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1 (7voF=7 7 Lt Jiti s A, ALK(+)

2 ATV VETTFUZFEEIABT 7 2008.1 |ML CD20 Ab

3 |fM~wF=7 TNy 2009.1 |CML TKI .
4 A TNF=7 A LT INVED CLL BTKI

5 |7 Fv~7 LI — R TNF Ab

6 s\ w ) BVNDZ 4 77 4= k—) BX N A

7 |l=reF=7 A Jili 3 A EGFR-TKI

8 |Zmryvy~r T YT 4 MM SLAMF AB

9 |AvAN=FT 27 Jiti 3 A EGFR-TKI

10 (7437 HA7Tal R MM PI

11 | F74F=7 A L fili s A EGFR-TKI

12 | Y R~=T A H~vAf v g~AaFd—7 AML(CD33+) CD33 Ab

13 |A=F=7 T —E% v A (20087 | KGN AKRASMWEGFR Ab

14 | VI 7 x=7T T Y R— )L 2008.1 [EMNA RafK|,PDGFRI,VEGFRI,KI1
15 | ¥¥%TF=7 A7) &) 2009.1 [cMmL TKI

16 |Z I \g7 v Th) LAY 2005 |AML(APL)

17 | XT3V Lh~T AN Ly #H |MM CD38Ab

18 |FFAYX~<T N—F T F A A (HER2)

19 |rLF AV YA R AML (APL)

20 |=mF=7 B TF CML TKI

21 |=vF—n ATYIIT MM Pl

2 [ =vir=7 TONAF KAGH A KRAS(-)

23 |7~ T 7 KERU R ML CD30+ CD30 Ab

24 |RAF=7 Ry =27 CML TKI

25 |ARLTVIT A R MM Pl

26 |7xuTvr DT PTCL PNPin.

27 |EHV R~T VAL IS ATLL CCR4 Ab

28 |7 RF=7 AT 2009.4 |HER2+723 A

29 |V Uk ~T U ML (CD20+) CD20A b <
30 | AFVF=T Ty e MPD, MF JAK2I
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Blood 2010 116:354-36
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Impaired differentiation Increased cell survival
BCR-ABL I(Bcl,
AML-associated fusion proteins . Bel,,
(AML1-ETO, Pﬂalﬂa. MLL-ENL) LFasqoooptorl signaling pathway
- A

\N__/

IBIE{E E BT FOALZEN
Increased proliferation <= mmmp Genomic instability
C-myc
Loy l B CHEIED O T
CR-ABL
> Increased self-renewal
(" B
Hox genes
Wnt pathway (p-catenin)
Notch pathway
Shh pathway
\. /

Emmanuelle Passegué et al. PNAS 2003;100:11842-11849
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Resisitant to TNFa-mediated
Apoptosis, conversely,
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To TNFa meidated cytotoxicity
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Overall survival according to WBC counts in the APL 2000 trial.15.

APL 2000
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Tallman M S , and Altman J K Blood 2009;114:5126-5135
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K.T., 16y, Male, APL
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Increased motility
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Nature Reviews | Cancer
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Conceptual Models of CML Progression
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Survival Probability

A Year Total Dead
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Deep molecular responses: definitions

58 A
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International scale

Hughesetal.; Blood 2006, 108:28-37
Branford S. et al Blood 2008,112:3330-3338
Cross, Leukemia 2012
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Leukemic burden and response
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Long Term Results of the GELA Study,

R-CHOP vs. CHOP in Elderly Patients with Diffuse Large B-Cell Lymphoma.

Figure: Progression-free survival
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Bertrand Coiffier et al. Blood 2004;104:1383 *
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Figure 3: Outcome of GCB DLBCL and ABC DLBCL With R-CHOP—Kaplan-Meier estimates of progression-free and overall survival are
shown according to GCB or ABC DLBCL subtype in patients treated with R-CHOP-based therapy. ABC = activated B-cell-like; DLECL = dif-
fuse large B-cell lymphoma; GCB = germinal center B-cell-like; R-CHOP = rituximab + cyclophosphamide, doxorubicin, vincristine, and

prednisone.
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ShSFAL VLRI DRI & AR

2015 A NG
AL 3 33
MDS 6 50
CL 2 50
ML 14 92.8
MM related 7 14
Benign/Others 3 0
Total 35 54

A fiin LB 75y (42~96Y)

2016 B UNITEST
AL 2 50
MDS 3 66
CL 1 0
ML 12 50
MM related 6 50
Benign 2 0

Total 26 48.1

T fin R L 75y (42~95y)



A+ 1FRE%

120

100

80
60
40
20

0 =
M related Benign/Others

m2013 ®2014 ®=2015 2016



B 1%

ZRMEBUHE

=) B

b FHEN AT
(2006H 52008 Z 1)

o

10 20 30 40 50 60
Zit m 5%

70

ganjoho.jp

80



K.Y. Male, 78y ,AITL




b~

T

SGN-35:7 L oYX <7 « XRF (F RE U R)

MMAE¥E / F /L -
F—VU RHXFE

Diffusible MMAE responsible
for bystander cell killing

Cytoplasmic membrane

..........
........

-
N
..‘
-
'.0‘.0
A Oy
- Py

MMAE is cleaved
from SGN35

MMAE potently disrupts
- microtubule polymerization

Microtubule

MTOC | D+

© 2012 American Association for Cancer Research

CCR Drug Updates

AR




degradation

NF-xB

Cell survival

B XCDBO ligation
' CD30

- SN
-, s Saadw
-~ P .
R Pr P
2 nTe . S
- o / »
N . h /
™., oZo?
~ *
-
-

WP
TRAF2
degradation

(s
NF-xB activation
blocked

l

Apoptosis

© 2011 American Association for Cancer Research

CCR Focus

AR




\ EPOCH
CHOP HF oA TF’AlZI*UX/
l_‘ Chemotherapy{ ) \ { / \

sso00 | | | | i1 1 1 - | | |
20000
15000 WBC
10000
5000
0
20 11 12 20 2 3 4 5 6 7
16. 17
10. 1
60
CRP
40
20 _\_d,.\\_J/\\4_Ja,f\___\__\\_/(1-\y—._____‘J/\\__",_4/\\h-‘/\\\/N‘_JF___\_/-\\A_'_/’\/”'\r\h-_-_’—___________,/\\\~____/~\—
0
2000
1500
LDH
1000
500 ey
~— Ferritin
80000 < 73;722
60000
40000 sIL2I
20000 slIL2R E 26297
0. an a a a a a a_.a a [ ] [ ]
. TEMP
10

NI

¢ ¢ ”
W:WN"" "‘\W‘\IW:‘O Wp’»\.\:«:@ Jo—r Vetr

o N B~ OO @












MM
Z M T










I RFH &
A R R

Proportion surviving

Survival

0.6 -

0.2

on

0o

e Diagnosis aftar 1996

Diagnosis during/before 1996

20 40 60 80 100 120 140

Time from diagnosis (months)

— 1071-76
1977-82
- 1983-88
1080.04

1994-00

2001.08

T 1
20 a0 50 80 100 120 140
Time

Shaji K. Kumar et al

. Blood 2008;111:2516-2520
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The proteasome is the key to the activation or repression of many
cellular processes, including cell-cycle progression and apoptosis.
Proteasome inhibitors in a variety tumor types including

Pancreatic (JF23A ) |, prostate (FINZAERDIA) , colon (KAEDSA)
cancer, myeloma CE#E) ,CLL 2PV >~ EIMMIR)

Increased apoptotic death, enhancement of the effect of the cytotoxic
drugs------- activation of caspases, perturbation in the expression of Bcl-
2 family proteins, decreased expression of p210.
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© 2011 American Association for Cancer Research
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Percent surviving

1.0

0.8+

0.6

0.4+
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BildEMEDOEF

Time Period N # Events
= 1973-1995 120 120 (100%)

1996-2000 58 57 (98%)
~ 2001-2005 131 125 (95%)

2006-2009 136 98 (72%)
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Time since diagnosis (months)
Blood. 2014 Aug 7; 124(6): 907-912.
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Percent surviving

Percent surviving

CE A

5D F 1%

1.0 Time Period N # Events
! — 1973-1995 54 54 (100%)
19962000 26 25 (96%)
0.8 rg ~ 2001-2005 64 62 (97%)
. [11 2006-2009 62 45 (73%)
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1_0.. Time Period N # Events
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1996-2000 32 32 (100%)
0.8, — 2001-2005 67 63 (94%)
+ 2006-2009 74 53 (72%)
0.6 '"‘L_
i1 5 1
0441 |
0.2- %j L
1 “L@.ﬁ:_{_
0.0 T T T T T
0 20 40 60 80 100 120

Time since diagnosis (months)

A:657 K i

B:65mk LA _E
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KRd regimen

1st week

2nd week

3rd week

4th week

1 Cycle

Ca 20mg/mm
Ca 27mg/mm
Len 25mg
Dexa 40mg

3

10

11

12

13

14

15 16

17

18

19

20

21

22

23 # # ## 28

2~12C.

Ca 27mg/mm
Len 25mg
Dexa 40mg

13CC.~

Ca 27mg/mm
Len 25mg
Dexa 40mg

oo
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H.T. female, 73y

IgAL (+)

BJZ L7\ (+)

i JEEAIN69%

IgA 3194mg (1gG=200mg )

Cr=1.38, BUN 49.6, UA=14, eGFR=42.31

WBC:Hb:PIt=4130: 8.8 : 21.6

53, X, -Y, +add(1)(p11), add(2)(p13), +3, +5, add(8)(p11.2), +9, +11, -13, add(14)(g32),
+15, +18, +add(19)(g13.1), +?21{1}

54, idem, +6, -add(14), +der(14)add(14)(p11.2)add(14), +19, -add(19) {1}

46, XX {18}
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T.M., Male, 74y, Plasama cell Leukemia
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CT: fFh&pE K. T%fﬁi@)ﬂ)ﬁLNJEj(\ FBBEE. £5HEA
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b ThmERREX:Z. PlasamatkiEEMig = 5861281.1%., K48
MiZ23%8 . 1gA1682mg, IgA k (+). sIL2R=657 “Plasma

cell leukemia” & 21, 47, XY, -

13, +15, -16, +marl, +mar2 [3], 46, XY, [17]




PCL DJERE

WBC=22,070, Plasma cells 26%=5738 >2*10E3 /dl, > 20% in WBC
& dPunched out 4

Karyotype D 5% Hyperdiploid 17% in pPSL, t(11;14) 25-65%
47, XY, -13, +15, -16, +marl, +mar2 [3],

Hepatomegaly(+), splenomegaly(+), leptomeningial inf.
Cr=1.89, eGFR=28.11: renal failure more common in pPCL
Ca=9mg/dl: hypercalcemia,

Hb=11.1, anemia, plt=4.0 thrombocytopenia,

plasma cell labeling index, LDH=971 u/l LDH high risk disease
B2MG=15.5 significant higher B2ZMG



' :
\ .
B
r '
' e a '._
. . .
,




=
m

20 1m




20 1m

—



PAD, VD-regimen Ta¥&, 4+ AE&ICIMAFTHICREE,

EARADRE - EIRBRE M, BRI T RBKR ARG (CEEkERE (PET,
SUVmax=13.2) . Plasmacytoma® zZI¥r CRadiationFa%4,
Cf. extramedullary plasmacytoma more frequentin pPCL
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Epigenetics

FIRAZ I ATIRIB E BT & DEHAEIER
( Conrad Waddington )

Waddington’s epigenetic landscape
Cell, 145; 815-817, 2011
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T cell-mediated
cytotoxiaty

— TNF

CD8 activation
clonal expansion

MDS clones Apoplosns

Normal
hematopoiesis_

Pancytopenia " [T

Haematologica, Vol 94, Issue 4,.2009
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HDAC Inhibitor
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Chromatin remodeling
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Autophagy  cell cycle regulation
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M. S. 73y , MDS ( RAEB-1) r Chemotherpy
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N.R., 69y, MDS, (RCMD)
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1. MEERZERN
AML ATRA XY A4 F
CML  Nilotinib 27T,
Dasatinib S %
2. MiEmEDOE B ZER

ML Rituximab Vx4
Mogamulizumab HR7 VU UF
Brentuximab 7 FERU R

3. 7u T T Y — ARIER
MM Bortezomib )AL R
Karfizomib A 7al R
4, A FNALBER R
MDS  Azacitidine A — »
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