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EHRIF ) /\E Non-Hodgkin lymphoma
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BififaiES

Precursor B-cell neoplasm . . .
Precursor B-lymphoblastic leukemia/lymphoma (precursor B—cell acute lymphoblastic leukemia)

Mature B—cell neoplasms; ) )
Chronic lymphocytic leukemia/small lymphocytic lymphoma
B-cell prolymphocytic leukemia
Splenic marginal zone lymphoma
airy cell leukemia

Splenic lymphoma/leukemia, unclassifiable
P Sp.en?c diffuse red pulp small B-cell lymphoma WHOﬁﬁ
L hHa||ry cell I?cuklemlaavanant*
mphoplasmacytic lymphoma
V\);I(%nsFEer macrogﬁ)bﬁlinemia ZOOSEEH&
Heavy cham&lﬂsgas}ss hain di mﬂﬂ
pha heavy chain disease
Gamma heavy chain disease B

Mu heavy chain disease
Plasma cell myeloma
Solitary plasmacytoma of bone
Extraosseous plasmacytoma ) o
Extranodal marginal zone lymphoma of mucosa—associated lymphoid tissue (MALT lymphoma)
Nodal marginal zone lymphoma
Pediatric nodal marginal zone lymphoma
Follicular lymphoma
Pediatric follicular lymphoma
Primary cutaneous follicle center lymphoma
Mantle cell lymphoma
Diffuse large B-cell lymphoma (DLBCL), NOS
chell/h|st|oc(‘,j)/te rich Iarﬁle B-cell lymphoma
Primary DLBCL of the CNS
Primary cutaneous DLBCL, leg type
EBV+ DLBCL of the elderly )
DLBCL associated with chronic inflammation
Lymphomatoid granulomatosis
Primary mediastinal (thymic) large B—cell lymphoma
Intravascular large B—cell lymphoma
ALK+ large B—cell IKmphoma
Plasmablastic Iymﬁ oma | | ) . ) )
Large B—cell lymphoma arising in HHV8-associated multicentric Castleman disease
Primary effusion lymphoma
Burkitt lymphoma . ) . . )
B-cell lymphoma, unclassifiable, with features intermediate between diffuse large B—cell lymphoma and
Burkitt lymphoma . . .
B-cell lymphoma, unclassifiable, with features intermediate between diffuse
large B—cell lymphoma and classical Hodgkin lymphoma T—cell and NK-cell neoplasms



THHRS and NKHIREIES

Precursor T—cell neoplasm

Precursor T-lymphoblastic lymphoma/leukemia (precursor T—cell acute lymphoblastic leukemia)

Mature T—cell and NK—cell neoplasms

T-cell prolymphocytic leukemia

T-cell large granular lymphocytic leukemia

Chronic lymphoproliferative disorder of NK cells

Aggressive NK cell leukemia

EBYV positive T—cell lymphoproliferative diseases of childhood
Systemic EBV positive T—cell lymphoproliferative disease of childhood
Hydroa vacciniforme-like lymphoma

Adult T-cell leukemia/lymphoma

Extranodal NK/T—-cell lymphoma, nasal type

Enteropathy—associated T—cell lymphoma

Hepatosplenic T—cell lymphoma

Subcutaneous panniculitis—like T-cell lymphoma

Mycosis fungoides

Sézary syndrome

Primary cutaneous CD30+ T—-cell lymphoproliferative disorders
Lymphomatoid papulosis
Primary cutaneous anaplastic large cell lymphoma

Primary cutaneous peripheral T—cell lymphomas, rare subtypes
Primary cutaneous gamma-—delta T—cell lymphoma

WHO% #3
20085F R
THARE

Primary cutaneous CD8+ aggressive epidermotropic cytotoxic T—cell lymphoma

Primary cutaneous CD4+ small/medium T-cell lymphomax*
Peripheral T—cell lymphoma, NOS
Angioimmunoblastic T-cell lymphoma
Anaplastic large cell lymphoma, ALK+
Anaplastic large cell lymphoma, ALK-

Most Common Lymphomas

Armitage JO, et al. J Clin Oncol. 1998;16:2780-2795.

T lymphoblastic: 2%
Other: 9%

Marginal zone, nodal: 2%\ \

Burkitt: 2%

Anaplastic large cell: 2%—\

Mediastinal large B cell: 2%~

Mantle cell: 6%

Peripheral T cell: 7%

CLL: 7%

MALT lymphoma: 8%

Diffuse large B cell lymphoma: 31%

Follicular lymphoma: 22%
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(BB K5 :2006-2009 O 44E[E] 239451)

E SV DIAV:
ZFDfth (N=13)
(N=48)
THARRE ) /\E
(NOS type) (N=12)
B ATHIRAE) >/ \[E
/B MK (N=11) g XS
BiERATE >/ \[E
(=2 AT =ik -5 A (N=108)
(N=5)
MALT! >/ &
(N=15)
ERE) &
(N=27)

ERSF U VNEDRHE

F[FEAETRTDERIZEIY S5 (hF Y/ VELEDXELELY)
- BFFEEBAL - Waldeyer ring, JHILE (B. BEH). KEFHF
LA LEXRMICIHALIZTERERFELES
- HIEERFEIIBHEAENS L
- REREAZHES L OETHEELAZ

o BELINA >~ FE.
- —FBZL\DIE. VFEAMXHREE B Mgt 2/ \E
(diffuse large B-cell lymphoma)
- RIZEZBVLDIE, FEREMY) 2 /8E (follicular lymphoma)
(PERFKD AN S M =A%, BHEFBEARTLEMER)
- BIT=BBICZVOE, BEREZTHICHKET S MALT U V/1[E
(extranodal marginal zone lymphoma of mucosa-associated lymphoid tissue:
MALT lymphoma)
BIZCDE A TY 2/ VEDFRIEISIEIFE (1BIEKEDELE)
PHECLEEAZS,




BITHX S MALT ') V/\EBEDOFRAIL?
BRAR - RIS MALT Y V/REEDFRAIE ?
ARE MALT ') U /NEDFERAIE?
-4FBIZZVOFIESEY UAEBEmMR/ ) /N E
- THEERY D/ NEIXZNEZ CEVD, A THIERY U/ AMKRITEE
B<HEINS,

BEYVNE - ARISE T ARBARE (BB CEGFERENFE)
(FEI=#B8 TEE)

WHO 5% Gett (R ELH SEIE (%) BIRF
O F ATERAMIBEL (B) t(3;14) . t(35v) 30~35 |BCL6
t(14;18) 20~30 |BCL2
t(8;14) . add(8) (q24) 6 MYC
N t(14;18) 85~90 BCL 2
t(3;14) . t(3;v) 10~15 BCL 6
IND) o SERTE del (13q)
+12 30
~ ¥ MOVHERE Y >R t(11;14) 95 CCND 1
RAHE T g variable
AAFAT B AR TE. MALT B | ¢(11;18) 10~30 MALT 1. AIP2
t(1;14) rare BCL10
HErR Mg A (B) variable
KA R AN 7Y t(2;5). t(2;5v) 20~60 | ALK. NPM
) ORZEERME (T/B) variable TCL1. 2. 3
sN—F v MR B Al t(8;14), t(8;22). t(2;8) 28 MYC
t(14;18) 30 BCL 2
both t(8;v)and t(14;18) 30 MYC+BCL 2
WAFRE B MR TE. EitE +3. +18
PAPAS A -¢ I iokis t(9;14) 50 PAX-5
IN—F oy MY CNE t(8;14) . t(2;8). t(8;22) 100 MYC

) UNET AR, ABAER
RIS FEIIR O VNEIZET B
(Ann Arbor DEET I A S IV HIIZH5E)

RO UNEICHAREERMER (EREBEZL) NZLDT,
IEZBEZDFUETT D
- AR ERBDHIEFREEIR)-CHOP (HRET—BHMON T DHILEFER)
4 (5) DPDEDHAEOETID., 4 DDEDEFLZTEINE
EIfEBHVEAETH ?
- CD20 [514% B #ifa') /I CD20 fnfk (Vv xS < D) ftRLEEE
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- IREHRESEIIERMDOBE I - I &, - LIEEEEZL6RT S
- [ESE 10cm LA E®D bulky mass IZIEMEHERE ZEBMT 5 NS
LY

Fi&

- low grade lymphoma  H#EFTILELVA, {LFEERZHEAEL
- intermediate lymphoma —3&BIFENGILEEETRABIEAFTE LHHN.
—HIETFERIR
* high grade lymphoma PEEDILFEEETITAENRFTETLEVGEGELS
Ly RELFEEGTENDE
*ERIRIRES TIE

* indolent lymphoma
* aggressive lymphoma
* highly aggressive lymphoma
ERDTBDCEDADNE N (LSS FHD ?HHLHFEET D ?)

RERFPHRF BOHOTEEZEE: G ZLDHABICHBESATVET)
International prognostic index (IP1) S ZEH S
aggressive lymphoma @ 3 HHKMD CHOP FILDAE THERRELZ LD &,
FRARTKLYRAGEBNIDLELGIDEZHETET 5-ODIERE
Fgy. LDH (B, EFisfEEH. HH. performance status (PS)

i (X Follicular lymphoma 12319 % F#&EF

(Follicular lymphoma international prognostic index; FLIPI) £iZIBEHTLVS
1) F# (60RLLT vs 60mZEMZ D)
2) AnnArbor fHA (I, IT vs 111, IV)
3) ANESOEVE (12gdl LLE vs 12 g/dl RiE)
4) RE') NEEE QLT vs4 A D)
5) IMELDHI{E (EEMEUT vs EREZ#EZ D)

Low risk group : 0, 1  Intermediate risk group : 2 High risk group : 3 LA E

FERIOX) VNRERFEENSESRAISSVNRS Y FABHS

FI [FERRMG DL E TDORDRFEHTREICDOVTORESR
* Indolent lymphoma
RRDETHNAEATP > YEL 21T
* Aggressive lymphoma
RRDETHEEL THEMAIBITRENEL
T5847
* Highly aggressive lymphoma
RRDETHBEMATIELALEAEBMFE L
WoTRWRA T



xJFEROX Y UNEDSEEH

Ann Arbor 5581 (I, 1l vs 11, IV)

mn;ELDHIE

Low risk group :

High risk group :

Intermediate risk group : 2

Follicular lymphoma (231932 F & EF

(Follicular lymphoma international prognostic index; FLIPI)
Blood 104:1258-1265, 2004.

FHn (60RELLT vs 60mZi#iZ )

AEJOEVE (12 g/dIBLE vs 12 g/dIKiH)
RE NGRS (4T vs 422 B)
(EEMBELT vs EREE#Z5)

CERVICAL

PRE-AURICULAR
UPPER CERVICAL

MEDIAN OR LOWER CERVICAL
POSTERIOR CERVICAL
SUPRACLAVICULAR

MEDIASTINAL

PARATRACHEAL
MEDIASTINAL
HILAR
RETROCRURAL
MESENTERIC
CELAC
—e SPLENIC (HEPATIC) HILAR
| PARARORTIC |

PORTAL
PARA AORTIC
MESENTERIC

COMMON ILIAC
EXTERNAL ILIAC

INGUINAL
INGUINAL

FEMORAL

OTHERS : EPITROCHLEAR, POPLITEAL

+ Indolent lymphoma

- Aggressive lymphoma

TB547
- Highly aggressive lymphoma

WoTRWIAT

Non-Hodgkin lymphoma (NHL) O %4548

RROETHABMTY > UEL S AT

ARDETA B RN TLLERII 2L (CRENZEL

RRDETHBEMUTIEEALSHAIKE

FEROCEI)UNEIZHT BEE

- Surgery (SEHEFAT)
- Radiotherapy (Ftit#:a%#)

- Chemotherapy ({L#5t%)

(R)-CHOP, (R)-CVP, etc.

- Biological Therapies (*E¥1#RAHE)

(anti-CD20 antibody ; rituximab , radioimmuno-antibody, etc.)

- Bone Marrow Transplantaion

(BREBHE - KBACPRE + RERK)

Overall Survival

% of Patients

IPI=2

IPI=3

%f%
0
B 0 ; g

International prognostic index (IPl)
FhSE ) NEOERFRETEHINTINS

IPI=0,1 : low risk group
: low-intermediate group
: high-intermediate group

IP1=4,5 : high risk group

[N Engl J Med 1993; 329(14): 987-994]

R+ —T D RRT—4A R (Performance Status: PS)

2HREOERO—DOT. BESANDBEEFOHBROREERT
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1 ARMISHLVNEREHIRES AN, SITRIEET. BIER LESTOEEE
115 SENTER (Bl BORE. BHEX)

2 HATARET. BRDFDELYDEFT R TABELD, FEFTERN
HHD50%L L IEFRYRATBTT

3 : RONZESDHOEDYDIELMTELLY
B D50% U EENYENEF THI T

4 ForKBIHFEN, BADHDELYDIEFFE T TELRL,
TEICAVEMEFTIBIY .




Overall Survival in the Treatment Groups

Diffuse large B-cell lymphoma®;&# 0 &8 (diffuse large B-call lymphomas)

wsE {e¥miz

1t
1967  MOPPAIA

BHOBABDE

PATIENTS 3-YEAR
ATRiSK DEATHS ESTIMATE
— CHOP 225 88 54%
-==-m-BACOD 223 23 52%
- —ProMACE-CytaBOM 233 97 50%
- - MACOP-B 218 93 50%
P =0.90

NM, VCR, PCZ, PSL
VER. PSL
. CPA, VCR, PSL

197RE  CHOPMiE cPA.
1976%  BACOPHS BLM,

RN, difuse histiocylic

m2 e
1980%  COMLAMIE . VCR, MTX, leucovorin, Ara-C,
19826  COP-BLAMMIiE , VCR, PSL, BLM, ADM, MTX
1983%  M-BACOD flik . BLM, CPA, VCR, DEX
1983 ProMACE-MOPPIK . MTX, ADM, CPA, ETP, NM, VCR, PCZ

H3tee
1985%  MACOP-B ik , ADM, CPA, VCR, PSL, BLM NHL, difuse large B
1963%  COP-BLAMI \ VCR, PSL, BLM. ADM, MTX NHL, difuse large cel
1989%  LNH-84
1990%  ProMACE-CylaBOMBIA

WEOERORT
1993%  CHOPHlik (SOTA) CPA, ADM, VCR, PSL
1995  DAHP/ABMT (SOTA) DEX, CDDP, Ara-C/MCNU, ETP, Ara-C, CPA
19975  high-dose sequentiaVABMT  ADM, PSL, VCR, CPA, MTX, ETPMIT, L-PAM
19985  CHOPIRT (SOTA) CPA, ADM, VCR, PSUBHHNE

. dilluse histiocytic
. dilluse histiocytic
. difluse large cell

. diltuse aggressive

. ADM, ETP, Ara-C. BLM, VCR. MTX A7 aggressive NHL

37 aggressive NHL
BRHEWER NHL
‘aggressive B-NHL
BUBNS aggressive NHL

Percentage of Treatment Group

773K ADM:7RYTRAY> Years after Randomization
FRLFH— b AaC: ETI K CDDP: ¥275%>

5
SRE#LPOY L-PAMI XL775> DEX:74#X5J> MCNU:5=LRF> PCZ:7QhNIST> Fisher, R. I. et al. N Engl J Med 1993;328:1002-1006

International prognostic index (IPI)

[N Engl J Med 1993; 329(14): 987-994] Potential Antibody Targets for B-Cell Lymphomas

: low risk group

: low-intermediate group CD40  (ps2
cp37 \ / o
: high-intermediate group D23 ~ /CDSO
: high risk grou| Death
gl grotp 22 ~ " receptors
Overall Survival CD20 — — HLA-DR
(n=2,031)
o D19 — __ Surface
§ immunoglobulin
& D5 —
k]
°

Cheson BD, et al. N Engl J Med. 2008;359;613-626.
Copyright © [year of publication] Massachusetts Medical Society. All rights reserved.

S FERARE s
o e samse SFIRERE
PN . e
Lot (RRSRME S FERVELUARNRE EFHARD
FI4F=T(ALvH)  HER-L FE/NERART AN A
AXF=T Ber/Abl, c-kit CML, GIST
IRF=T HER-1 JE/NRRART AN A
SIF=T HER-1/2 FHA . -+
il P E/90—F LK
FoLvxr—+  B#llHA, LA
FovvEF—t B4 s . - =
YRR (R [ X5tk (R EMEH (ERA ENAK (RS
cD20 BiffatE!) /8
SR UEYD * D20 BififatE!) s B \ / \ / \ / \ /
OV ATYYEIT-FIFEEL D20 BRI 2/ \fE
FLLYRTT* cD52 B-CLL
rFRYZTT HER-2 AnA
FLYXITFITHIATY cp33 AN St E R
RNy wT VEGF KA
EVE o) HER-1 JE/NERHAN A, KB A
Rituximab
* g

Mechanisms (monoclonal antibodies)

Cheson B and Leonard J. N Engl J Med 2008; 359: 613-626

NIFLITAREDEFEORE

(Diffuse large B-cell lymphoma)

A oo

Sehn L H et al. JCO 2005;23:




o 2001-2005

1993-2001

20 40 60 80 100 120
Time after the Treatment (Months)

2001 - 2005 : R - CHOP H&f7
1993 - 2001 : CHOP +RT {7

Most Common Lymphomas

Armitage JO, et al. J Clin Oncol. 1998;16:2780-2795.

Tlymphoblastic: 2%
Other: 9%
Marginal zone, nodal: 2%

Burkitt: 2%-\
Anaplastic large cell: 2%\

Mediastinal large B cell: 2%~

Diffuse large B cell: 31%
(Aggressive type)

Mantle cell: 6%
Peripheral T cell: 7%

Small lymphocytic/CLL: 7%
(indolent type)
Follicular: 22%
(indolent type)
Marginal zone, extranodal: 8%
(indolent type)

MALTY >/ \[E

BRSEAE

é“‘\“".‘. oy
A r':.'a s ’
LTy 3 Roe
b e Lo ™
TS

> o
DR RS

TouS

R E 0 :
(Follicular lymphoma) | {/_{5;—.

1992-2001 DHARI=FT
bhtz62NDY—R(F
DADD (RAEFE)

+ Indolent ZERFKR#ZBE LD 0.1
o FERSFUYLRED22%

« Waxing and waning progression (B<{%o1=YEL oY F 3)

- REUWEREHR

« PELROBESANEN

o FEHEFHIRM: 6-10 years

« Classic translocation t(14:18) (RIANBHMTELHEEZLNTIS)
+ Bcl-2 BAABRBRLTND (B7RN—ZARED D)

o SAIZXLT no clear consensus TAED R A —RIF LY

PaCL R s e

Czuczman MS. Lymphoma Annual Update. 2005; 65-83.
Gascoyne RI. Lymphoma Annual Update. 2005; 5-20.

REIZHITDERRIE) N\ EDARE

WFHI (n=2,728)

Clinical Trial Other

r 16%

Observation

Chemotherapy |
3.2% 17.7%

Radiotherapy
5.6%

—

— ituximab.
Chemotherapy + B
rituximab 13.9%

51.9% ’

Friedberg JW, et al. J Clin Oncol. 2009;27:1202-1208.

Follicular Lymphoma®
LEID T T AR A&

More toxic treatments do not necessarily improve long-term
outcomes.

S UVAEEASFollicular lymphomaD R EHRET S LIS X
AqaN

Early treatment in patients without symptoms does not
necessarily improve long-term outcomes (“no rush to
treat”).

BHRPHMOBRRNTFRERETDHLIEAA,

# L\ Follicular Lymphomad® & Sk R

. VB D Follicular ymphoma® F1% %tk
ETBHELEIEEAMLN, - Yes

ZHERBRHOARBENFRERET D LIEE
ZIEL (“norush to treat”), - 2?77

FROFINEDEED

- ¥ WHO SRS YUF R BMEAEML, ZONEITFRIEM.

ETHRAENGV(RRHB(TRLY,

- BEGOIE.

B #if> EDRENDRFLF —FE R+{£ %% (DLBCLIZR-CHOP &%)
THAHH. (< indolent typeTIL) AENBORIREZ OB ARLICIE
REREELEAZNHD,

T 4R >/ SEIZ (LK CHOP BUEAEHIN S M.
FELEEDRRITEATIND,

BEY 2EHICL TIXBATEE (operation, radiotherapy) £ &5,

= DL TARICIERE, HDUNE high risk 3 (X B MRS IEE A
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