICKERE L,

HIES

IR ERf BOKRS) 4 HlD>55. RRBSNEERITHROMM/INERE 29 5l

ﬁ L/T:o
=L, [R£i] ER/MNEREUNDIES L EATEE LT .
(FzhtE]

HESSHROHIERE - AAMESS RFEMER & ONTHREET; O M %3 21k
PRIETS L OV IR 0D 53 500 R R v |

nESHR (EOks)

kA | 524 | CR | PR | MR | NC | PD RAE : B O6)

sE2 ) Tt A% A5
BRI | 32 29 1 5 16 7 129 (3.4) 1/32 (3.1)

FARARI DR E

HifaRe L Bl | AlGRSH D - B

OBy | it 0/11 1/18

ROZEEEO PR FIORIELE TOFHHENT 27 BT, ¥ 37 HHBIZ 50%LL A/ L.,
PR i B Y 68 A Thh - 77,

HRFEE TOFHELERB LIV 50%L B/ 442 F TOFHEREEIT, RO&ELT
852mg/m?, 1057mg/m> Th > 7z,




[R£H]
El1ERA
THH BOgs (n=51)

FEEL 4 (17.8)

BETRER 28 (54.9)

& 2% 16 (31.4)

L - EA 17 (33.3)

A 8 (15.7)

i 35 (72.9)

T 2 (39

FI5 1 (20)

AN 28 1 (20

% 1 (20

EREEGT SN 1 (20
il (%), %48 BIOfEKT
BRRREEERE

HHE B0 B 5% & 085

~NETSBE R (gdl) =11 <95 11/43 (25.6)
FImEkE (/mm?) =4000 <3000 18/51 (35.3)
M/ (X 10%mm?) =10 <10 8/51 (15.7)
GOT (U) =50 >50 7/45 (15.6)
GPT (U) =45 >45 8/44 (18.2)
BUN (mg/dL) <25 >25 8/41 (19.5)

1) AR OAGE S NI UTRRIE T/, B Y /SR, 7 S,

CEMEZICNT 2H TLFOROBEHER (F148)°

N AALFFRER I LIRS CTh D,

Ha BTN 2 x5 2 2 T AE SR
BT A TR, SZhEk AL R R
kG FENERGEE 41 5 GEMRTEEF 35 B &G SN 7-ZhRE U LS o IR/ N a4
B, FEEE 10 1, WCERPAE 4 B, mOESEREE 1 6. BREE 1 fleEte)
Fo R B AL Oz a5 L
QWEFTREIRAE I TRHMAIRERE 2 BT 52 &
(®performance status (P.S.) 73 0~3 DJEH]
OFIEEGIL, TATIEER 4 BEU EOHIMAH 0 | I 2F OER 2 GO B WER]
TR bR LY OFF - BEEREICEE OBED & 5 IE S
QHEE A THED & 2 JE
OIEBYMEEHHE D b 2 JE
BT JREIE LT, 1 H 200mg % 5 HEEHER ARG L 3~4 2 &2 iR LTz,
it R AR FMEWIEEHI 5 BN S B, AEBINI-HEER IR DM /MERRE 13 4. DREE 1 4.
FEERIGlOAFRBEL-, L. [ReH] IthEELEATEH L
(B3]
NESDHROHITEEE | AARBIRRES TBEE AL FRIEE ) T E 2L
nESHNR
¥ | CR | PR | MR | NC | PD | Z%h= (%) ZEREIM - A
Jifi AR | 13 4 5 4 4/13 (30.8) | 28%, 377, 42, 74
B 1 1 0/1
T S 1 1 0/1




(Z214t)

El1ERA
HA AT 4% FEHLFIER (%)
BRNR 39 8 (20.5)
GLOYI 39 18 (46.2)
M 39 8 (20.5)
TR 39 4 (10.3)
EX7 39 1 (26)
g 39 1 (26)
AN 39 1 (26)
FEEL 39 1 (26)
S 37 21 (56.8)
B 39 1 (26)
Rt 39 4 (10.3)
miz=EHE
HHE FEBLEIE (%)

H ek (n=33) <4,000/mm3 6

<3,000 7

<2,000 8

<1,000 3

i 24 (72.7)

/Y (n=34) <10X 10%mm? 5

<7.5%10* 5

<5X104 0

<2.5%10% 0

it 10 (29.4)

~NET e (n=38) =2¢g/dL 20 (52.6)
PERIER (n=38) 1 (26)

1) AFI OGRS 7 shkE

R TN, R Y NI, RS, D AALTRER IS L ONEE) Th D, e, K

FloAGR S NI HEROCHEIR TV, 3. () HEROCHEDESR 22T 5L,

@FEM) 2\ - BMANKICHT SBIRNEEE S URAKEHEER E18)"°

Hi

MR N TS & OVEE T e % 5 T AHRER

BT A

FERFIR, oMt ak LR FRBR

PSES

MY oRERE 88 Il GEAMGIER] - 56 B GRS« 30 . HARNIEEE : 26 1))
APEAMEERE 64 61 GRS SAER : 3561 (RO&E 13 6, RS 22 61))
EE HENMREFADS S, RESWERERVAZEOROBESDHEH LT,

T B R UE

OFATE U THREREARIEICIE L LT D AEHF]

ORI RHE P RERAEFTHZ &

QHMEE D& 4 WM LL_EOREHIM D & 2 JEHF]

@RS 2 B[R LL_E 28 T B 222880 S B FE]

BRI 15

BOfs  JFHIE LT 110~130mg/m? % 5 H Bk 5 L=,
RS - JRHI & LT 80~100mg/m? % 5 H Rk 5 L7,




R EE ATV RATRILOMRERIEHRE T/MMElEE. Bt D/ E. FEERE. KAt
PREERICEELLINERE] BOT, CITIE TEWY VNE] O#EET S,
=L, BERD&AEMEDES LS A TES L=,

(B3]
RIEESIRDOHIERE . A O THEMEY > EIRE DI E LT
REESHR B/ E)
wo®s
THH " e o Zh et
%k CR PR B % SR - A
FERTF Y NE
TR HR Y 1 0 0
TEE R A 1 0 0
OVE A B 11 1 4 45.5 280"
OF AERATR 1 1 0 1/1 42
OV AER IR 7 0 2 2/7
[OEViiE Zitt il ok 3 0 0
OV A/ TR 0 0 0
OVEAMEY oS HEERME 0 0 0
R 1 0 1 1/1
#t 25 2 7 36.0
R F IR
IRA R 3 0 1 1/3
FEEiE LR 1 0 0
#t 4 0 1 1/4
A T AR A s Y oo S 1 0 0
&t 30 2 8 33.3
[R£]
BIMER (FRATMISL - 45 f5I)
HH ROEEH] (%)
s 27 (60.0)
BACRIR 15 (33.3)
& 2% 11 (24.4)
EEYTIN 13 (28.9)
FEEL 7 (15.6)
& i 5 (11.1)
TR 5 (11.1)
REE/S 3 (6.7
HER 4 (89
WA ECRE 3 (67
b PANIE 1 (22)
EX7 1 (22




AR TIE GOT (10.5%). GPT (13.7%). LDH (8.4%). ALP (7.4%). BUN (4.3%)
e P ORBERERLLNEN, Wb —@ETthor,
mig="sE (Bt o/ \E, #0O%E)

A < 4000/=4000 BARME : /mm? FARAE R B [F118 B £k
A 1% ¥ (PH) ¥ (PH) ¥ (#apA)
- 1800 12 10
R ER R 1716 (0-3800) (5-21) (7-35)
A <10X104=10X 104 | HARME : 10Ymm3 | A RMEEE 0 & EIEi-RER
- CIE= SEEY (P SEEY (P SEY (HEPH)
" 72 13 9
L 319 (1.3-9.7) (9-21) (7-28)

@B ) BT

PREOKEHER FE1M)"

=D FEMEY o NIEIT R 2 5 I ARAER

BT A et B, 2 i % e R AR

PIES MY oNJERE 534 GRS GAER] : 46 1)

F e R AL DIEHERUEF BT L T 2 SE A
QUEMRREELAT L L
QARG 2 HWFLL B2 R TRB OB RO &1L 2 5E R
Dperformance status (P.S.) 7% 3 2L EDJEH]
®2 7 A LA EDALEAIATHE & S 4L 7 e B

F e bra AL OAT - BREREICHIE RBEE D & 2 IEH]

BTk JFAIE LT, 1181 100mg & 1 H 2[5 A EREAESG L, 3~4 BT L ISRV IRLT,

(RS (FHzntx]

MEGROHERE . AABGTRTS TETED AL HRIEE 0 R E
RERDHRESNR

PEERA ¥ | CR | PR | MR | NC | PD | EfiER (%)
HERTx Y N fE

TR 5 fr 2R 2 2 0/2

e P YR A 2 1 1 22

TR e P R 2R 1 1 0/1

OVE A/ INHI R Y 1 1 0/1

OVE AN A 11 3 1 5 2 4/11 (36.4)
OE AMRAT 5 1 1 1/5

OVFE AME KA A 12 2 4 3 3 2/12 (16.7)
OV F AMEL R B 1 1 0/1

O FEANMEY o 3EER 1 1 0/1
R F IR

U MBI 1 1 0/1

TR R Y 3 2 1 0/3
FEEEA R 1 1 0/1
BN T HERE A s U 2 Sl 5 1 2 2/5
7t 46 4 7 16 12 7 11/46 (23.9)

TR 80 HM Tdh -~ 7,

B, AR OBENE Y LR JEIEPES R E R X DGR, B Y R TR AR
2N 43.9%, AT HIEAMEY > SBET 5 Bt 3 flch o7z,




(Z214t)

El1ERA
HA RN 5L FEELHIER (%)
L 47 18 (38.3)
A 47 5 (10.6)
AR 47 13 (27.7)
TR 47 2 (4.3)
HIm 47 1 (21
N8 47 1 (21
155K 47 1 (21)
i 36 22 (61.1)
F REREPRH 47 2 (4.3)
AR 47 1 (21)
SR 1 B, %5 1 4
&S
THH FEHIER (%)
HimEkE (n=37)
< 4,000/mm? 6 (16.2)
<3,000 13 (35.1)
<2,000 6 (16.2)
<1,000 3 (8.1)
/3 (n=44)
<10 X 10%mm3 4 (9.1)
<7.5%X10% 1 (23)
<5x%10* 3 (6.8)
<2.5X% 10 1 (23)
AT g (n=46)
2g/dL UL DD 19 (41.3)

Q@FEMY UNEICHT 2ROKXEHER RPFIH)?

S HEMEY LSBT D 1% AR AR R
BT A FERIIR, AR L R R
PIEA MY L oSEBE 88 ) (54l - 83 )
TR FE U OB £ I ITEE BN £ B FIE S 5TV B IEH]
QAR EANCIENEY VSl TH D 2 & DIHERR STV D IEH
Q@I E L TIEAEMIEIRIC L > THROB LR T2ER], & 5 WX 8 e iGFRIES 720
SER
@FH & UCRITAE D OBIRIX 2 LA L & U2AS, BiAE CHE (PD) (272> 7235803
2HEMLIATHATE LT
(®performance status (P.S.) 7% 0~3 DIEH]
®*FH - 15 Ll E
@3 5 A LA EOAAF I FHE & HIW S L7 el
®F Zlfar (BRE. . &, 0) OWEENFLREFSIL. 2O N O RMRE O RAEL -
FIEH
F BRS¢ 3,000/mm3 P b, RSk 0 7 X 104YmmP BL B, ~' e & 9.0g/dL LAk,
GOT. GPT : fag® IE% LIRED 3 fFLAF, MiFHRE Y LY Lsmg/dL LN, &2 L7
F =2 : L.5mg/dL UL F, BUN : [z E5 _ERRAED 2 500 T
F 7 BRoh LY Oinks & A3 2 5EH
OTET M D & 2 AEH

@F D, AiBrZ EM T DICH2 0 FHY &5 2 S DIER




R 1A FHIE LT, 1 B 1 50mgbody 21 HREEHZOHES L 1 EBAKE L, izl a—2
ELlL2a—ADERETEZEE LT,
FER [F#hiE]
NESSROHEEE . AARERRTS [EER AT RIEE B S E S )
EEREANOHRESHE
. . NC R 95%CI
P HRA 524ffl| CR | PR (MR) PD %, (LR T
FER TR Y Nl 80 9 33 |23 (4)]| 15 52.5 (41.0, 63.8)
RYF IR 2 1 1 2/2
RN T MfE s U 2 iE 1 1 0/1
) 83 10 34 |24 (4)] 15 53.0 (41.7, 64.1)
FERTFo) UNECHEBRIMESSR
HEL AR %k CR PR ZENE . %
TENE M 16 1 8 56.3
OFE A 62 8 24 51.6
Lennert’s lymphoma 1 1 1/1
CTL 1 0/1
FEROFD) UNEOEEEFINESEDR
Shag -
BT el R | PR | NC | PD R
el B 41 3 18 11 (2) 9 51.2
LS 39 6 15 12 (2) 6 53.8
A i 30~39 2 2 0/2
40~49 8 1 4 3 5/8
50~59 13 1 5 4 3 46.2
60~69 17 2 4 9 (4) 2 353
70~79 28 3 16 5 4 67.9
80~89 12 2 4 2 4 50.0
PS. 0 46 4 22 12 (2) 8 56.5
1 26 5 9 9 (2) 3 53.8
2 4 1 3 1/4
3 4 1 2 1 1/4
Jp3 4] I 11 1 5 3 (2) 2 54.5
II 17 3 7 3 (D 4 58.8
11 21 3 10 5 3 61.9
v 31 2 11 12 (1) 6 41.9
ENIEIESES -3 50mg/day 73 7 29 |23 (4) 14 49.3
75mg/day 7 2 4 1 6/7
FATLFHRE | B 68 6 27 |21 @) 14 48.5
TR EHY 36 2 14 12 (4) 8 44.4
T FRY R L 32 4 13 9 6 53.1
L 12 3 6 2 1 75.0

FN] 44 BT DR R E TOHIIL 5~70 B (hdefif 15 B, LLFFED. PR HIRX 28
~273 H (745 H). CR I 10 > CR #if#iX 28~164 H (63 H) TH -7,

R, ANOEMEY VOoNEIRBE R E A IS EMRIL, ERTF U UNET
525%., RUFUIHETIE 2 Bl bARABEEMRTHY . HFIBIC L 2R HEE & Rk R T
Hol,




(Z214t)

El1ERA
fiE T Grade o Grade3 UL |

A e 1 2 3 2| BRI | wma
BERIR 86 20 13 4 43.0 4.7
Wi E 86 16 13 3 372 3.5
HLL MR 86 18 9 1 32.6 1.2
S T 86 9 7 18.6 0
PN 86 7 6 15.1
FEEL 86 1 4 1 7.0 1.2
T 86 5 5.8 0
myz) 86 1 1.2 0
RGE R 86 1 1.2 0
fifige 86 1 1.2 0
R 86 1 1.2 0
% 86 1 1.2 0
B B A 86 1 1.2 0
THD L O 86 1 1.2 0

BRREEERE
fEAT Grade o Grade3 UL E

A e 1 2 3 2| RN | wma
H ifn Bk 86 12 29 16 4 70.9 233
B BRI 86 9 19 17 11 65.1 32.6
~NES 1 LR 86 12 20 13 2 54.7 17.4
LiIRANY 7R T 86 9 4 3 1 19.8 4.7
GOT L5 86 8 9.3 0
GPT L& 86 6 7.0 0
ALP L5 86 2 23 0
BUN |5 86 1 1.2 0

OF=HEICRT I2RAKEHE GTHEIR Y

HHY - SRS 3 2 AT AR TTARRRBR

RBRT YA FERFHR, Mk L [R]FRBR

KES FESEEE 246 Geaf] 17 61, R 20 B1)
ESUASER7S ORIEDE BTV DIER],

OMEMEZ ETITHIRZIC LY FESE TH D 2 & DR STV D 5EHR,

QHIEFTREIR A L2 ITFHI TR E 2 A3 5 2 &,

@FANE U CHRRICAFEE (1 AFLIRIR) 2200 TWRWVES - B LTCER, ¥,
S FIAIR & O biological response modifiers (BRM) HLHIOiBI{L2pFE & L C oM HFI
WFETE L, I L okEIE 2 \FUL L Lz,

(®performance status (P.S.) 7% 0~2 DAEH,

©Ft - 15 kLl E 80 LA T,

@3 » AU EOATENAIEE LMW S, MEEE SN ABIEIMP . FHIE U TABERRE/R Z &,

@ Zhgar (B, T, B, L) Ol HoRFr S, 20 TRl ORI A O R4
JHREH,

FHIERE © 4,000/mm® PA 1= 10,000mm? Af, (M3 : 10X 109 mm? PA k., ~E/ ey
&0 9.0g/dL LA, GOT, GPT : sk 1ER ERRMED 2 f5LL T, MG e UV v e @ 1.5mg/dL
T, g2 V7 F=2 : M EFMEO EFRECT, BUN @ 25mg/dL LA




T bRab I UE

Ot z A4 2 AER

QHELREHHED & 5 IEH

@EMED RIEMIR B D B 2 FEH]

OIFENEFEHE D & D HEH

@ FE 72 BUE DO BEFEIRE D B 5 JE 51

©@uttir, IR JOMEIRD AIREMEDS & 2 E ]

DF D, AikBrZ EHT DI12H72 0 FHlY &5 2 S DIER

BRI I%

=10

JFHIE LT, 1 A 18] 50mg/body Z 21 A AR O#HE L 1 HMKRIELZ, Znxd 1 2—2
ElL2a—2pPkEETLZELE LT,

HEAR

(Fahit)
PESSHROYIERE | AAWIRRTER e AR AALSFIRIE O ) A H E AL )

FEHE  ARERFIOREBESEMR

K WA | PR | NC | PD | NE | &% : %
EEEN 20 4 8 5 3 20.0
A i ~49 2 2 02
50~59 2 1 1 0/2
60~69 6 1 2 3 0/6
70~ 10 4 4 2 40.0
PS. 0 1 2 3 1 1/7
1 11 2 6 1 2 2/11
2 1 1 1/2
FINEYS HY 14 1 5 5 3 7.1
2L 6 3 3 3/6
JRBRR R | R R 18 4 7 4 3 222
LA 3 2 1 0/3
PN i) e R i 12 4 5 2 1 333
AN P SR i 3 2 1 0/3
JieE 2 1 1 0/2
B h g 50mg/body 19 4 7 5 3 21.1
75mg/body 1 01
ABE - shk NI 13 2 6 3 2 182
sk 6 1 2 2 1 1/5
A&tk 1 1 /1
ElER
WA | W ] R | s e £
B IRE 20 3 1 11 55.0% 5.0%
HL - TR 20 2 5 7 35.0%
T 20 1 1 5.0% 5.0%
N 20 3 3 15.0%
i 20 6 9 2 17 85.0% 10.0%
(=R 20 2 4 1 7 35.0% 5.0%
T2 IR 20 1 1 5.0%




BRRREBER

FRMT Grade " o Grade3 LA

5 s TT T2 T 5 T2 280 | =8 | 00

i Bk s 19 3 5 7 2 17 89.5% 47.4%

I HERIE D 16 4 3 3 3 13 81.3% 37.5%

~NES a L 19 5 4 5 1 15 78.9% 31.6%

s N R Rk 19 1 1 5.3% 5.3%
wryLrey k5 18 1 1 5.6%
GOT 5 19 1 1 5.3%
GPT L5 19 1 1 5.3%
v-GTP L5 18 1 1 5.6%

AL-P |5 19 1 1 5.3% 5.3%

ODFEHEICHT 58

AREHR (RAFIHE)

EL)

T SRR LT % 1% 20158 T AR AR

R T YA FEXFHR, ik I AR
POE" TESEEE 806 (GEAf : 69 B, WHH 78 1)
F R GRLE OWHRE £ 2IXETEREEAR ED DL REDNE LN TV BIER,
OQOMBZ FIITMIEZIC LY FESE CH D 2 & B3R STV DIER,
QNE FIRE A F B FI e A2/ T 52 &,
@1) BEIREENE., ALZEE (6 » HUNIZ) 22 TOWRWHRFRR LER &5, 72
B, WBMEEEE L L CORFBEHAIR & O BRM BAIDMEH SN 7EFIXZ ORY T
IR, 7272 L, B bEIRER KOV BRM RAI & ORIFEIE 2 WL, O &
OMRIE 4B EE T2,
2) RIGEHNT, HHI Wb, VIIOEIHER & FHRFEIEOMEIS &R b RWEREEX R ET
5o
(®performance status (P.S.) 73 0~2 DIEH,
©4F i - 20 mELLE 80 LA T,
DIRTE : 35kg LIk,
®3 » HLLEOEFRFHRE L T S, BB L S BB, FHIE U CABRRER Z &,
@EZhgas (B, . B, D) OBWER oS, 220 TRl OR MR A& O FEHEZ il 72
JIER,
A M EREL : 4,000/mm> LA E 10,000mm?® Rfiti, M/ 0 10X 10Ymm® LLE, ~E/rE v
#:9.0g/dL BL k. GOT, GPT: fiisk iEH EIRED 2 fFLL T (FFsBEIEZ DR Y Tk
VW), MERE Y LEY  15Smg/dL BLF, MEZ L7 F =2 iR EFEO ERLLT,
BUN : 25mg/dL UL F
F BRI E Ok & H 9 2 fEH
Q@EERAIHED & 2 iE ]
@aMEDRIENEIR B B 5 FEHB]
OTEEPE BRI O & 5 FE B
O E 2R BUE DBELEIE D & 5 fE )
@4Lta, FEILmE L OUEIRO ATRErE A3 & 2 EF
DFDfth, ARERZEMT HI2H72 0 Y & &2 S5
BRIk JFAIE LT, 1 B 1Al 50mg/body % 21 HREREHHAMZOEG L 1~2 BRARE L., Zhid 1 a—

AbLL2a—xPUEERETLHILE LT,




HIES

(FahiE)

HIESSHROHIERE : HABIORTFS T AR AALSIRIE O BN A E L1 )
BEREFAHOHESHR

AT % | CR | PR | NC | PD | NE | ZE¥h®R : %

T 1) 78 19 34 16 9 24 4
PR | R R 67 19 28 12 8 28.4
bR il 14 4 4 3 3 28.6

KifadEmie | 48 15 20 9 4 31.3

/N A 5 4 1 0/5

iR 6 4 2 0/6

MR - b R g 5 2 2 1 0/5

[FIRIEYS 2L 17 8 6 1 2 47.1
HY 61 11 28 15 7 18.0

A&REEREE | 17 3 2 8 4 17.6

RESMLA DMES SR
TR AL ff1%| CR | PR | MR | NC | PD | NE | &%= : %

bkl JRR B 26 9 1 10 2 4 34.6
BN SIS 8 2 3 3 2/8

& 10 1 1 6 2 20.0

PN =Nl 1 1 0/1

PN ] 1 1 1/1

JHfik 3 2 1 0/3

fiti 11 2 8 1 18.2

Jake 1 1 0/1

S VE M B g% 1 1 0/1

e & 2 1 0/2

VUREiskE | BB Y oo i | 13 1 3 1 2 3 3 30.8
ENMY o8 |16 2 5 7 2 12.5

FRBKOFRY VR E I TOMRERBD S (50%LL EORE/N) £ TOMRK (PRmMm) X, 30

HEO29 B, BAfxbE (PR 3,

1050mg K (¥ 1150mg TH Y 1 =— A% (330 A)

THMEOFERHEE TX 12,
[R£H]
El{ERA
THE fiEdT Grade FEHLFIEL Grade3 LA |
- K 1 2 3 4 (%) HHE (%)
BEIR 75 22 18 5 45 (60.0) 6.7
HEL - MM 75 29 8 4 41 (54.7) 5.3
T 75 5 2 1 8 (10.7) 4.0
mESE/S 75 6 3 9 (12.0)
(EEEE/S 75 1 1 (13)
g 75 1 1 (1.3)
i E 75 23 31 4 58 (77.3) 5.3
& T 75 19 12 2 33 (44.0) 2.7
FEEL 75 3 5 1 9 (12.0) 1.3
FIB 75 1 1 (1.3)
nEaRNE 75 1 1 (13)
FE 75 1 1 (1.3)
OEO LT 75 1 1 (1.3)
B 75 1 1 (13)




BRRREBER

5 H ﬁ’éﬁﬁ Grade FEEUHIEKL Grade3 UL E
- il 1 2 3 4 (%) FHEE (%)
H ifn Bk 74 12 23 16 7 58 (78.4) 31.1

B BRI 67 11 17 8 8 44 (65.7) 23.9
AT 0D 74 21 21 12 3 57 (77.0) 20.3
R I R ek 74 1 1 (14)

s NR JEk 74 4 3 2 9 (12.2) 6.8
Briurry ks 72 1 2 (2.8) 1.4
GOT L& 73 5 1 6 (8.2)

GPT L5 73 4 4 (55)

v-GTP L5 67 1 1 2 ( 3.0)

ALP L5 65 3 1 4 (62)

LDH L& 71 1 1 (1.4

BUN t& 73 1 1 (1.4 1.4
VT F=r bR 72 1 1 (1.4

SRE E 0 62 1 1 2 (3.2)

PR ifn. 62 1 1 (1.6

@A/ MRREISX T S

BN E S UROKRSHER (F148)"Y

EL)

it/ NI L 9 % 55 TARRAUR

BT A

2 it i e A RR

PSES

%/mmr$% 5161 (el - 47 B FRIRNER S - 22 i, RO&5 . 25 41))
E EZ2flnS5s,. RRESNWERERVAZEOROKRS 25 floHEEH L 1=,

T B R UE

®ﬁ% itiﬁhw X0 /N TH D Z & BHER SN TV D IEHR,

QUEFRRHREEZATDHZ &,

@i%%ﬁitiw%%#%T%”&<&%3LUL@W£%%ﬁ%D ORI D2
DIRVEERRG, 2. = e YU L7 READFTNRE THEH I TV L5E1X 5~6
M OREEIAE D B 2 EFNIRE L=,

@F W - 19 LA T,

@2 » AU LOEFNREEMIFFCE 5 2 &,

® A MEREL - 4,000/mm3 LA . fi/ SR - 15X 104 mm3 L =

7o bRANEUE

OB, AP, B, O EE 2R EE O H 5 IER]
OIFBEFREBIE O & L JEH

R TT 1k

HIRINAR L - 80mg/m?2 @ 5 ARG A 1 a— AL L4RTE0FREE Lz, MR UL ED
NRERBDOIIEFNT 2 2—AU OB G EFAIE Lz,

BOo&s nmgw@saﬁ@mﬁﬁ%lzkab4ﬁ S5 L Lz, MR ELED%)
BEBOTIEGNL 2 a—A L Lof 5 Z2FRI & L,

;"\u %

(BHxntx]
NESMNROHIEERLE . AAMEES TR S OSBRSS O IfET AR 2 {b5
PRIETS I ORI 0D I3 200 SR ) R ¥ |

BREEMNDORESHR

kG %k PR MR NC PD FTEHE %
YquEEsA 25 7 2 12 4 28.0
AAEREEMNDOEME
AR Bogss (%)
2L 7/18 (38.9)
HY 0/ 7




RO GREOTERH] 25 FlO XL 5 5T 1320mg/m? Th o 72,
median survival time (MST) 1., RAO&KEH T4 HTH -7,

(&%)
BIYER (FEATHIZ : 25 )
HH EO&EEH (%)
FEER 2 (8.0
BEARIR 14 (56.0)
i 9 (36.0)
HE - R 10 (40.0)
i 18 (75.0)
T 1 (4.0
AR 1 (4.0
B2 1 (4.0
GOT >50u/L 3
miE7 v7F=> >1.5mg/dL 1
&S
HH BOES6 (%)
~NETSBE R (gdl)
TRIERT= 11 22
TR <11 6 (27.3)
<9.5 2 (9.1)
HimEkE (/mm?)
TRIRE1=4,000 22
TRIR1% < 4,000 5 (22.7)
<3,000 7 (31.8)
i REC (/mm?)
TRFERT=10X10* 25
TaI% <10 X 104 4 (16.0)
<5X104 0

(4) BETHHER
1) AR
AR L

2) REMHER
R 5o Je CFMIRTFMERIBITRE S & Bt L

(5) B#E - HEAIFER
U R L




(6) ;AERIER
DEARERE (—RERRERE. HEFEARERE. FARBLERE). 2ERTET—IA—IHE. HER
STEREBRRHABRONE
FHEELMICRB T 2RIERRIIRIIC WX TVIIL 8. EIER) &R

DERBEUELTEBETENARRIIRELZRE - HBROBE
FE LR

N Z it
DR L



VI. EEB(CEET SHIER

1. REPNICEEHSLAEMRITLEDE
AR

2. ZEBEER
() ERASREL - {ERKEF
ARAE D S Mitg 205 Gy BlC & 2RISR L CRAIIER 278 L, ZOMFIX, DNA 1233 2 BEEA Tl <,
DNA HEELMAAT OMER b ARA VY AT — BN OEMEEIAET 20 ENEZXOND, £To. ZORMAERITIEMRRE L
VEFAIRER O BT ITIRAF LTI 32 19719,
1) ¥ X B P388 HHa(=xt9 % DNA & RKBAEMER (/in vitro) (FEN&EED
P388 Mz = h AR N &I 37CITT—ERfEER L, RWT PHI-F IV 22 TRIT 30 /rfiisaE Licik, M
Nl O Bl AN 4 T P D SRS 2 % I E L7z,
T AT R Smg/mL DIV T, DNA A RITEEE A% LM ICPlE S vz,
0.5mg/mL OPEIZB T, MEARFOER & HICHESHIM L,
RRET 41 h%2 03 50mg/mL DOFEFETx FARY R Smg/mL & FFRREDOEMEM 2R LT,
2) #ERE N DNA S5 (=%t 9" B UIBR4ER (/n vitro) ((ENEE}
[H]-F 2 12T DNA %5k L7z P388 flfind ., = bRy R E3RIC 37°C T | BRRIESE Lz, IRV TT V0 VisHiE
12 & 0 AN DNA S50 BIT OF & Rt Lz,
T FARY R Smg/mL OEETEMSETBE. AT T2 7 44— BIZEFET % DNA B3 EHICE D L, = FRY
Ko DNA $HUIMHERI AR bz, —H. N7 487 bx U de<ERERS o Tz,
3) Eigk DNA SHICxt 9 2 UIBR1ERR (/n vitro) (]ENERH
HEE DNA $HICKI T 21EA 22572012, U VEREERT < PH]-DNA &= hRY F%& 37°C T30 ot S ¥ 7%, 1)
20 EE TR LIz OS2 E L2y, = hARY RIZe<EfEZRE o7z,
4 biRAVAS—ELREER (/n vitro)®
= R R DNA #EE# AT OB FARA VY A S —FP I ZZE L. DNA O 2 AL FERICEIET 5, = OIS
AT, T MRY RBREZIITYEIIEE SR D,
) &t AwRX (/n vitro)®
~ U AHIME P38 MifE AT K& T 37°CITTHEE LB OMRARR 2B R a0 =—BAIEICTROL L
A, = MY ROFARAVERIZ/ERRE R OEARER o8N & T8 L7,
PeoT, = "RV RIZFILOSHE b RERTFESEDDEEERRE (type1b) IZBT 5 &fbim I i,
6) MR B HNETICRIZTEE (/n vitro) (FENEED
P388 HIMJEAMALZ = hAR L K &2 37°CI2 T 1 X 24 BRRE % L7z,
1 RIS RO TR, = MR Y RERWIZHFIC 24 RERREE 26 L7z, BT OFKRUICENTY A 7t m
A MU —%1T\V, M@ DNA DGR/ — v 2RO EZA, TRV FEEHSELZLICL-T, G AT
M HIIZFH Y4925 DNA B2 FF oM &R L=,
Z D DR :a‘ob\f/\ﬁ”?aék IZHEMMRFED I o o Z D, ZOMBREREISME Y NETTN G iTr
oy 3N ickb RS,
ﬁoT\IFﬁVF IR I 0 S #1742 O G i Wk L CRSIRIER 2635 LB 2 bz,
NHBEER (in vitro) GGENEE
T RARY RIEZ T A5 E I LHREOHEEEZ/R L2, 77 AREEICH L TOIIF E A ETEEEZ RS 2o
77



(2) B E BT DHBRE
NIHR -5y brOEREBABEEERICHT SRESHRRCEBEIFIZHE (/0 vitro)?~®
<A Ty O ABHEMERE AV T MR Y ROPUEESREZ T2, ZOMR. w7 AD P388 AL,
Colon26 K& T* 38 K. Lewis Mififs. B16 X5 7 —= . Ehrlich 5. Sarcoma 180 25(2%f L. B/~ HEERHEA R L
oo (D)

®1 IKRYFOERRES (ROR) IIRHTSHRESHNE

NS FrRN & 5 FERE R
o wwg | RN emw | wmwi | RN emm | s | 5| e
&Y (%) Wi | 5EY (%) W | 5EY (%) Yok ”
P388 MM (ip BAH) 10 >242 5/6 — — — 100 201 0/6
P388 [HIME (sc BHH) — — — 20 153 0/6 100 149 0/6
Colon26 K (ip BAiH) 20 >204 1/5 — — — 100 107 0/6
Lewis fififfg (sc BHH) - - — 40 >222 5/5 200 >149 1/6
B16 A5 /—~ (ip 1) 20 >223 2/6 — — — — — —
Bl6 * 7 /) —= (sc F54H) - — — 40 128 0/6 100 112 0/6
Ehrlich # (ip B4#) 20 >424 6/10 40 >278 3/10 200 >220 1/10
EL-LP-12 (iv &) 40 149 0/9 40 179 0/7 400 172 0/9
Sarcoma 180 (ip 1) 5 >228 2/10 40 134 0/10 |2000r400| 122 1/10
Colon38 K A5 © — - — 40 919 6/6 100? 619 6/6
Ehrlich % © 40 789 10/10 207 54°) 9/9 200% 82 9/9
Sarcoma 180° 40 629 10/10 40 63° 10/10 2009 549 10/10
a) Eiif 5 & mgke/H
b) B  ABRIRIAELE L By — OBk
) MEBSOHIFHILE S A Wit Ui f PSS %
d) FEFETEAHBLL ARV I S
e) HHEFEIHE
£2 ETHBEE FFEBREICHT ST MRS FOETEIMHIHE
W e (&Ey% a HETHENH
mg/kg) (%)
Hela 21 HiFE A 5 50 5 36.7
TCO-1 21 Hf#E A &G 50 7 33.1%
SI-HA 21 H A& G- 50 5 38.8*
*p<0.05 GHRBEICKTT 5 ¢ #7E)
%3 FE#iEHela S3 B LUUCCO8JCK [Zxtd BT R KD IEFEHNEIZHR
W Wi (&Ey% N HEFENH
mg/kg) (%)
Hela S3 21 HiFE A 5 50 7 58.5
UCCO8JCK 21 HHH A5 50 8 61.8




R4 ETBIEE MHECHT ST RS FOBREMFHRR MEERDE

P 1 A5 2 T b Eaen il B RMEAFEANGIEE | eoRIRE R R
e n
(mg/kg) (mg/kg) (H) (%) (%)
0 0 0 7 0.0 273
LX-1 269 1,344 5 5 67.8* 33.1
64 1,344 21 5 74.4% 28.4
0 0 5 0.0 0.0
Lu-24 210 1,050 5 5 47.3% 27.9
50 1,050 21 4 452 10.4%
0 0 5 0.0 0.0
Lu-134 269 1,344 5 5 51.5% 243
64 1,344 21 5 67.6* 17.2%
0 0 10 0.0 0.0
N231 210 1,050 5 5 45.5% 18.9
50 1,050 21 5 50.7% 20.6
0 0 5 0.0 10.2
Lu-61 269 1,344 5 5 M 38.3
64 1,344 21 5 57.9% 27.8

* 1 p<0.05, MBS T D tHRE

#:p<0.05 21 HREBEA&EOEESEEO S B R A& O &S5 tRE

DHREEMROB/ERY U a—)LikEE (XHR)ED
~ 7 ZARAEMEIEE L1210 AMURICHT 5= FARY RO Y o — /UKIEEICET A a2 1T o728 2 A, = hARY
RIZERBREOHGEZRLNEIL, LobEGMEASE Y KE L R LRV NEMANRIMEN TV,

FoX— R~y RA[BHErEe MEMEY U oXE (Case2 TN Case6) & W TG EEZ —EIC LEGHM % 5~28 HT
RO GEREOEME G OB 21To7c L 2 A, 5 HIEERZO#RG L7oRIT~ 14, 21, 28 HEEH RO 50
JF SR SE IR ER AR < . F72 5 AMDE AR D #E CIEEMEA s SN2, 14, 21, 28 HIFEE AR QKRS T

EEMHFRITA LN o7, ()
£5 I FRYFOX—KIHRA#iENE B VB TORSHEOBRE
. N o ES
WL N 1&52% fﬁij o no [ Rk | RAKE
WHE (%) | BOE (%)
b NEMEY L oNE Case2 | 0 GeFHHRER) 0 6 0.0 0.0
210 1050 5 34.6 13.8*
75 1050 14 5 66.9% 13.1%
50 1050 21 5 70.9% 21.6%
37.5 1050 28 5 78.2% 16.5*
b MY L SE Case6 | 0 (RFHRRE) 0 5 0.0 0.0
210 1050 4 M 32.4*
75 1050 14 4 79.6 31.7%
50 1050 21 4 63.4 24.5%
37.5 1050 28 4 54.0 10.3*

* :p<0.05, KHBEHIT D tIRAE,
BATEINHIR (%)« eHREEO BT 2 0% & L 72 Re A& HE T Ol =,
REBDFRE (%) « FGBIAE OFEEEE 100% & LIzRiO R ERD 3,

Q) e AR - FrirFaE

AR L




VI. EEREIcREd 5IEH

1. mRED#R
(M AERLEDGLDEE
U EE R L

Q) EERHBETHRASINI-ITRE
1)5 B ESHREROmp;EE Y

MY NJE 4 FIZART Y R 7L 150mg/day & 5 F R O &5 L7c & 2 O3EE /1FRI/ ST A —& & iR

BEHERB 2 LU TIOR Lic, SRR bhves o7,

@5 HEEREORS (150mg/day) FrDEBHPEH/ITA—4F

Day AUCo24 (pg-hr/mL) Cmax (ug/mL) Tmax (hr) Tiz (hr)
1 42.97 441 3.33 5.920
5 43.82 5.21 2.10 5.836

@5 BEERZEORS (150mg/day) FrOmMBHRELAE REHDE (FHELRERES)

6.0
50
o—e IHH (n=
o—o FE5HH (n=4)
I{lzl 40 ,/J
t'l
A 1
5 +
0=
43 \
[ 3
B 120 [~
(ug/mL) =" [\
4 S~
\§
10 \§
/ N~
0 20 40 60 80 100 120 140 160 180 200 220 240
e 5 BeAtArsM (hr)

15) AR OAR ST AREUTNER, MELOHE TV, 1.

2)21 BMERKZSHOMPRE Y

MRS R EIZ D AR R 25, 50 KO 75mg/day & 21 HR#EER O G Uiz & & OIREN ) FH /3T X —& & 50mg/day
Z 21 BRBERRE ARG L & & oM EEHEBZ LI TIOR L, /87 A — 2 [ IHBRFOCEM L2, 1 B

BE21 HEBICAEBEEZRONTERBEMTRO Nl

021 B NERREFHDEEGNFM/INZ A -4

PIRESUIE), TV, 3.

() MEROHEOfFHR) 228552 &

Beh & (mg/body) AUCo-» (pg-hr/mL) Cmax (pg/mL) Tumax (hr)

55 1LHE (n=3) 9.65+1.87 1.06+0.31 1.7£0.6
21HE (=3)* 9.84+1.98 1.03+0.32 20+1.0

5 1HE (n=6) 14.11+6.02 2.05+1.06 22412
21 HE (n=4) 21.22+8.96 2.53+1.12 1.8%0.5

7 ILAHE (n=4) 28.56%+6.93 3.42+1.17 23+0.5
21HE (=2) 34.33+13.75 4.62+2.64 1.0£0.0

T S I+ R 2R
* 132X IS HEOT =2 Th D,

KEHIZBWT1HBHE 21 BEDHEIZtIRE (AEAKES%) IZLVAEEERL,




021 BfE#ENERIR 5RO MEHREHER

3 o—e 1 HH (n=6)
3 0—o0 : #21HH (n=4)

5
1

[N~}
1
—

REF o St
L

1

(ug/mL)

04

T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24
e ekt @EF R (hr)

1) AFIOKGR SHIRESUIRR, AL OMEE TV, 1 ZREsU3ziR). TV, 3. () MEROCHEO#H 22RT5Z L,

NEMZMEEE (BBEH)
RTV R TR @ T RL) EXRXT Y RH TRV EDOEYFERIRISEM DR
OB 715
RERIT TEWFRIR SIS 2B IEHE ) (ORENEHIEICE VTV, BRI E LT —2Z L RE/HH LT,

OB AZDHME

e VESE . XY N e H7EI) S0m,

MR | R o ke ome

BeBRENY) v— 27V R, 108H, K& : 7.9~9.6kg

B 571k 7 a A4 — =ik IRZEWIR ¢ 1R

B 1 E BHRTROFEE% 025, 0.5, 1, 2, 4, 6B
I HR R R v @i/ vm~ 2777 (HPLC) - #tMHE

ORE R K OB
RTY KB TE]L S0mg &EXT U KA @KE T EIL) 50mg O MR L Y AUC & Conax I2DWT
1T o T HaHRIT OFE R & LL T IR,
ST ORE R, BT BIABRICHEEZEIL R <, 7 a2t — "—{RIC L 2 BRI EILEY TH - 72 LS
N5, AUC, Cmax DRFIFEIL, ZNENNTY RH TR (@RAH FEL) 50mg D 2.8%K N 6.7%E H/IEL
BKME 5% THEZITRD b otz




ORTURATEIL (ErATEIL) b0mg ERTLTHIL 50mg 4 XIZHBEL-EEDI FRY ROFEYMIFhER

(Ft5+SE, n=10)
1000.0
000 —8 ~TYFAT LN (AT )
8000 l O—0O XTI Fh7TENn
'%‘I\Pl 700.0 - /l-\
6000 d
f 500.0 T y \
E 4000 = [ \
ol N
(ng/mL) 3000 /_/
2000 / x\
100.0
00 \“\\ﬂ'
00 10 20 30 40 50 6.0
e AEsH (hr)
1 AXIBTH5EMENRFEHREBRER (n=10)
AUCO-6 Cmax
RIS R AT/ ST AV N 1A e i VA e )% RF Y KRBT
55 a—py | EBTEL) 50mg (#H 7 &) 50mg
50mg 1 17t 50mg 1 7t
17 178
SEYE 1140ng - hr/mL 1108ng- hr/mL 749ng/mL 799ng/mL
B 2.8% 6.7%
BT (B EAKYE 5%) ST (B EAKYE 5%)
@AM HEZERL @AM HEERL
EL FEBRAG
@5/ MRZE (A) @ 15.67% @5/ MRHZE (A) :2538%
ELERER | i (1-p) Bt (1)
A=15%D L % :0.763 A=15%0D L % :0.385
A=20%D L X :0.944 A=20%D & x : 0.600
@95%EHEXR (%) : @5%EHEXM (%) :
—14.02=6=8.55 —11.57=6=25.01
(3) hEH
MR L

W) EE - fREOEE

BERIC X 0 BN H HIFNZH>WTIE VI 7. FHAEMER] OEEZZBRTHZ L,

2. EYEERE/NS A —4

(1) B4 7535
AR L

(2) BRI R
B L




(3) SRR R
B ER R L

BDo2IF7IVR

GMEANT— %)

PR AR 14 BlIZ= M AR R 80mg/m? % 250mL OEBRAIIRIZEEME LT 1 Fef T TRIRNE G L 72iF oK FE 7 Y

7T AU TO®Y,

EH I VT T A
Total clearance (Clrp) : 21.4 (12.0~40.4) mL/53/m?
(¥#E)

BIVT TR
Renal clearance (CLy) : 7.7 (4.1~12.0) mL/%}/m?
(§#E)

FOMDT VT T A
Nonrenal clearance (CLnr) : 15.0 (3.5~30.4) mL/43/m?
(¥#E)

) A MEHE
GEANT—%)®
Volume of distribution (area) : 0.26 (0.14~0.51) L/kg
Volume of distribution (steady state) : 0.18 (0.09~0.34) L/kg
(FE)

) Z0tt
BT L

3. BEE (REaL—va>) B
() BB Ak
iRk L

(285 A — S EHER
AR L

4. RIY
NAFTTFRALSEY T4 BEAT—42)%
FEICKR 2R O E5#% D AUC THIRT 5 & 48.4% (24.9~73.7%) Th o7,

<BE>
A X2 PH]-= FAR Y R % 18.83mg/kg TRROK G L7z & & OB AT A — 4 & M PRIERERS 2 LU FICR LTz,



@1 XZHITHEIMAERIR SR DEYNFM/NZ A —F

e bl Tiz (hr) AUC
E R " I (ug*hr/mL)
A 1.8 30.8 6.14
Jiiik: 3 1 14.5 2.51
O XNHITHERBOBSEDMbEERT
é 100 -‘g )
u;i‘:»’nl- _C(f
H {L
k ’ B il _g
010 e ——
s
fi T
m _E__'T

5. ﬁﬁ 27)
<BE>

(1) %k — R B P @B 1
PH]-= R F& 7 v PSRN SUIRE A5G Lo & & ST DA I3 TR, MM I3E & A L L

AN

(2) % — R E2REFT @@ 1%
CHI-= FRY FEIEIRT v MCGRAKREG Lz L &, RIFROBFOMEH OBSHEERBH SN2 &b, = FRY
Rz L, Br~B179 228, IREIM MR L VAR o 7o, B K O o o P i BE oo R P i BE L2 54

5 BokEH (hr)

55  18.8mg/300.1uCikg TH 5.

MAETREF~~ 27 Uy ME D RMPREICAER L TRR LI,

FRITE =TV R 3 BHOFEIE &R L& T,

DiiE, RO 5% 60 43 T%K 40.06 X110.12 TH-o 7=,

@ Eit~DBITH

Sih 14~15 B HORER T » M2 PBH]-= FRY R4 5.67mgkg OHETROKE L & 203 L O E 2 T X

W2,

ARG N TIRGR 0.5~4 B & TP RES MR & FFREED, XV mWEZ R LI &b, = bRy

ROFIT~OBITHENENZ LR b L ol
ZhEE FARY FOMREMEREWIZD TH L EEABND,




OI KL FDETHADBATIHEDHTS

T e S8
B R

B

W H)

% i3
H E001

(ug/mL)

0.001

1L 3

BT

P

24

I3

G gEANFE (hr)

PH]-= h ARy RERET » MIROES Lz & &0t & T iRE (n=3)
(B) /% 1S HEORERZ v MIEnfgh Lz & x

4 BERA~DIEIT
HMEE R L

(5) ZDHDOBH/A~DIEITHE
7> MZ PH]-= FAR Y RN 9.74mg/kg TR EE LTz & & OREHR LR Q@ NIRE 2 UL TICR T,
THLE RO ONEMITEREIZSA L, DWW THB, B, B, IBRBEY o8 BB R O i 2 < 40 LT,
FTRTOME - IREEPEE T PR & REEECHICBEE L, FRITRD ool
O3y M PHI-T bR FEHEREROKS L= & E0MABRVEBZNEE
FEAR - IERERPNIREE (ug/g XX mL, = b7 RHRH)

A - s

30 47 2 IRFfH] 4 IR§fE 24 I§H 48 IFH
k73 0.095+0.011 0.218+0.065 0.080+0.027 0.024+0.001 0.006+0.000
KK 0.006+0.003 0.007+0.001 0.007%0.003 0.002+0.001 0.0010.001
/1N 0.020+0.003 0.010+0.002 0.013+0.006 0.006+0.005 0.002+0.001
BB 0.063+0.039 0.068+0.041 0.043+0.031 0.044+0.033 0.009+0.002
S 0.011+0.002 0.0310.008 0.014%+0.001 0.004+0.002 0.0010.000
& 0.048 0.005 0.093+0.027 0.0380.017 0.01020.002 0.005=0.002
g 0.050* 0.1150.034 0.0610.036 0.030+0.024 0.006+0.001
I 0.068* 0.429+0.285 0.068+0.031 0.012+0.003 0.0060.002
i A 0.033* 0.083+0.011 0.029+0.012 0.0070.003 0.0020.000
Jibo i 0.040+0.015 0.103+0.045 0.023+0.012 0.004+0.001 0.002+0.001
a4 0.036* 0.082+0.019 0.034=0.009 0.009+0.006 0.002-0.001
I ik 0.078 =0.060 0.083+0.025 0.039+0.019 0.010%0.006 0.003%0.000

IR Y > o 0.185+0.122 0.144+0.036 0.096+0.025 0.013+0.001 0.004+0.001
i ot 0.1670.163 0.347+0.145 0.225+0.242 0.016+0.007 0.004+0.000
iLafik 0.0950.044 0.116+0.021 0.0490.031 0.005+0.001 0.002%0.000
fifi 0.123* 0.639+0.383 0.066+0.021 0.009+0.004 0.003-0.001
T ik 0.3730.083 0.590+0.147 0.258+0.120 0.046+0.003 0.017+0.002
i hi 0.7860.311 2.126+0.900 0.756 +0.455 0.091+0.011 0.022+0.008
Bt 1417.753 +404.894 354.300* 1067.620+610.407 1.914+1.302 0.201°*
/N 488.2411196.897 1214.264+394.563  310.740+192.390 12.194+6.558 1.132%
BT 9.029+4.388 731.285* 773.547+155.613  513.075+92.761 39.987*
RAE? 4.265+2.951 12.481+8.697 39.846+15.422 42.248+18.122 1.895+1.457

581 9.74mg/2142.9uCi/kg TH D, 1B L., 24 BFEMEO 5813 1 VEIZ 9.87mg/2073.2uCi/kg T, 2 PEIZ 9.78mg/1728.0uCikg TH 5,
BAEIL 3 VED T v b OFEEIfE SRR 2 %2 7R T,

* 1 20EDT v FOFEHETRT,

) KB 1 ARPOx MRy FRETRT,

#2) : Bk ORNEF O hRY FRETRT,



6) MPEEHEEE
(in vitro)*®

M4 PH]-= ARV FEWRIMLA FaN—T g o Lztk, RAVABTMIEEARM M & MR & icmm L, Mg
BAMEREZWE L, MERTOTE 1R TROKREISE LERKKEEHIE 90.110.6% Th > 72,

6. i

(1) FCEEHAR AL B UMA AR R
T FARY REBIRANEB LORO#KE Lz L & mEhaid— bR Rz LT 1/10~1/1200 & T* 1/20~1/120 OHH)
(ZFRY R« 7= ) —=MET V7 B VEEEHS - GELP) 2 &z, RAIC b RO AR S 47z,

<5E>
7 v FXiIA R PRy Fefplkik G Lz & & migEh L ORTICR#E#Y (GELP) 23Rt Shiz,

Q) RBI-EHE5T 58K (CYPE) OHFiE. FE5EX
T FARY RIZ CYP3AL IZ L 0 R# &N B 2 29,

) MEBENROERRUZOHE
DR L

D RBHEYOEEDEERVE ML, FELE
GELP %, HeLa flfuiZxd 2 HFEHENR A2 R S e o Tz,

7. it
(1) BEt &R B UM BHRBR
PR - MR - 3P

(2 Pt
MR L
(BE 1 T Y DTN BTN B HEE 56 24 BRI £ TORDRE(IPEIE 6~30% Tho72,)"

<BE>
1) v MZ PH-= FEY FEROZBE L& X, 72 FEE CTICRHIC 7.2%., 312 87.2%23 ki X hu7- 29,
2) A X PH]-= bARY FEROBSL L L &, 72 B E CIRPIZ 43%, FEPIC 81.7%05EIE S iz 20,

8. FIVRK—5—I<HT HIEH
PR L

9. ENHFIZLSZKER
HMER R L



10.

11.

HEOERERTHEE
B ER R L

Z Dt
HMEE R L



VI. 224 (FRLDOZFESE) ICET 5IEH
1. BEERBEZDER
1.

i

T

==
=

FHZETCHALEFERZEL. BERICTHIWFIETESIERBRICEWNT., NALEEREICHIGMNHE - B8

EEOEMDY &ET. AEENBEV EHIMENDEFICOVTDAERT S &, BREEFDERITH=-
Tk, &HAEFNOEFFIXESR L THHEIET S &, T,

EMERVAREETHHAL. AEEBTHLRET I L,
()
AR L

AREIRICEILL. BERXIIEZOREIC

2. EBRNBLEZOHEH

222 (ROBHICEFEBELEWIE)

2.1 HEEREHMGEIOH 2 EE VEEIHNIIH R IR CTH Y | BYE T HIMm 2 (0, EELT 5 ATHE
YERH D, ] [9.1.1 ]

2.2 ARFNHS D HERIBHUEDBEERE D & 2 &
2.3 Ml SUTIEAR L TV D ATREME D & 5 &tk [9.5 2]
(f)

2.1, 2.2 BYERRL

23 BWER (T b, X)) ClEAEEME. BIREE. P ~OBITARE SN TV,
VIL 5. (3) HAI~DB 7M. TIX. 2.

(5) fEse il DHEM

MEERITHRICEET ST L ENEH
(V. 2. ZHRESUIBNRICEHE S H1ER) 22T 52 &,

. AZBRUVRABRICEET 5I8 L FDEA
EZ LTV

AR E

. EREGEFRMIEL EZDOER
(BhRes@)

8.1 RANDOIEIZ LV EHIMHEOBEEREWEANR 22 08B0, L ICEMARRBEZ-YD52 L0
HDOT, LTFTORIZERTDHZ &, [11.1.1 8]

8. 1.1 BXRRH A0 ILiE T & D R Mk X O AALSFIRIEIC 3 i 2 b OERIO b & T, AFID#R G
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7w b, UEFROFR B TIAMRERNBREN T, MEDFENRIRRIN, A XTHLNTEIHD
VRN T & AR IS 2 & MR O SE TS ML Tween80 (AN Y Y L_— 1 80) LD b EHRIND, (FENEED
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i TR IR B F e
o e 104 143 2490
~ A (ICR %, 6ilH) Q 105 169 2480
_ I g 58 >200 >2000
Z v~ (SD %. 6 i) ° 60 >200 >2000
i B 7 37 198
U (JW-NIBS, 4~5 5 H#h) ) ol _ 147
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WE CHEE - M. Mg | 8D EmREE CHB - | BE CHE - M. R
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1. ERHETORFTRR

4 W 7E4 HRE L34 BRERN A MIERE Bikg - A&
[N VePesid Mylan Small Cell Lung In small cell lung cancer, the recommended | 50 mg x
capsule Pharmaceuticals | Cancer dose of VePesid (etoposide) Capsules is |20 capsules
Inc. two times the IV dose rounded to the

nearest 50 mg (i.e., two times 35 mg/m?/
day for 4 days to 50 mg/m?/day for 5 days).

EU ETOPOSIDE | Mylan Small Cell Lung In small cell lung cancer, the recommended | 50 mg x
capsule Pharmaceuticals | Cancer dose of etoposide capsules is two times the | 20 capsules
Inc. IV dose rounded to the nearest 50 mg (i.e.,

Two times 35 mg/m?%day for 4 days to 50 mg/
m?day for 5 days).

AUSTRALIA | VEPESID Link Medical 1. Small cell VEPESID should only be administered and | 50 mg x
capsule Products Pty Ltd carcinoma of the monitored under the supervision of a|20 capsules
lung. qualified physician experienced in the use | 100 mg x

2. Acute monocytic of anti-neoplastic medicinal products. | 10 capsules
and myelomonocytic | Biological activity appears to be schedule

leukaemia. dependent with multiple dosage over 3-5
3. Hodgkin's disease. |days showing superiority over single dose
4. Non-Hodgkin's administration.

lymphoma Adult

Absorption from the oral route is variable
(range 17-74% of intravenous dose in one
trial, 25-80% in another, the corresponding
means being 50 and 53%). Dosages should
be titrated to achieve maximum therapeutic
effect and to minimise toxicity. The
suggested starting dose is approximately
100-200 mg/m?/day on days 1 to 5. Dosage
should be modified to take into account the
myelosuppressive effects of other drugs in
the combination or the effects of prior X-
ray therapy or chemotherapy, which may
have compromised bone marrow reserve.
Total dose should not exceed 650 mg/m?
per course. Capsules should be taken on an
empty stomach.

(2023 £ 10 A FHAE)
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9. 4.1 /MR OEFATRERFUMOBE IR G T H2LEN D HHEIE, IR T 2R BEE2EBET L L,
[15.2.1 /]

9.4.2 {EHRT 2 WIREMED & L oIl MU REEE T2 Ko ET L2 &, [9.5 ]

9.4.3 X— " —PIIRT 2 AREMED H 2 BT, WU A T2 L5852 L, [1522, 1523
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9.6 RILIF

WAL Z EREE LY, BMFER (T v ) TP ~OBTARE SN TN D,

A
FDA : Pregnancy Category D
A=A 7 VT DN

(An Australian categorisation of risk of drug use in pregnancy 4th) D

<https://www.tga.gov.au/products/medicines/find-information-about-medicine/prescribing-
medicines-pregnancy-databaseffsearchname>  (2023/10/20 7 7 & X)

% SO

FDA : Pregnancy Category

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 potential benefits may warrant use of the drug in pregnant women despite potential risks.

A —A FZ U T ®43%E : (An Australian categorisation of risk of drug use in pregnancy)
Category 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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