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1.0mg/m? 0.7mg/m?
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(WEEOREIRDH 5 5 oW LI [(~gE XL 1.0mg/m? D&
Mo H# A TH BN E D HIBR) 0.7mg/m? &
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SEbNEZ ENH D,
1.1.13 EITHLEMBRERE (HEAN)
ARFNOIGHIA I o B ONGHHRE T 713 B OIREE % 55 128
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GRS H?J‘Fiﬂf i RS 2 SUSEERD Hize A4 X ORERIZ BT, FIEH =
. g 5 1 Tl QTe MM ORI 2 IERA T b1,
g RGN 15.2.2 B5EER (5 ) 12BWT. 0.20 % 1°0.15me/kg (1.20
AL Y U 0.90mg/m?) B THEHEHE bR D2/ 28 e OV B
Hi g 7 5 N R O HAAEIE A3 b 1720,
BRI, B2 16.2.3 F v A == ANAR5 —SEMIBE V7 in viero fetofk
HERRESE Rz 70 70 FE SR, S % 47 - 7 R T 5 3.125ug/mL Bk
- AR B FRRERE | 7 > TREEREFEE BEOREERE) 2RLAD,
BEbEE) . IR | Rk R —
b 16. ZEMENHE
i 16.1 MAERE
B M| VP W, ST 16.1.1 IS

>
S

. I
e i, B
TR

FRSESUIHER TE D 2 SE M E R A 12

FKIVT VU3

70.7. 1.0 X

13 1.3mg/m? (% n=3. 6 Xi&5~7) 5T, 1 H 1M, #2 M,
28H (1. 4. 8, 11 HA) #RMNES- L7 &0 1 HERO 1L H
HIZBUF IRV 7V I 7L a7,
ZHEFEO MR EEMHERSITEML TR Y e o fith e Zh
WZHE R R BV 2 Fi e §2 ZHMOKRT 2R L7z,
F 7o, AAHFANC B 205 MEE (V) L0, FLv7rv I 7o
BATHN BRI Ch 5 Z LRI STz, $5-H M To Ok



BUIHEEREL, 11 HEIZBWT, HEERY (te) DR,
&7 A (CL) OIRTREHERTRAON, 202k
WP, B G TR O MR (Co) Af 0N AT it - IRE [ il
MR (AUC) 3 1HHEY 11 HETEMERR L2, —H. B
I TO RO R. Co (2 JHREMBINELFED 5t H 5 7255, AUC
B L CIEERBRHICBWT, BEHToZs2&1kE WS, H
EAARPEATTRD S 7289,
TR TEG O L S EME R ISRV T I 7% 0.7, 1.0 1%
1.3mg/m? THIRNIZ G L7 L SO &FERH I8 2 MEEhRLvr 37
DOHEMBRE ST A= (B /I 8=F A FETN)

16.4 X3
L MIBITLRVT I TOELRRBHRE I AYHRILTHD e b
7 uy—ua%Hwi nvitroi® LV KV 7V I 7HEICF b
71— 2 P450 3A4, 2C19 N 1A2 DIEE TH D Z LHARENT W
5o F 87— 24 P450 2D6 K O 2C9 DI/ S v, Fo, v T
IruV—ar W mvitro B E ), KVTF I T F Mo
10— 2 P450 1A2, 2C9. 2D6 & U8 3A4 ~D[HEFEIZEFE 28 (ICs0=>>
30umol/L. > 11.5ug/mL). 7 k2 1@ — 2 P450 2C19 Zxf9 % fHE
fit (ICso=18umol/L. 6.9ug/mL) AVRSNT W57z, REEZ DO
BCThLEROMApPIEEL LA S EWRESH L. MREEL b
FHHIAE &2 72 in vitro@®BRE D . RV T V' I 712k A F 7 u—2A

S o O.Zm_g/)mz 1.(<)m_g/>mz 1,3mg/>111;()n:5~ P450 1A2 K 0" 3A4 DRk FEREILRO DN e b o 7o,
KAy |EH S b ! PR O DA Bk v T AL S AU PO R S
SFfE| SD | E¥ME| SD | F4fE | SD W3
o 1 | 73.75] 7.89[144.92[179.31] 185.84] 57.65 12-2 ?;gf{iiﬁf%fﬁ%
0 (ng/m .0. BEPRES=
11 | 130.68| 71.97|147.19| 72.33| 187.03| 54.31 UL G L 7 R4 T TR OFFRSE & AT b B A R
AUC (ng - 1 | 14.04| 0.70| 28.58| 24.86| 46.50 19.89 2. BVF V27 0.5~1.3mg/m? & 2 [FIRNEES- L7 & &
hr/mL> 11 |112.01| 47.741108.39| 52.32| 186.60 49 79 ANVT VI TOHETHKL L7 AUCIEUTOMEY Tho 7218,
7 — ZH
1 3.31| 0.88| 6.81| 8.81] 16.11| 20.75 GHEAT=2) [9.3 !
trz (hr) 11 | 6450 30.20] 32.46| 12.91 5739 2492 FASRE ORI D ME AL 7 3 7O il CHBKILL 72 AUC (8 HH)
N N N N N N T H2 2k Ea=] B . X "§"‘¢ﬁ;é ~ .
I | 83.35] 10.52]106.41] 75.66 5197 18.90 | AR TR pepene | BRERID o | minasieiio
CL (L/hr) (Eyne YT LOSLS 1S 53 | >34
11 | 11.77| 4.67| 19.63| 14.50| 12.10| 3.73 fii) & : H o
— 1 |406.92| 154.03| 520.08| 349.87| 894.41| 682.35 nit) 11 9 8 14
11 [978.51|263.13| 731.69| 242.35| 957.81| 350.40 AT E 52.2 51.9 85.0 83.2
%) 1HH :n=7, 11 HH : n=5 ZEREL (%) 26 91 27 57
16.1.2 BWMRIGHEE ) Y B REEE A S KL
&M OIS & 72 5 2 WRIEREO S ERIEESE 12, R 16.8 20t

V72707, 1.0 Xd 1.3mg/m? (% n=6, 5~6 Xix 3~4) %
HMI AN T 77 v ROTL F=va B CRIRNES L7z
L EOMIER RN T I TIRE G L. ZOfE, Eh R )L
TV I T OHEYEREIL R T VI THMEGEEE AV T 7 T UK
OCTL F=va i TRECELR S Bpo7l0,
FEMFEHRLRA OIS & 7% 5 7 WARIBE O L S E R RE ISRV T V'3
7°0.7.1.0 13 1.3mg/m? Z B LIZA VT 7 I v LT L K=y U4
JHCHEIRNIR G L7z & EOMEEHRRIL TV I 7O3EYIRE T X — 5

1.0mg/m?(n=5~|1.3mg/m?(n=3~

EpEiE | # |0.7mg/m® (n=6) g) D 4) 2
INT A—8 | ek

F3gfii | SD | FIfii | SD | FIfi | SD
Co.osn wgh|  45.4] 10.1] 59.4] 18.9] 120/ 245

(ng/mL) | fpf |  34.4 5.8/  69.5| 19.5| 88.9] 19.6

AUCrast HUh 28.8 14.6 62.6 24.8 115 28.7

(ng -
hoen) BT 267 12.9) s2.8| 13.8] 75.6) 2.4

D RVTF VI THMERGE: cn=6, A)VT77 I ROTL F=var
BEEF © n=5
2 RNTF VI THMESE cn=4, AVT77 I ROTL F=vor
BEFIRF - n=3

16.1.3 Bjhigs
G D B 5 LRI HIERE I AV TV 2 7 1.3mg/m? & H
ARCy 1 H LAl B2, 2380 (1.4, 8. 11 HH) B T#5 (n=17)
T BRI S- (n=14) L72& % 11 HHIZBT AR5
ITEERME L. FORE. RVT VI TR TGO Crax
EEHIRPIF% 5B D 1/10 Td > 7275, AUChast (23 5-H TR E <
B ShhorzV, BHEANTF—2%)

HHEHIED & 5 5 %M ERIERE AV T V' 2 7 1.3mg/m? % 2 T %5

OFIRNIR G- L7 & EOMEET RV TV I 7T OEYBAE ST 2 — ¥ (JRIT

W2 av =AY NEFI)

S AE BT (n=17) HRNES: (n=14)
INT A=Y T fil SD T SD
Cmax (ng/mL) 20.4 8.87 223 101
(0.08~ (0.03~
)
tmax (hr) 0.50 1.00) 0.03 0.08)
AUClast (ng .
hr/mL) 155 56.8 151 42.9
TE) Ll (e M~ R )
16.2 R4R

16.2.1 MFFAHEEE
t MIBIF ARV T VI 7T OMmAEEAMGEIT 78.9~85.7%Th
- 7212 (in vitro. FRYF5#FE, 10~1000ng/mL) o

RIVTFV I 7HEH 3mg Y27V b E, v 4 RiESHH 3mg &
AIFIOEE L O EE GRE) BR—E %5 L) WhEia1r->720
DTHY . pH. W, BEE., KUVTF VI 7oEAELELR Lol
FIZA0 70 S H % Fig L7285 5%, WiHI O RS PEATHERR S 17210

17. ERERERIE

17.1 AIHROREMICET 2558

(BHRMBHIE)

17.1.1 BHE MAALESEAER (039 HER)
TS AT HER I D 25 5 VS A |20 2 Yo 48 TLAH Feicatln (039
HE) 1B AEEEILTOEBY TH o7,
1~3 MIOREHIELY BT 5 BE 2R LT 2 E1E AL I E R
WHERBO RV T I 7T 1.3mg/m? # 8IRNES L7z, E
PrREIEIE (TTP) &, FF Y9x5V B0 3.5 2 7 (fhi
) IS LT RVF VI TEETE6.2 2 (HRfl) Thoro 2k
AN O — FHid. 0.57 (95%/SHEIX [ 0.40, 0.81; p < 0.05)
THhotzo P, EGFEHMTRMET, £2EFEORLVTFY I THT
16.6 » HTH o 7z DAb . BERIHE 2 < T RCEHIATETH

27217,

YRS A MG (039 B8R (2 351F B HANVEMAT D 2

P it R4 1 HiEAE R > 1

D H ]
T _}j; RNT 71?; RN T %j;
AT N I I R A T I
APAIE H n=333 | n=336 | n=132 | n=119 | n=200 | n=217
TTP
AN M%) 147 (44) 196 (58)| 55 (42) |64 (54) |92 (46) [132 (61)
6.2 3.5 7.0 5.6 4.9 2.9
g;‘;ﬁ;ﬁg%) (4.9 | @9 | 6.2 | B4 | (4.2 | @28
6.9 | 42 | 88 | 63 | 63 | 3.5
N— Rl 0.55 0.55 0.54
(95%{EHHIXHT) | (0.44,0.69) (0.38,0.81) (0.41,0.72)
p flE™D < 0.0001 0.0019 < 0.0001
LEATH I
FECBER (%) |51 (15) [84 (25) | 12 (9) [24 (20)[39 (20) |60 (28)
M= R 0.57 0.39 0.65
(95%f5HBIXIH) | (0.40,0.81) (0.19,0.81) (0.43,0.97)
p fi# D <0.05 <0.05 <0.05

1) WAEALORERINTIC X )L 72 Log-rank #5%E T p fH

331 B 324 51 (97.9%) \ZRIWER SRS Sz, EREIER [10%
VBRI &, T (173 B0 52.3%]. L [172 41 52.0%]. iE
57 [131 61 39.6%]. MM/ A> [109 B 32.9%]. FRAE [100



B130.2%] . AL [99 61 29.9%]. MEH: [96 51 29.0%]. KM=
2 —u8F— [93 41 28.1%]. F&# [67 #120.2%]. $EE5 [65 1
19.6%]. #EJ30E [64 61 19.3%]. Al [63 41 19.0%]. ¥ [62
B118.7%]. 3895 [61 61 18.4%]. #HE [61 B 18.4%]. Frh
Bk A [59 B 17.8%]. M [54 Bl 16.3%]. Mk M [42 Bl
12.7%]. B&ge [39 41 11.8%] . HAHMEEHR = 2 — 1,95 — [38 41
11.5%] THo720 [5.. 7.3 BH]

17.1.2 B E TR (MMY3002 i5%)
FEMESAI RO EIG & 7 5 7 WV ARTAE D S5 Ma BE 1203 5
WS AR (MMY3002 #5%) 123815 2 B2t To & B
) CTHotz,
SE MR O B & 7 5 2 VRGO % 5T BllE B 5 % 0t
Hb ¥ 2 mIEALIEE MR ILERBRIC VT, AVT 7T
9mg/m? & prednisone®60mg/m? O PF i (MP #:) & MP %
PSRNV T I TED (FIRNFES-) 1.3mg/m? % L34 L 72 MPB
LA T L7z TSI (TTP) &, MPH® 15.0 #
A (hdefili) 1L, MPBEEC20.7 » A (thdefl) T o7z,
ARG, MP B0 43.1 » A (hfi]) (2% L ¢, MPB BEClid
*?UET?)O 7:13>.19>O

AL AR BUER (MMY3002 3U85%) 12351 & AT O 25ty

MPB MP
n=344 n=338

TTP

AN N (%) 101 (29) 152 (45)

e (A) (95%EHEX M) | 20.7 (17.6,24.7) | 15.0 (14.1,17.9)

INF— R (95%(E X ) 0.54 (0.42,0.70)

p 2 0.000002

AEAEIIH

R BER (%) 109 (32) 148 (44)
el (H) (95%fE#XH)| NE (46.2, NE) 43.1 (34.8 NE)

= R (95%{EHIX ) 0.65 (0.51,0.84)

17.1.4 BHELHERER (MMY3021 5&)

H G 0 & B 4 56 1B B IE BB 123 2 i Ak 5 I M SR
(MMY3021 #8#) 1281 2B IX T L BY) Tho7z,

1~3 FOHEREY A3 5 BH 2 MG L5 5 BIEBILIFERIES
BRBOKE THRGHEROCHRNEZGHECTCEIRLVT Y I T
1.3mg/m? ##%5 L7z FEFHMEHE THHH A 7 V4 FToOE
Z% (ORR) &, B THGHE, BIRMNIEGEE H1242%TH D .
I MEDHMREE S N7z BIREEAGIE H T & 2 [ 555 1 Jif 400 ) 49
(TTP) KO 1 AR, BIRNESEECTO.4 2 B (FPoefi) &

0N 76.7% B FH58T10.4 2 A (hdefili) KU 72.6%CTdh -7z
11)

AL A AR SR (MM Y3021 3A55%) 12351 2 B IET D %4k

p {EED 0.00084

FD 1A 27V E220HMELT, KVFV 27 1.3mg/m? &, 4 1~8
FAZNVOHEL 4. S LNIL HH., #HEI~18Y A 7 Vo1 LIS HHE
W FIRN T 5o

W 2) WAERILOREHIHTIZ & Y Fi%E L 72 Log-rank % T p il

340 Bl Hf 331 B (97.4%) \ZRIVERIASED &7z, F2EIVER [10%
Db 5080 3, MmAEA> (164 161 48.2%) ., I Ekig A (163 61
47.9%]. KWMEE = 2 — 1 /8F — [148 1 43.5%], ol [134
B 39.4% 1. T [119 %1 35.0% 1. Hif =& (117 6
34.4%]. £ [109 B132.1%]. FifnEkimd [108 1 31.8%]. M-
[87 151 25.6%] . 957 [85 B 25.0%]. 1) >/ Ekjgd [78 1 22.9%].
AL [77 B 22.7%]. FEAIR (70 61 20.6%]. fEi [63 Bl
18.5%]. &G [59 B 17.4%]. F&#h [55 B 16.2%]. #EJ1E [54
B 15.9%]. 3895 [48 B 14.1%]. $EREE [41 B 12.1%]. fiEts
Jia [41 B 12.1%]. w95 [40 B 11.8%)« ASIRAE [35 Bl 10.3%)
THho720 [6.. 7.3 BH]

17.1.3 EEHFEIE T#EEE (MMY3007 HER)
FEIMESEH AL O I & 2 6 70 VRGO L 5 E HilE 1233 5
[ B3 [A] 45 TIAR SR (MMY 3007 308R) 123513 B i S 3 LU @
LB ThoT
TE MBI O BIG & 7% 5 7\ R IGHE O 2 I BilE B2 680
Bl (HARNBE 24 Bl % &) ZabG 3 2 WAL IFE REERT
WEHEERICBWT, KUV 3 7ED 1 3mg/m? (B2 T AR 4%
5y, A7 75 Y 9mg/m? k7L K =1 » i prednisone®
60mg/m? OPFHIFHEDE (MPB i) & MPB#EICY IV A< T
GEIET#¥ 2 ) 16mg/kg = L3 L 72 DMPB #E % L L 720
FEREME A T & 2 MR ALERT (PFS) (&, DMPB BTl R
. MPBHET17.9 7 H (defi) (95%EHEXM © 16.1~19.8)
TH Y. DMPB BT AMICHEE R IER AR L7z [N — Fit:
0.51. 95%fEMAXH : 0.39~0.67, p < 0.0001%E2] 20,

EDIVA27vx 2l HHE LT, RV7 VI 7 1.3mg/m? %, %
1~29 A7 Vo1, 4, SRV HHA., H3~18% 1 7 VD% 1
T O 8 H HAZEE T AL E IR N 5o

11 2) #EVEALORBHIET I X Y #% L 72 Log-rank #%E T p il
o EINRIKRR

33361 (HARN 11 F% &) 250 61 (75.1%) IZEITEHIASED &
Nio FEREWER [10%LL 1% fE#k] &, m/ABRA [115 61
34.5%]1. fFhEREA (104 B 31.2%] . KRYLEEE = 2 —a/3F—
[92 1 27.6%]. £ [39%111.7%] TH o720 [5.. 7.3 BH]

RNT VI THIRN | KVTF VI TET
Eia %
FA 74 FTOEENE
(ORRH—I))
S B % 73 145
LRI 31 61
ORR (%) 42 42
p fHE? 0.00201
ORR It (95% S HAIX ) 0.99 (0.71,1.37)
TTP
ERITEE 74 148
it () (95%EHEIXH) | 9.4 (7.6,10.6) 10.4 (8.5,11.7)
AN = R (95%(FHEX 1) 0.839 (0.564, 1.249)
p fEHEY 0.38657
%ﬂﬁiﬁﬁ (%) (95%fRME 76.7 (64.1,85.4) | 72.6 (63.1,80.0)
1) CR+PR

1 2) EHERETO p
W 3) WAEAILOREFIKTIZ & VIR L7z Log-rank %2 T p il

FNT I T HRETHG LEGIZB VT, 147 Bk 124 41 (84%)
WCEWER RO bz, EREIER [10%0 Ex 5tdk] &, RRyE
R = 22— a8 — [51 f 35%]. M/IVRGEA [44 161 30%]. iR
Bkl (34 61 23%] . A [34 61 23%]. &l [28 61 19%]). T
(28 B 19%] . HIMERRA [26 1 18%]. H.Ov [24 61 16%]. 3§
#1861 12%] TH o7z B K TFHRGICL 2 FFTEGHTAL K
S 85 1 (58%) IZF b7z, [5., 7.3 BR]
17.2 BUEIRGEHRATE
ST R VED 2 38 1B HIE K OSSR IR 0 26 58 15 B E R % )
FAZHRIN TV I 7 % HPRR G- L 72 58 8 S A e OV
FATIZ BT, 1186 Bl 1060 B (89.4%) (ZEIVEHATED & 722D,
17.3 ZOft
TR I ER O S M HIEEE 2 5 R VTV I TR EIRN
e l3- L 72 N B aB, e OSRIGIE O 2 58 E A B AR & ih RIS AL
77y ROTL Py kol TRVT I 7R EIRNES
L 7z E PR 3B 0> 22 G M EHIAE 5112 35 > T, 133 Bl rf 133 1 (100%)
WZEITER ATR 657222,

18. ZExhEEIE

18.1 1EA#F

18.1.1 Kur VI 7, BEMBEO7aTF 7Y — A% HET LI EICL
D, ZOEZIHEIL 7R b= AR FHES 52,

18.1.2 R 7V I 7. MOMIER 7 R~ — 2 A & §li#H 9 % x5 H+
NF-.B O L% A& 52,

18.1.3 K7V I 71E, NF-«BOWEHALZHEST 2 2 L0k ), AhilE
L e EHA b u—<HiEOEE LY HE L, IL-6F0% 1 M A
YOS EIIHIL . B BRI o B & H S 52,

18.2 EIE(ER

18.2.1 K7V 3 7L, in vitro REFIZ BV T, & M HE Ik RPMIS226
T U8 U266 Mk, 25818 BME R 72 © 408k L 7= JE B i o0 345l
FPHRIL, TR =V RAFFE L2, 20 FEVLED Y, 2 b
XY O ANT 7T R TFRIF AT MM o7
HEHEAIIAR 6 L C & BRI ER 2 R L 729,

18.2.2 A7V 2 7ix. RPMIS226 Mfatk % Bil L 721~ 7 A2 B w»
T, EBOBRZIHI L, Eagh Rz Rm L2205,

19. FR S ICEY 2 IE{LZVAR

—iEBAH KV 27 (Bortezomib) (JAN)
124« {(1R) -3-Methyl-1- [(25) -3-phenyl-2- (pyrazine-2-
carboxamido) propanamido] butyll boronic acid
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e
AT V%

FEXE
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2017 ; 1-52

Venkatakrishnan, K. et al. : Clin. Ther. 2009 ; 31 : 2444-2458
Hellmann, A. et al. : Clin. Pharmacokinet. 2011 ; 50 : 781-791
AR IEM © ERARIE 2011 5 52 : 1859-1869

RWT I TOHERE (N7 A FEFH © 2006 4 10 A 20 H&
2. HREREEE 2.6.2.4)

RNWT VI TOFBERER (Nv7 A4 REGHH - 2006 4F 10 H 20 HA#&K
2. HRETEEMRE 2.6.6.3)

RT3 TR R (N A FESHE 2006 4E 10 H 20
HAKFE, HAETEFRE 2.6.6.4)

Ogawa, Y. et al. : Cancer Sci. 2008 ; 99 : 140-144

RNT VI 7TOENE 1T/ TARERRE (JPN-101) (NV7 A FiEs
F 12006 4 10 H 20 HAKGE, HIRFEREIRS 2.7.6.2.7)

RNT VI TOENG T/ THEREE (JPN-102) (WL A Fikgs
H 12011 4F 9 F 16 HARRR., sArimetd)

Moreau, P. et al. : Lancet Oncol. 2011 ; 12 : 431-440

RT3 TOERAFEEROBE (X)W A4 FESHH 2006 4 10 H
20 H7KRE. HEEEEIES 2.6.4.4)

RT3 TORBOMGES (~N)Vr A FESH 2 2006 4 10 A 20 H
TR, HEFEEE 2.6.4.5)

RT3 T ORHWOWEEDOHES (~v7r A FiESTH 2006 47 10
20 HARGE, HFEGERIEZ 2.6.2)

LoRusso, P. M. et al. : Clin. Cancer Res. 2012 ; 18 : 2954-2963
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