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flu7: Diffuse large B-cell lymphoma (DLBCL) illusziSasoutnindosiinuvosiigaluussina
vy n1sld Gene expression profiling (GEP)anu15atus DLBCL Wlmmﬁ’uﬁmmmaéﬁa Germinal center
B-cells (GCB) waw Non-germinal center B-cells (Non-GCB) Haaasnguiimaneinsallsafiupnsaiu 19
ihlugnissnundisnetude u GEP dulsianansavinléitaly Hanswaganiy Sath immunohistochemistry
Foilgie arldunwazidedolduldunu sgrslsinuanuiedoldveiaiddiaudaudduuis
msfne sedilimesinsAnumswennsallsadeidlusanalng

o

mUsasA: iaIeulieudnIn13sendin (overall survival, OS) vaagUaeg DLBCL %iln GCB

waz Non-GCB ¢18n13M$Ian immunohistochemistry #71 Hans’criteria

38n13ANnw1: Retrospective cohort study Anwn DLBCL3 eIl m1u WHO 2008 criteria 81¢

Aaa

>18 ¥ fifuiifoilsmenionisnsaamanendiver 919 unsiau 2552 e fugney 2558 inagin1sdnoen
#® Indolent lymphoma Fafinsiuasuwvadiudu large-cell lymphoma, HIV associated lymphoma,
Primary mediastinal B cell lymphoma, Primary CNS lymphoma wag Primary effusion lymphoma lag
fuaennitedosldfunisinuidasiafivadailil Doxorubicn Fuiiieldfunisdonnng

immunohistochemistry taaunsauenARLlnvadLas

NansANW: §tae 119 318 01giade 56 +14 U fiseguiaifnny 29 e wui1 Non-GCB §i
median overall survival(OS) 37 LA8 U L8 UNU GCB = not reach (Hazard ratio =2.23 [95%Cl; 1.10-
4.52], P = 0.013) OS 7 3 Jvas Non-GCB Judosay 49 \isuiu GCB Sosas 74 (P = 0.02, log rank test)
MNMFIRTIETRTNUsT 4 dadefiduiusiunsanasvessnsnissentinlagsiu 1duA serum LDH g
(Adjusted HR 2.40, 95%Cl 1.04-5.52, P = 0.04), IsAsze29l 3-4 (Adjusted HR 2.28, 95%Cl 1.06-4.88, P=
0.034) n1513{1# ¥y Rituximab (Adjusted HR 3.21, 95%Cl 1.71-6.03, P< 0.001) kazn gy non-GCB
(Adjusted HR 2.08, 95%CI 1.02-4.27, P = 0.045)

a3Una: ngu Non-GCB lae Hans criteria lufudsiduiusivdnsinissendinfiduas lufiae

Inedidu DLBCL
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# # 5774015730 : MAJOR MEDICINE

KEYWORDS: DIFFUSE LARGE B CELL LYMPHOMA / PROGNOSIS / CELL OF ORIGIN
JIRAWADEE NOIWATTANAKUL: THE LONG-TERM OVERALL SURVIVAL RATE FOR DIFFUSE
LARGE B CELL LYMPHOMA BASED ON HANS’ CRITERIA IN THAI PATIENTS AT KING
CHULALONGKORN MEMORIAL HOSPITAL. ADVISOR: ASST. PROF. PONLAPAT ROJNUKARIN,
M.D.,Ph.D., CO-ADVISOR: ASSOC. PROF. THAMATHORN ASSANASEN, M.D., 60 pp.

Background: Diffuse large B-cell lymphoma (DLBCL) is the most common lymphoma type
in Thailand. Gene expression profiling (GEP) can classify DLBCL by the cell of origin into germinal
center B-cell (GCB) and Non-GCB subtypes that are different in prognosis and may lead to different
therapy. Nevertheless, GEP is not generally available. Hans et al has developed a simple and
inexpensive immunohistochemistry algorithm that can reliably categorize DLBCL. However, the

validation data are still conflicting and there has been no study in Thailand.

Objective: To compare the overall survival (OS) of patients who were diagnosed as DLBCL

of GCB vs. Non-GCB subgroups as classified by immunohistochemistry

Methods: This is a retrospective cohort study. The newly-diagnosed DLBCL patients, aged
> 18 years, who had adequate remaining tissue pathology for further study from January 2009 to
September 2015, were enrolled. The patients with transformed lymphoma, HIV-associated
lymphoma, primary mediastinal B cell lymphoma, primary CNS lymphoma and primary effusion
lymphoma were excluded. All of them were treated by doxorubicin-based chemotherapy. The
paraffin-embedded tissue was immunohistochemically stained to determine the cell of origin using

Hans criteria.

Result: There were 119 patients. The mean age was 56 +14 years old. With a median
follow up of 29 months, the median overall survival time (OS) for the Non-GCB group was 37
months compared with not reach for the GCB group (Hazard ratio [HR] 2.23, 95% confidence interval
[Cl] 1.10-4.52, P = 0.013). The 3-year OS for the non-GCB was 49% compared with 74% for the GCB
group (P = 0.02, log rank test). By multivariate analysis, 4 factors were significantly associated with
poor OS that were high serum LDH (Adjusted HR 2.40, 95%Cl 1.04-5.52, P = 0.04), Stage 3-4 (Adjusted
HR 2.28, 95%Cl 1.06-4.88, P = 0.034), chemotherapy without rituximab (Adjusted HR 3.21, 95%Cl
1.71-6.03, P < 0.001) and the non-GCB subtype (Adjusted HR 2.08, 95%Cl 1.02-4.27, P = 0.045).
Conclusion: The Non-GCB subgroup by Hans criteria is independently associated with shorter overall

survival in Thai patients with DLBCL.

Department:  Medicine Student's Signature

Field of Study: Medicine Advisor's Signature

Academic Year: 2015 Co-Advisor's Signature
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1.1 AUAIAYHAZNNIVDINITIVY

Diffuse large B-cell lymphoma (DLBCL) HunzGeentniosin Non-Hodgkin

lymphoma (NHL) fiwulsieeiignlutsemelne Andudosay 64 vesfian NHL visvnly

1

Tng V' d@ulusnsUsema wuussanu Sesay 30-40 ¥a9 NHLAARaReTud® dnwuzeinns

nepatinues DLBCL laun aentivdedanisiineulusivizasuandeniinios 14

P1inan Wideaanna1eAu AuTules N1skUsEEzUadlsAnNL Ann Arbor classification®®

v
v

ae13lsAnu NMsLUszEzUelsAnIL Ann Arbor classification @ ldanunsaladus

nensallsana @

1ud A.A. 1993 International Non-Hodgkin’s Lymphoma Prognostic Factor
Project® 19’1’1&’1Lauaﬁﬁi’ﬂmaﬂﬁﬁﬂﬁaums%’ﬂwwm@:ﬂaEJ agaressive NHL fianunsald
MugnsnevgaueInensnulaeg1autugl 138n31 International Prognostic Index (IP1)
fetufuiladesine ldud eng (< 60 uaz > 60 T) svezadlan(stage VIl wag II/V), Te6i
Lactate dehydrogenase (LDH) luiden (Un@ wag uinnanun@), Performance status
(PS < 2 wag >2) Wy Extranodal involvement (< 1 wag > 1)

A Tedenunenemdadenensalsawuuduiiuenwidonnnisld 1Pl fay
Rosenwald Auazane® 181435 molecular profiling #a cDNA microarray Hiowanain
2849 DLBCL mmmﬁ'n,ﬁmﬁuaqmaé (Cell of Origin, COO) oantlu germinal center B-cell-
like (GCB), activated B-cell-like (ABC) %38 type 3 gene expression Fanuifinuusiug
Tuntsnennsallsaindt 1P eghalsfinu 3aiiidesiiade deddtuileannioududs ld
anunsoldtudofiurluresindu Snvisdsisiaunuarlaiaunsovhldlunnanity

Christine P. Hans wazaniz 30733 Tissue microarray (TMA) Faldndnnisues
immunohistochemistryslgunu Lﬁaqmﬂ?ﬁmiﬁfﬁiﬂmgﬂﬂ’jﬁ wazansavilalumang
an 9y F5ianunsouen DLBCL anw COO Téifuaninguile GCB way Non-GCB msfnwills

1¥n159599M875 cDNA microarray classification 1Ju gold standard wuin

® Sensitivity 983 TMA 10u 71% Tungu GCB waz 88% Tungu Non-GCB



® Positive predictive value 983 TMA classification Ju 87% Iumju GCB way 73%
lungu Non-GCB

® Jnsn1ssenTinlaesini 5 U voingu GCB W 76% diungu Non-GCB 1Ju 34%
agalsfinnu Tulsswealvedilinedsenuaifinisalves GCB wag Non-GCB lufae

o w 1

DLBCL wazilanuainusanisweinsailsaiiedla

<

1.2 ANDINVBINISIAY

A10u%aNn (Primary research question)
Q{ha‘ﬁiiawmmaagmaaﬂiaﬁaﬂwé’wiiﬂ Diffuse large B-cell lymphoma iin
Germinal center B-cells (GCB) 913 Hans’ criteria iA158§1409N135500T30 luss 281

(Median overall survival) E;JNﬂ’J"] wila Non-germinal center B-cells (Non-GCB) 88144
HedAgynsenanioll
ANNU984 (Secondary research question)
Q{ha‘ﬁiiawmmaagmaanmﬁaﬂwé’wim Diffuse large B-cell lymphoma iin
Germinal center B-cells (GCB) #1y Hans’ criteria fignsinssendinlaesiufl 3 (3-year
overall survival)gandn wila Non-germinal center B-cells (Non-GCB) aghailifudnfgynia
ananaaly
1.3 JnguszasAvansive
1. ilefnuensisegiuveinissendinlustezen (Median overall survival) 83§t
Diffuse large B-cell lymphoma %1# Germinal center B-cells (GCB) wag Non-
germinal center B-cells (Non-GCB) #1134 Hans’ criteria Tuisawsnmafqmaﬂmai
2. vileAnwdnsInssendinlnesani 3 U (3-year overall survival) ¥83gtae Diffuse
large B-cell lymphoma il Germinal center B-cells (GCB) kag Non-germinal

center B-cells (Non-GCB) #14 Hans’ criteria Tulsanenuiagmiasnsal

1.4 duufgu

nsueniinves Diffuse large B-cell lymphoma lagld Hans® criteria wuin fdaeviln

Y

Germinal center B-cells (GCB) fiAniisegnuaainissentintusssza (Median overall

o w

survival) 84031 ¥iln Non-germinal center B-cells (Non-GCB) egeliadAgynisadi



1.5 NSOULUIANIUNISIFY

1Pl DLBCL subtype Outcome
® Age ®  Germinal center
® Stage ® Non-germinal center ® Qverall survival
® | DH — ® Progression
¢ ECOG Protocol treatment free survival
® FExtranodal site

1.6 Y9nnadUaefu

. Event Aim mMadeTinanamglaglugissseziaiivinnisfing

- Censored case HUreildannsafnmuauisduganisinwiwasdeyainnziloy
so v 1a % o Aa CA A A Aa A = a

5199589 linsuden 5 d@edin vseUleideiinananvnduneuaziin event

1.7 AdlgnanBaufiunnng

1. InIINSARduUNan1sdaun1e immunohistochemistry 984 CD10, BCL6 Way MUM1
aziinalluuindle WwaduziSadaufng uinnivsewiniu Sosas 20

[

2. naugin1senauiIdu DLBCL wiln GCB %s® Non-GCB 1y Hans’ criteria #iail

GCB Non-GCB

/
~

MuM1

GCB

e
-

CcD10 +/
BCLe

Non-GCB




3. Overall survival (0S) e Fraraniiuainifdadelsalansn.gunainsal audeUe
= aa & 1 a v
dednuseliaunsofnnule
4. Progression free survival (PFS) e daaniafitiuainnisitadelsnaudelasunis
aa [ | [} I3 Qo} A o Aa
adulsanautdugn viselsanisy
5. Complete remission (CR): liusnguangiuvesdlsa na1ime
v a L ] a Yo o ) ) Y
a) wngthewmedl PET positive dounvgldsunissnw nasnmisshudesding
PET negative
b) mnErewaeil PET negative v3e lulévin PET scan nounis¥nw) waanis
[ % & v I~ a v
Shwfeunzisadesyuadnuluuni 31nNns3eae CT scan
o) ARNMARY AukazsnuAalinuaInNIsasIaTieny wazkifineunielugdy
1173
d) Nam’gﬁmwwm%?mmsuaqiﬁzmiz@ﬂi@JWUL%aémL%wiauﬁ’]mﬁm
6. Complete remission, unconfirmed (CRu): (NSE9YIN PET scan azliidl CRu)
a) IWINVDINDUNLFIAAAY > 75% WanTIaveanesIneveslunseanliny
WAL ULNADY USD
b) Wan15m372 CT scan linudouuziss walilsvinnisnsia bone marrow
7. Partial remission (PR): AauuziSaanas wavkifiseslsainlvi nanfe vuiniau
<@ % 1 6 ¥ 1 % = .:4' n:' ¥ a
ANas = 50% YauduruaugnateTINvRIiBusel AR e 6 Neu uazlad
AOUBUSIUIR LAY U
a) wngthewedl PET positive neunvgldsunissnw nasnisshudensing
PET positive inounziSsnondntes agnetoenilamumls
b) nglewaeil PET negative 3o lulevin PET scan nounisinw) waanns
SnwfouNlSWogUaIRINNIINIIIME CT scan
o feuluiuuaziiy Jvwindnas = 50% veudunugudnanuveiou (lu
AeudeAnEuNUNa1egn) Lififeulanvunalvaduluduiy
d) wanTIININeITIenveslunsygnetanurzslinuaduz SwotnEes
8. Stable disease (SD): nnsmavauatbila CR/PR wakiley PD
a) mndUaewnedl PET positive nauldsunising wagndsnissnunidaiing
PET positive Tusuniaau walifiseslsaludainnisnsia CT wie PET
b) wnyUaeaedl PET negative v3olallevin PET scan fiaun1ssng) ¥asnis

[ =l a 1% < 1 ¥ A
3ﬂ‘15nlmmmﬂasuuﬂawawmmaummamammmaaq 1NK539 CT scan



9. Relapsed/Progressive disease (PD): fisoelsAintulul vi5e uinvesieunsss
Fidu > 50% vesuuaieuiuiinsanandniian
a) fisenlselmiouin > 1.5 cm. lunsdiiifeusemiindemansdou wuinves
Roudoafisdu > 50 % vesHaTIduugudnats vide mniideutinies
deateuier @durugudnaaiuluunuiiduiian uinmin 1 cm) wun
voafaudaafindu > 50 % vesduruguinandluunuiiniian
b) so8lsAdl PET positive
WUIENRA_ N15UTLIHUNTNOUAUDINDNITTNYINNL Revised response criteria for

malignant lymphoma®

1.8 sUnUUMsIY

Retrospective and prospective cohort study
1.9 8andiunnsivelaeds
1) Aunsedeineildsunsidadena ICD-10 18y C38.8 Large cell
lymphoma Tugiaifiouunsiay w.a. 2552 85 §u3au w.e. 2557 3ndeuares
WL TAUYALazY e 0o
2) ATIRABUNANIIATIAN NG IT IS WU UazTIeN AN TINDS Wiedudy

'
1o

Toyan17IladeuarAnNgungem1u exclusion criteria 8an

3) AasederUefiliith Inclusion criteria oon

1) wansrame s wesiheslafigidon CD10, BCLE uay MUM1 liasuiita
auvin fimsdsmsradfinddliagy

5) Buuililsziagiae Wetufinuazsiuruteya

6) nTeivoya

7) agunan1sidy Fa1saing waviauedonnenIsunsIvy

1.10 Usynimn9asesssu

«  wanAnuAInluyana (Respect for person) lagn1svernugugaugiinsiuluns

[y

Wy wins3deiiilumsAnwiluiesljuinisnamendinet liinsfiaseiieivioya



va o 8w o v

lngnseangiinsinlunside idwasinushvianuduvediinsinluniside Tngluwuy

Y

o = Y A, - a = v Y Y A v
Uufinteyavzlill identifier Nazszyisdafidnsanlunside

]

¥

. vanmshivselevd linelviindunsng (Beneficence/Non-maleficence) fi13
Tumsideaglildsuuselonilan orafnrnudssdesfiirsulunmsidodfisadnios
Aoanuduresiinsulunsidvensgnilame §ideaziiiusnmanuduresdidnsuly
N33

«  WANANNYATITU (Justice) AolinaudinsAniinazentniay

1.11 Y931nalun15I8

1. esanmsanwiduuuu Retrospective cohort study Feiiusgannsuradud
p1vgliaunsafnaudeyalansudiu doyaanne
2. suUszanadlunsaan s iNLANMIg immunohistochemistry

1.12  Yszlevuinaninaglasuainnisiae

1. nswelseguveinissendinluseezend (Median overall survival) vaeUae
Diffuse large B-cell lymphoma %# Germinal center B-cells (GCB) wag Non-
germinal center B-cells (Non-GCB) #13 Hans’ criteria Tuisawsnmafqmaﬂmai
2. Y9I TIONTINLAETINN 3 U (3-year overall survival) vesiae Diffuse
large B-cell lymphoma ¥iln Germinal center B-cells (GCB) wag Non-germinal
center B-cells (Non-GCB) a1 Hans’ criteria Tuiiﬂwsﬂmaamﬂaﬂﬂﬁﬂj
= yay v & ° | N aa a v ! o
mmmg‘vﬂ,mmmumwﬂﬂqmimaauLLUamﬁmiﬂimu@UaUﬂaumiiﬂm Wag
= ¥ a o £
nsenideaivrvnluounan

113  guassAnoNfinduLazaNnINIsUAlY

«  Joyagae Lewngtheldinfanunissnm

aa a = A U ada A I A A aa A
']ﬁLLfQﬂfU ANATUAIMNNSLULUINEE)T ’J’]I}jﬂrJEJEN@JSU'J@@QﬁﬁavLN Vﬁ@LﬁEJGU'JG]LlI@I@
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2.1 32U (Epidemiology)

Diffuse large B-cell lymphoma (DLBCL) FunziGeentmdosiia Non-
Hodgkin lymphoma (NHL) finuldiesfigalulszmelne Anduiesas 64 vo95U38 NHL

Paualulne dulusiaUssimna wuuszann 30-40% 99 NHLAARae v

2.2 wensnlia (Pathogenesis)

nstasgyaunvastaulnlyd (B-cell development and lymphogenesis)
: Hematopoietic cells 3uasshu yolk sac ndsufausls 18 Fu uazdl 30 Juazgnainsann
fetal liver Junsziaogasadle 11 dUni Jagnasrannlunsean 91t Hematopoietic
cells azgnimunbiduwadliuans myeloid %o lymphoid sialy é’w’qgﬂmwﬁ 1

1Y o

FUANT 1 wansgrarannsasyaivestulnleduazadeszdrdguanildlunsiadeywaunly

o

<
Uy

Thymus %
Fetal marrow —>

Fetal liver

PAS/AGM

Yolk sac E

18 20|22 24 26 28 30 32 34 36 38 40 10 20 30 Birth

Circulation

nMnARKkUaIRIN Williams Hematology. 8th ed.2010: 1096.

B-cell WuazlasayWamu1a1n Common lymphoid progenitor (CLP) auidu
mature B-cell Alunsean nszuiumsnddglugilee nsdniseedunieideiunis

o

a199uylulnayauns Heavy chain uag Light chain iel¥ild surface immunoglobulin 4



it B-cell receptor (BCR) uufinveasad fidarumainvianesieweufiau Tngende

oulesl Recombinase-activating genes (RAG1, RAG2)" 13unnszuaun1siian VDI

[

recombination'? fsaziinduuulesiulay eail

[ o

° Iﬂﬂ?,ﬂ‘(jmﬁj 14 Fadumunisved Heavy chain gene
<

° Iﬂﬂﬂ%u@' 72 Fadusunises Kappa light chain gene

° Iﬂﬂﬂ%@jﬁ 22 Fadusumiswes Lambda light chain gene

g‘lJm‘wﬁ 2 LENINIZUIUNIT VDJ recombination

Gene Heavy Chain Light Chain
2 (Vo) Y a ¢
0O /A WA
!
Gene VHDNJN[] (DA l
Rearrangement l v G DA D
VNQ(]HCN DOAD
Product %LK

IgM
NMNAALUaIRIN Wintrobe’s Clinical Hematology. 13th ed.2014: 260.

B-cell 713 BCR wa2ffe mature B-cell Aaaana1n bone marrow LU

secondary lymphoid organ (slesindesuaziinn) aely

Mature B-cell %Lsﬁﬂgj secondary lymphoid organ U364 Germinal center
dl’ dldl o N U a L Y a 1 o . a
Feil B-cell avdudaniuwaumau nseAUliAnN15wUL3 (Clonal expansion) i

o v o« a &
ST Y 80 2 NFTUIUNT (FUAIWN 3) AD

(11, 12)

® Somatic hypermutation nsyurunsiiendeledley activation-induced

cytidine deaminase (AID) WigliiAn mutation ve4 Variable region (V) gene nate

'
LYY

TawauRvaniauaIunsalunIsTuULaURaURaINae Inekaufuannauiu



wouRlaulauu (high affinity antibodies) agta3adu plasma cell %38 memory
B-cell Mol @ruouivennduiuloufiausgisaiu (low affinity antibodies) g
LWIM apoptosis

® Class switching"? '

AonTsidsunUasas Heavy chain ivellasuylulnayd
uatinniu laun 1gG, 1A uag IgE Tawedetaulssl activation-induced cytidine

deaminase (AID)

(14)

g‘lmeﬁ 3 B-cell differentiation nn8lu germinal center

Mantle zone

Plasma cell

1

1 | Class switching
Somatic !
hypermutation U

V-region gene Mutations that
recombination increase Light zone
antigen affinity
B-cell Naive B cell A - "
precursor Dark zone ~ = T > ‘ <
: Tcell
Selection
R G
No B& Mutations that
=1 reduce antigen
affinity -
/ Memory B cell

Apoptosis

AN Nature review cancer2005.5;251-260.

FUANT 4 uaasnszuauntsmaluana Tunisuiuasuduylulnayduguy ((wdawUasain Nature
review cancer2005.5;251-260.)

a VDJ recombination b Somatic hypermutation ¢ Class switch
o 0 e W W v e 0
\ /

| ™\ |
- /""_[T"’P"i@ - XXX HS*IP

et
Y
- v, |: J —C —

N32UIUNT VDJ recombination wag Class switching fiasdinsienaiey
double —stranded DNA 8803101 F9919LAANNTAGUAWNLIYBILAS I UNRAUNG

(chromosomal translocation) aunanendu B-cell lymphoma 161 iuiieniuiu Somatic
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hypermutation Mibiinn1snateiusvesguninaun@ ** Pguami 4) DLBCL dlngy
AnTues uilludruiiuasunlamnanussaendnndesdadundemnuiuussiosnd
19U Chronic lymphocytic leukemia/Small lymphocytic leukemia(CLL/SLL), Follicular

lymphoma, Marginal zone lymphoma

gilmwﬁ 5 Cellular origin of human B-cell lymphoma(”’ 9 (nwa1n Nature review
cancer2005:5;251-260.)

Hairy-cell leukaemia
DLBCL (ABC-type) Prolymphocytic leukaemia
»

Splenic marginal-

L1
.y

B-C
(unmutated V gene)

Mantle-cell ymphoma

! - B-CLL (unmutated V-region genes)
v N : ;
LR Classical Hodgkin's
Follicular lymphoma S homa
Burkitt's mm v Lk
FEECL (GC-type) Post-transplant
Lymphocyte-predominant
Hgndgkh‘s Iync:rphoma lymphomas

2.3 Wy15Ime (Pathology)

v v v
a A

Snwauzduilovasdautinvassiduuzise asinsiinsuiuvesaulnlesn
I~ I3 < 1 of/ 1 %’ &S o v v
naneluaduziiuinlng nszaevilvlunsudimassinlilassaiisdnvuznisluves
soutudesinundly wenanddmunualasvnaniusaduzisainenluvinlvue uiuey
lasunfuddeglulalawaadu (Tingible body macrophage)'® waduziSsinutuiidnwas

wANENaTy 3 wuusny WHoO 47

® Centroblastic variants {uyiiafinuuseiign waddvunnaiadslng sUsinax

(%
a o a

w385 tasifiuavidun Ntindleqda 2-3 du lalananadudinRuusunues
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gﬂmwﬁ 6 Centroblastic variants

(nwann WHO Classification of tumours of
Haematopoietic and Lymphoid Tissues. 4th
ed. 2008: 233-7.

® Immunoblastic variants waail nucleolus nsanatsulie lelawaraduduitu
UTunawnn 819Aa18 plasma cell ApdenainiumeoinIsnsadiiniay

immunophenotype

gﬂmwﬁ 7 Immunoblastic variants

(nMwa1n WHO Classification of tumours of
Haematopoietic and Lymphoid Tissues. dth
ed. 2008: 233-7.

® Anaplastic variants Wagivunalvgfidvaiunn suienass visedalen duedea

Uszuana

g‘Um‘wﬁ 8 Anaplastic variants

(nma1n WHO Classification of tumours of
Haematopoietic and Lymphoid Tissues. 4th ed.

2008: 233-7.

wu31 {Uae DLBCL Idwilousznausig waduzisewida Immunoblastic Soe

Az 90 VRIWARTINUA 91FURUS UNITWeNnTallsAian 1P
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Immunophenotype

DLBCL wnuynAuaziinsuaniaanyed Cluster of Differentiation (CD) Fady
Snuauzihiluves B-cell (pan-B-cell antigen) léiwA CD19, CD20, CD22, CD7%a way PAX5

(17 & @ o o s . .
UDNIINUULINNTUEAIDDNUDY surface LLag/%38 cytoplasmic immunoglobulin

(IgM > IgA) Tanuld Sovaz 50-75 1

PAX5 1 B-cell-specific activator protein finulglu B-cell fausidaa Pro-B

QU Mature B-cell FsfdudrAgyegraunnlunisiasgimuives B-cell®”

AYNRIIINNITINIAIY Rituximab (Monoclonal antibody for B-cell cancer)

wa? CD20 anameluanaduzsa@y

@ marker NiimsuansesnuanaaiululugUisusazsie loun CD10, BCLS,

BCL2, IRFA(MUM1), GCET1, LMO2, FoxP1 n1SL@nI88nUa9 marker T vy

a 1 3 <

AMUAUNUSHUTNAgRevad DLBCL na1i@e CD10, BCL6, GCET1, LMO?2 Uriwadugidaiy

¥ o a ¥ o

Teurudaunann germinal center @3 IRFAMUM1), LMO2 Usinwadugissiuilduriiila

11970 non-germinal center''®

DLBCL 919iln1suanseanaos CD5 Lg denuuseanadosas 5 voaU38 DLBCL

(%
Y

v dnnuludaseny iwemdannnimene wasvaglinidadedndusses

(22)

unsnsza1e® nsazuengUieianileanain Blastoid variant 484 Mantle cell lymphoma

16Tnen3m599 CyclinD1 Fazasalimulugiae DLBCL

Ki 67 10 marker of cells in cycle Ingnuindnaiuvossadni Ki67+ Tu
AouLz ST UFMUITINITIN1SWUIE (Proliferation rate)vadiwadusztse DLBCL 23l Ki67+

la@aus Sasay 30 DU lNaseEaz100 lae Ki67 Nuinninsesay 90 1udusdiniinig

nensailsaiay @

2.4 31N15LaLDIN3LLEAY

Adrwdlvgdinumuunmdmesesianiimvieds viseneuluaiuigdiaquen
! - = gy = = v v o o Y & o
AauUIRBY 91adinauReITenaNsnou 19 Uvtnan 1iiensnnasAu 819nTIanuRy
4 A PN 1 Y (Y A a v (24) 1 A
1lle wavernsouginanuansuanasiulunueingiiineites “Y 1wy 1deneenlu

mMaiuems aldgaiu Wudy
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vouglvin13 ey nuiasmitwesUieaveglusseed 1 vise 2 vadlsa® diu

tealussezi 4 NwaduzSmnanudilunszgnnulddosas 11 fedesaz 14 %

DLBCL fulsanifidnuwarnisaiiiulsaguuss feduindetinluszeziia
Judeu dldlasunissnwmisenissnwlilana egnslsfiniu fihessesn 3 vie 4 Welasu
9 % N o o @ % L BEA ° )
mssnemegnaividanilenameannlsalaunnitfesay 50 ualghedniunissa 1

Tu 3 Aldnevausssanissnwivisenduidudndinissne

1% [V 1%
Y A o

< 1 g =} aa Y & (v} 1
NziimeuUvdeliinoulasidenidnndns (nodal) wazlueieizansguen
RoutMaed (extranodal) Fanulaundssesas 40 @7 dumbannuanniigams Nuku

91 LALANIZTINIZINIZEIMTUAE ileocecal region WATIATILAIDIENZANN | UONADY

[% [
o A =

WNndenaus Aaunsasuniusnueinisiialse (primary site)ld wu nszgn Same dhy
sautnany saulnsess fu 1o wazsaunuinla n1suuswdea DLBCL lnudnuwuzuadyas

(morphology) AULANFINAIUTININ (biology) LazINITUANT AIAITINN 1

2.5 N1SNEINSAILSA

ASLUISE82URlSARNAEANYAZNISNTZAFIVDITRUSANADNUIME DAL T8

3)

TsAunmaNUMAERY ANY Ann Arbor classification® #4m157199 2

2e13l5AnL NMsIUsZEzUalsAnNIL Ann Arbor classification @ §4ldanungn

19 dudmensallsang @

1ud A.A. 1993 International Non-Hodgkin’s Lymphoma Prognostic Factor
Project ié’ﬁwLauaﬁﬁi’mmmaﬁﬂfiaumﬁ%’ﬂmmaqQ’ﬂ:}a aggressive NHL fiaunsald
MugnsnevaueInensnulaegaudugl 138n31 International Prognostic Index (IP1)
Imaia;ﬂaﬁiﬁmﬂmiﬁﬂmé’ﬂw 2,031 518 $nwsepilvitngel Doxorubicin o
dudsznou Tu 16 amﬁuﬁaw%’gam%m wAWIAN wazUssnalunivglsy seningd a.e.
1982-1987 wui Hademsndfindeunssnundsdinasenismeninisa (CR) wagszeziiaiiu
nsiInvesUie lawn 91y (< 60 uay > 60) sezvadlsn (stage /Il uag I/1V)), ¥y
Lactate dehydrogenease (LDH) luidion (Uni uazgeninuni), Performance status (PS <

2 1Ay >2) way Extranodal involvement (< 16hag> 1) A9915199 3



15197 1 Diffuse large B-cell lymphoma: variants, subgroups and subtypes/entities

Diffuse large B-cell lymphoma, not otherwise specified (NOS)

Common morphologic variants

Centroblastic
Immunoblastic
Anaplastic

Rare morphologic variants

Molecular subgroup
Germinal center B-cell like (GCB)
Activated B-cell like (ABC)

Immunohistochemical subgroups
CD5-positive DLBCL
Germinal center B-cell like (GCB)

Non-germinal center B-cell like (Non-GCB)

Diffuse large B-cell lymphoma subtypes

T-cell/histiocyte-rich large B-cell lymphoma
Primary DLBCL of the CNS

Primary cutaneous DLBCL, leg type

EBV positive DLBCL of the elderly

Other lymphomas of large B cells

Primary mediastinal (thymic) large B-cell lymphoma

Intravascular large B-cell lymphoma

DLBCL associated with chronic inflammation

Lymphomatoid granulomatosis

ALK-positive LBCL

Plasmablastic lymphoma

Large B-cell lymphoma arising in HHV8-associated multicentric Castlemen disease

Primary effusion lymphoma

Borderline cases

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




mi’l\‘i‘ﬁ 2 Ann Arbor classification

15

seae? 1 | A508l5ANfoUUBa IS0 UDNABN UL A DINEIUS IR

WennuYeInsyUsay

seeedl 2 | Aveslsaireuiviowmseuandeutimiessiud 2 duniduly Inedesegnielusu

AIUTIUATE

seee 3 | dseglsanvienunriiowmseusndeuinivieiogauarauvenseay ay/visenuseslsn

nszqn, viseven

svegd 4 | AseslsanszargeantUiiuseiasuAuAny awrdsinunisnseanelauae 1wy fu, b

a3197 3 YadeiifinasiednsnissendinlaesinvesdiUae DLBCL dauUasainianansdnsdai @

® Performance status (PS < 2 ay >2)

Hafomanddin flheviavun (n = 1385) Relative Risk P Value
® Age
® Serum LDH 1.96 <0.001
® Performance status (PS < 2 way >2) 185 <0.001
1.80 <0.001
® Stage (I/Il wag III/1V)
1.47 <0.001
® [Extranodal involvement (< 1 wag > 1)
1.48 <0.001
HUaeeny < 60 U (n = 885)
® Stage (I/Il wag lII/1V) 217 <0.001
° Serum LDH 1.95 <0.001
1.81 <0.001

d‘ a o L dl ] 1 dgj Vo 1 1
LN@F‘W@%WU’JU{]‘\]QS“UENWWWBqﬂiﬂﬁiﬂﬂLLEJLW@’]UIUQU’JEJLLG]agiWEJ EANUTAOLUS

AUredunguanudruiutadedes leun Jadeideswn (Low), sunans (Low-

intermediate), geUuNaNs (High-intermediate), Wazg (High) nautladeidesildl

AMNFNNUSAEATINUSRIINIIMBUINAINLSA (Complete remission; CR) 8M51A1550AT3N

Ingusieanlsad 5 U (5-year relapse-free survival) hazdnsinissentinlagsiud 5 U (5-

year Overall survival) F3m15197 4 uenv1ndl International Non-Hodgkin’s Lymphoma

Prognostic Factor Project dauandlviiiudn uslireaglu Ann Arbor classification Wiy

[

Agadinswennsallsaiiunnsnsiuluang IPIdsguaini 9
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(%
Y o

wil IPI Sanadud@TaniddnylugUae DLBCL wsiiileasn DLBCL ilulsafian

I v A

PAINVAENATUARTN N1THOUAUDINDNITSNHIATLAIULANANAUENLIN el

Tadedug neiudanm(Biologic prognostic factors) nseiugAmARsUINLALITRY NNU
WIsdlEnenguaumndadsnisnensallsanuuduin wenmiloanmsld 1P daau Tud a.a.
2000 Ash A. Alizadeh azauz® ladnwinisuanieanvesd e complementary DNA

microarrays (cDNAs) wui15U38 DLBCL 7lldnwagn1suanieanvaddukuy germinal

Y

center B-cells (GCB) fimsnennsallsafifningUreniidnvauzvesdulu activated B-cells

(ABQ) ndmifie  §n31n135entiinlaesiui 5 U vetiengu GCB winiu 76% luvagiingy

q

°o aa

ABC TuiNed 16% T9umnandnuaenadiued@inniedna (P < 0.01)

o

M19199 4 wansinegUae aggressive NHL m1unguidieslag International Prognostic Index *

iiangundes YRS | IRTINTIEY | BRIINTTION BM3IN1350
daduides | 9nlsa (CR) Finlag Finlagsamd 5
(%) UsiAanlsed Y (%)
57 (%)

1 gthennse

Low 0,1 87 70 73
Low-intermediate 2 67 50 51
High-intermediate 3 55 49 43
High 4,5 a4 40 26

2. fee1y < 60 U

Low 0 92 86 83
Low-intermediate 1 78 66 69
High-intermediate 2 57 53 46
High 3 46 58 32

3. gUiwery > 60U

Low 0 91 46 56
Low-intermediate 1 71 a5 a4
High-intermediate 2 56 41 37
High 3 36 37 21

*sawUasannienanseneden ©
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fewn Rosenwald A uazaniz® livinsfnwiludnuaesfindeadetuiu
Alizadeh Tngl435 cDNA microarrays wudnaunsawen DLBCL sanilu 3 nquauanyase
NSLENIeaNTBIduAB germinal center B-cell-like (GCB), activated B-cell-like (ABC) way
type 3 gene expression  9n3IN330ATIALAETINNENAIINLFELATIUITANGY
anthracycline-based wuiniauuanansiuegeltsdfgy (P < 0.01) n@1fo 8931013
sondAnlagsauil 5 U veagthengy GCB Winfu 60% Tuvaziings ABC Winfu 35% way

type 3 gene expression Wifiu 39% (gUnwil 10) egdlsiniu Bliivediinfe fedldiu

[
Y

Weanrsaudids Wanusaldtuilonurlunasunau dnviadaisnauns  Tdanuisavinlely

nanUu

100

UHUDHN 1uandnsNssentinveriie 1880

50 519 Tu Ann Arbor stages II, Il waz IV lnauen

A4 1P

% of Patients

L, low risk, LI; low intermediate risk, HI; high

1 1 intermediiate risk, H; high risk

JUN 9 thananenansensdei 1

0 2 4 6 8 10



WHUAIN 2 Kaplan-Meier curve 1.07
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LAnIINIINITIeATInlAeTINn 50 S s
v ° a a
¥99U78 DLBCL 31uu 240 s1en = . .
U wn 0.6 Germinal-center B-cell-like
l@5uwmiiundn ngu anthracycline-  ©
>
based suaNwMENISLARIRINYRY = 041 Ny - Type 3
0
- (1] "-———--.
0
o © 0.24 Activated B-cell-like
Y a o o
AINANNLDAATITDNDIN 3 P<0.001
00 T T T T 1
0 2 4 6 8 10
Years
NoO.AT RISK
Germinal-center B-cell-like 115 81 60 46 32 19
Type 3 Bl s 24 18 10 8
Activated B-cell-like |l 73 35 23 19 8 5

11 a./. 2004 Christine P. Hans kazanz 7 ladiausunanusientunisty

Tissue microarray (TMA) unlgusnviinvod DLBCL unwis cDNA microarrays 19491075

TMA UfisA1gnnan wazanunsavilalunaneanidu nisdnwiladuiievesgUas DLBCL

WU 152 579 Wdense antibodies oA CD20, CD10, Belé, MUM1, Bcl2, cyclinD2

waz FOXP1 igunu gold standard Ao cDNA microarrays Wui1

® Sensitivity 983 TMA 10U 71% lungu GCB waz 88% lungu Non-GCB

® Positive predictive value U89 TMA classification Ju 87% Iuﬂzjm GCB wag 73%

lungu Non-GCB

o Snsnssendinlagsindl 5 U vesnau GCB Liu 76% drungy Non-GCB Liu 34%



A15199 5 WaN158ax Immunohistochemical stain, TMA classification, IPI scores wazHana

Overall survival, Event free survival Tuusazlade aauUasannendnsaneds

ﬁm
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U (%) 5-y OS, P 5-y EFS, P
%(95%Cl) %(95%Cl)
CD10
Negative 110(72) 44 (34-53) 0.019 a7(37-57) 0.89
Positive 42(28) 74(60-87) 51(35-68)
Bcl-6
Negative 67(44) 30(18-42) < 0.001 35(22-49) 0.013
Positive 85(56) 69(59-79) 57(46-68)
MUM1
Negative 80(53) 66(55-76) 0.009 62(51-74) 0.003
Positive 71(47) 36(24-48) 31(19-43)
Bcl-2
Negative 76(50) 55(43-66) 0.17 54(42-67) 0.17
Positive 76(50) 50(38-61) 42(30-55)
TMA
GCB 64(42) 76(66-87) < 0.001 63(50-76) 0.007
Non-GCB 88(58) 34(24-45) 36(25-47)
IPI score
0-2 84(66) 68(58-78) < 0.001 65(54-76) < 0.001
3-5 44(34) 31(17-45) 23(9-37)




Overall Survival (%) _p
4 53 32 28 8 B

o
=

2 2 3 g 8

Qverall Survival (%)
5 8 8 3

=]

P<.001

GCB (n=64)

4
"'ﬂ-ﬂlulm-i-J--m Non-GCB (n=88)

0123 4567 8 81011121314151617 181920 21 22 23
Years

- Rl TMA GCB

“"nr'm-t""l cDNA ABC cDMGéB
* TMA non-GCB
AT T TP 1cDNA type 3

L L L i S p S i e e

o J

Years

10111213 1416 1617 1819 20 21 2223
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wHugfidl 3 n9MEnTINsTENTIRlagTIN
(OS curves) uag TMA classification

(A) OS curve 983 GCB waz Non-GCB lag
lgsn1suenatinnin TMA

(B) OS curve ¥94 GCB waz Non-GCB 714
Wnsusnuiianiuy TMA Wisuiunslais
CDNA fianunsuenl@du GCB, Non-GCB
Wy type 3

JUNIONE5919847 1

agalsAnny nauntndlud 2003 Lluis Colomo wazanz® lavausunainy

WNefuladeninadenisneinsallsan@nwilugUie DLBCL elusidiuiu 128 118 lny

ﬁﬂLLUﬂﬁﬂ’Jamu Immunophenotype \Uu Germinal center-CD10+, Germinal center-

CD10-, Post-germinal center (51991 6) WU LAAMULANANAURIERTINTTIBANLTA

(CR,%) Lardns1n1550nTInlAgsIua 5 U (5-yr OS, %) Wanuindvadenisdininae Bel2

a DY I & i =
\Neadesiun1sneInsallsarassthensaungs (m151ei 7)

M99 6 uAAINNTIUNTEAYDS DLBCL My Immunophenotype (fandasanianansénedai @)
Origin cD10 Bcl-6 MUM1 CD138
Germinal center- + + - -
CD10+
Germinal center- - + - -
CD10-
Post-germinal center - +/- + i




21

M1399 7 3NTINIMEINTIA UazdnsIN1ssentinlaesaun 5 U TugUas DLBCL 128 518 anulade

aswensalsa (Aaudasanenansansdan @)

Snuffihedisl | sasnsme | dannissen
Toyaiesne nnlsn | Finlaeswii 5 P
(CR,%) U (5yr
0S, %)
Bcl-2 expression
® Negative( < 25%) 52 62 57 0.03
® Ppositive (> 25%) & 54 34
Differentiation pattern
® GC-CD10+ 24 50 40
® GC-CD10- 30 69 54 Not significant
o pac 60 55 42

TuT .A. 2011 Paul N. Meyer wazaniz®® drauaunaude
Immunohistochemical Methods for Predicting Cell of Origin and Survival in Patients
With Diffuse Large B-Cell Lymphoma Treated With Rituximab FavhmsfnwdIeudiou
evANAENAGDIVBINITIILUN iImmunophenotype Wiaswuufu Gene Expression
Profile (GEP) #il¢a1nn15m57aMe35 microarray analysis manun WHunIvee Choi dna
M3msRTidenndediu GEP mn‘ﬁqmﬁﬂ 87% $998911AD WNUNIHYBY Hans fmuaenna g
86% uaﬂmﬂﬁé’qwudmmugﬁmm Hans ﬁsensitivity 82%, specificity 90%, Positive
predictive value 90%, Negative predictive value 82% uaziinuuans1aues OS way EFS

a o [

lungu GCB wag ABC agnllladAgynisadia 6an15199 8

>



sUA W 9 urugiinsdeuduyludalaau ldlunsinuivas Paul N. Meyer uazag

A Choi
T ABC
BALIMAY
. f ™k cca
%
I
' ADQ
A P GCR - 2y
HEELE ¥ %) S oo
™ e
Hans
CD10 }’GCE MLIP'«'TI":"';.’GEE
T ;"" H
soLe =7 oo
MNon-GCHB
Muris

,,;-""GI‘DUH IGCE]

BCL? Groupt (GCB)
BIE) Tk CDI:J""" —

— ,,-"" [ECE]
mumn
# ““Groupz
(ABC)
Matkunam

LMO2 = 30% —» GCB
LMOZ = 30% —#= ARC

B Choi®
4o GCH
GCETY i
+f - BB
FoxP1
; GCE
h b + g ABC
coto . L
i
D Hans*
},;.- GCE
CD10 GCB
~a Pl
MM
+ ™ Mon-GCB
F MNyman
_.4-"', ABC
MULUIRMA
a :""
FoxP1_
Othar
H Tally
w1, il
GCB ABC Score
COV0 i+ or-1  Mumi |#or-} GCE = ABC
GCET1 [+or-]  FoxPl [+or-) = or
Score (0, 1, 2] Secore [0, 1, 2 BBC = GCE

If GCE Score = ABC Score: LMO2 230% —3 GCE

LMOZ « 30 == AHC

22



M13199 8 uanIHaANSvasUAazuNu)NNlFluN13M323 immunephenotype
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Algorithm EFS (O
and No. Conc Sens Spec PPV NPV Survival HR HR
immune- (%) (%) (%) (%) (%) (%) 95%Cl 95%Cl

phenotype
Choi 25 24
GCB 83 87 85 89 89 85 78 15t0 4.3 13tod4
ABC 86 86
Choi* 23 1.9
GCB 83 87 85 89 89 85 84 1.4to 3.9 1.1to 3.4
ABC 87 81
Hans 25 2.2
GCB 79 86 82 90 90 82 75 15t0 4.3 1.2to 4.0
ABC 90 89
Hans* 23 2.0
GCB 93 87 90 83 85 88 91 1.4to0 3.9 1.1to 45
ABC 78 75
Muris 34 32
GCB 122 7 99 54 69 98 125 20to 5.8 1.8to 5.6
ABC a5 38
Nyman 1.7 1.6
GCB 62 81 67 95 94 73 62 1.0 to 3.0 09to 29
ABC 108 105
Natkunam 22 1.9
GCB 84 74 74 74 76 73 85 1.3t0 3.6 1.1to 3.5
ABC 86 84
Tally 2.5 22
GCB 76 93 86 99 99 87 69 l4toda 12to 4.1
ABC 94 87

NOTE. The hazard ratio of GCB or its equivalent is set to 1 for each algorithm. Of the total number of patients
analyzed, 130 have algorithm data, IPI data, and gene expression profile data determined by microarray

analysis. Of those 130 patients, 122 have data for all algorithms, two patients are missing one algorithm, and

an additional two patients are missing two algorithms.

Abbreviations: IPI, International Prognostic Index; IPT, immunophenotype determined by the algorithm; Conc,
concordance; Sens, sensitivity; Spec, specificity; PPV, positive predictive value; NPV, negative predictive value;

EFS, event-free survival; HR, hazard ratio; OS, overall survival; GCB, germinal center B-cell type; ABC, activated

B-cell type; Choi*, modified Choi algorithm; Hans*, modified Hans algorithm.
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Biological prognostic factor

Bcl-6 1Ju zinc-finger protein Fanulgly germinal center B cell iy
transcriptional repressor Aenfu cell differentiation®” Bel-6 %ﬁmmamaammn%ﬂu
proliferative germinal center cell (GC) uaguansooniovaslu plasma cell F3Tmuwnis
911 GC

Tunefifl Bcl-6 rearrangement aziinsuanaenves Bel-6 wnaaealy vl
GC cell ldanunsadTamuinisludu plasma cell la 39in clonal proliferation 84 large
cell Tu germinal center E]EJNI&JME;@E"?& unanewdu diffuse large B-cell lymphoma ﬁﬂ{fu
{e DLBCL 713 Bcl6+ Faiimswennsallsafiugninnguil Bels-desinsnwives Winter
IN®? aifuayudoyail

Bcl-2 1¥u mitochondrial membrane-bound protein Aftunumlunmstetu
LWARNIYAIINTZUIUNTT apoptosis  Bcl-2 azfinsuanseeninniwilein
t(14;18)(q32,q21) nafewsaduzi5eayligniinanese apoptosis®” ﬁaﬁuﬁﬂaa DLBCL 7i#
Bl-2+ Fefimsnennsallsaiiug fannsAnwnves Lluis Colomo uazamy® fildnaanudy

MUM!1 (multiple myeloma oncogene 1) gene® finthitvinliian
lymphocyte activation LLazmiLﬁQJJ%uqmﬁﬁ‘a‘U@\‘i B cell (terminal B cell differentiation)
wiiilowAn 1(6;14)(p25q32) naviilsh MUML gene gnnsgAwiuanndtung wulw DLBCL

3n activated B-cell (ABQ)

2.6 155091 (Treatment)

DLBCL ¢%umssnwilimenandausndeiniivitn 5198 a.a.1975 Tne Vincent T.
Devita wazaug™® lalauesieaun1ssnwigte DLBCL mewduntngasuau M.O.P.P.
v§o C.-M.O.P.P. (nitrogen mustard (6 mg/m?), vincristine (1-4 me/m? ufl 1 ua 8
Y9930ULATIUIURA, procarbazine (100 mg/m?) 14 fusiasouLaiiinin wazprednisone (40
me/m?) 14 Yuslosouaiithtn wmzseudi 1 way 4 vesn15§nw @uC.-M.O.P.P. 9zl
cyclophosphamide (650 me/mdTudl 1 uaz 8 Wi nitrogen mustard) vdniu dant
#1137 lapnansiadunUneenuildvateans wu CHOP, ProMACE-MOPP, ProMACE-

CytaBOM, MACOP-B, m-BACOD, COP-BLAM ¥ugiu >



25

moulul A.A. 1993 Richard I. Fisher uaganz ™ lalausnisdnwimisadiinilieu
nsldiniivndngns CHOP, m-BACOD, ProMACE-CytaBOM Wag MACOP-B TugUae
Advanced Non-Hodgkin’s Lymphoma wu31 usiazngubiunndafulunisnevausssenis
$hwvia partial wae complete response uenaInt sasnssendinlneusiAainlsail 3
voaffthermuadudosay 44 (419% lungu CHOP waz MACOP-B, 46% Tundu m-BACOD
Way Pro-MACE-CytaBOM; P = 0.35) 8n51n15500T3miaesiud 3 3 ({Judesay 52 (50% Tu
Ny Pro-MACE-CytaBOM wag MACOP-B, 52% lungy m-BACOD, 54% lungy CHOP; P =
0.90) iffanuunnsnsfunsadaluusasngy fausunii 4 uay 5

PATIENTS RELAPSES 3-YEAR
AT RISk OR DEATHS ESTIMATE

100 - — CHOP 225 114 1%
---- m-BACQOD 223 109 46%
e A - — ProMACE-CytaBOM 233 115 46%
o N\ - - MACOP-B 218 119 41%
(0] 804 X
=
£
w 60 —
@
[
B 404
S
o]
c
8 204
&
a
1] T T T T T 1
0 2 4 6

Years after Randomization

a

uwWugffl 4 Time to Treatment Failure wagdnsin1ssendini 3 I Wisunslfiadvingns
CHOP, m-BACOD, ProMACE-CytaBOM iiag MACOP-B



26

PATIENTS 3-YEAR
AT Risk DeaTHS ESTIMATE
100 A — GHOP 225 88 54%
g -~ m-BACOD 223 93 52%
3 - —ProMACE-CytaBOM 233 97 50%
@ 80 - - MACOP-B 218 93 50%
€ ; P=0.90
g
5 807
2 TeoiT
D 40 -
@
<3 i
s
§ 20 -
)
a
0 T T T T T 1
0 2 4 6

Years after Randomization

wnugfl 5 Overall Survival uag 3-year OS Wisunsldiaiiiidagns CHOP, m-BACOD,
ProMACE-CytaBOM uwag MACOP-B

ae13lsAnu fanuwansnsiuvesmatiuAgangulsslugteusasngy nanee
BnTINTELTINIINATINY 1% Tungu CHOP, 3% lunau Pro-MACE-CytaBOM, 5% Tu
Ny m-BACOD uag 6% lungu MACOP-B Lila31dnsnn1sidedinainnssnwuazainisly
Aszasraneildusunsefedinnieiuual nuirlanuwnnansiuegsiiveddamis
ata luwsazngy (P = 0.001) miewnil CHOP linan1ssnwlad laumnssanniaiundnans
A ~ v a v ' ¢ = Ao W ay vu Y ' \ & |
au wazlinatadgsiesndt Janareluansialividanlasuniseeusuag1eunsvatmaus
& & v
YULUUAULN

11 a.6. 2002 Bertrand Coiffier wazamus™ laaRununANuNITIdenIanann Tu
U3 DLBCL 51elval Mdlenglugag 60 s 80 U (GELA study) WSguiiiguseninamsiy
Rituximab-CHOP wag CHOP wu31n15ke Rituximab 91U CHOP THRan1ssnw1NnnInnng
14 CHOP iiigsagnufien Inglifinatnafesfisunss Na1IAe 8n51N1HBUALBINENITSNYIN
complete response %38 unconfirmed complete response Lusasaz 76 lunguillasu
Rituximab $3uffu CHOP wiguiiuSesay 63 Tunguilasu CHOP Wiesegnaified Aeiuegng

=Y 1Y

TydPunI9dds AIn1s19n 9

o
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AN31971 9 UARINANISABUAUBIRBNITINYIRIY CHOP %38 CHOP $uiu Rituximab Tugiae DLBCL
s1¢lmai Aislenglutiag 60 fa 80 U (GELA study)

Response to Treatment with CHOP or CHOP plus Rituximab *

Response CHOP plus Rituximab CHOP
(N=202) (N=197)
No. (%)
Complete response 106 (52) 72 (37)
Unconfirmed complete response 46 (23) 52 (26)
Partial response 15 (7) 11 (6)
Stable disease 2(1) 1(1)
Progressive disease 19 (9) 43 (22)
Death without progression 12 (6) 11 (6)
Could not be assessed + 2(1) 7(4)

* International workshop criteria

rgan1sinwIlenn Tnadianfesainmssnw gUigvenaanissny visedinmsidelvivge

155N INDUNILUSEAUNANISAY

N13ANEIUDY Bertrand Coiffier wazAMy SIuandlALiuI1 N5k Rituximab 21U

CHOP @ unsaufindnsn1ssentinlneusiAaintsa (Event-free survival) kag 9ms1n15509

FAmtaesu (Overall survival) agnedive

1.0

0.84

0.64

0.44

P<0.001
0.2

Probability of Event-free Survival

0.0

o w a [

dAYNEDA AIUNUHT 6 ua

CHOP plus rituximab

T T
0 0.5 1.0

T T T
1.5 2.0 25 3.0

Years after Randomization

NoO. AT Risk

CHOP plus 202 177 137
rituximab

CHOP 197 144 101

unugfifl 6 Event-free Survival v8338 399 518 #ilél CHOP/R-CHOP (n13@nw Bertrand Coiffier)

108 63 19

72 42 17

ee

7
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gn3nssendinlaedsiranlsail 2 U (2-year Event-free survival) Tunguiila
Rituximab $auffu CHOP \Judesaz 57 dunquitlsl CHOP iwsegaien Wuiosas 39

(P<0.001)*

0.84
CHOP plus rituximab

0.6 .-

""""" [ ]

0.4

P=0.007

0.2

Overall Probability of Survival

0.0

T T T T T
Q 0.5 1.0 1.5 2.0 25 3.0
Years after Randomization

NO. AT Risk

CHOP plus 202 187 167 118 64 21
rituximab

CHOP 197 171 136 96 58 16

wwugfifl 7 Overall survival v8s£Ue 399 18 1l CHOP/R-CHOP (Msfnw1 Bertrand Coiffier)

MIINTTOATINATINN 2 U (2-year overall survival) Iuﬂ&juﬁléf Rituximab
Ty CHOP \Jusesaz 70 drunquitlst CHOP eseghaiien Wudosaz 57 (P=0.007) uaz
msN1550nTInlaeTInd 10 U (10-year overall survival) Wuseway 43.5 WeuiuSevay

27.6 (P=0.005)

T 2006 Michael Pfreundschuh wazmmuy“ diausunaude CHOP-like
chemotherapy plus rituximab versus CHOP-like chemotherapy alone in young
patients with good-prognosis diffuse large-B-cell lymphoma: a randomised controlled
trial by the MabThera International Trial (MInT) Group ﬁﬂwﬂuﬂﬂwﬁwm 824 318 ¥4
91g 18-60 U, aalPl < 1, stage II-IV %39 stage | AiffounzSawaivg (bulky) mmfu;sj:u
AUreeonduasingy nauusnlasu CHOP-like chemotherapy 59U rituximab (n=413)
$117u 6 A%e nauiiaeslisy CHOP-like chemotherapy Wfigag1aifie (n=411) $1uau 6
Adauriy LLazQﬂaaﬁﬁﬁamm@Img (Bulky) videiiseslsauansoutiindos (extranodal
sites) axl@isunisaneuassingng sansAnwInuin gUaeiildsu CHOP-like chemotherapy

SIUAU rituximab & 3-year EFS qmtim&juﬁléf CHOP-like chemotherapy Lg49814LA87
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pgslitdAgNIIEDA (79% [95% Cl 75-83] Lieuiyu 59% [54-64]; log-rank p<0-0001)
LLazn&juﬁiﬁ%JU CHOP-like chemotherapy AU rituximab &3 3-year overall survival
ganinegeditedfiny (93% [90-95] Ligufiu 84% [80-88]; log-rank p=0-0001) 31
nsRnuiaguin Nl Rituximab $2uifu CHOP $1uau 6 ade Wumssnwiiisesansnm

TugUae DLBCL nguengtioafiindnude s

! = cs' o Ao o ada a a P ]
Fod Va']ﬁlﬂqiﬁﬂwqcl/\lﬁnEJ'WlW]"i]SWWUWqmiLﬂNUqUWV]MﬂﬁgaWﬁﬂ’]WL‘Viuaﬂ?q R-

45, 46

CHOP wsinadwsneenunfdvlifignsinividalanivszdnsammiionin® *© usnain

a7) &

AM5ANWIVA Christian Recher wazanz®” fvinnisiuSeunfieu dose-intensive rituximab,

doxorubicin, cyclophosphamide, vincristine, bleomycin Kag prednisone (R-ACVBP) AU
standard rituximab, doxorubicin, cyclophosphamide, vincristine tag prednisone (R-
CHOP) nan15@n¥IWU31 §n51n155endinlaeusiannlsadl 3 U (3-year progression-free
survival) 83 R-ACVBP ganin R-CHOP egsfitiadAty (87% [95% CI, 81-91] iigufiu 73%
[66-79]; HR 0-48 [0-30-0-76]; p=0-0015) WaTBMNIIN558ATINLALTIY (overall survival)
999 R-ACVBP figan31 R-CHOP eeafitiudndty (92% [87-95] iieuriu 84% [77-89]; HR
0-44 [0-28-0-81]; p=0-0071) agslsinnu §Uaelungu R-ACVBP d1uau 82 318 (42%) 3

LY

HATAENAINNATIUITANITULSS gendingudila R-CHOP fiinliies 28 518 (15%)
waNaINi nawdla R-ACVBP §4ifin febrile neutropenia geninguila R-CHOP (38% [75

Tu 196] Wiguniu 9% [16 Tu 183]

¥
v A =

waNIINUIENTANE phase 2 trial vaa Wilson WH. wazane® vivlugdiese
lyail DLBCL 27g 18 Tl svevvedsadaus 2 Tuly T85uenaiitadagns DA-EPOCH-R ua
MsAnTsEgIUYeINTRAMNNITING 62 LFioU WU time to progression LU 81%
uay overall survival 1 84% wagduanguansnmides IPl wudn time to progression
289ngH low/low-intermediate v 87%, n&ax high-intermediate v 92% uaENAY high
risk LU 54% wnuuan immunophenotype Wu11 5-years event-free survival ‘UENﬂEjiJ
GCB \lguriu Non-GCB tlu 94% leuiiu 58%, P = 0.008 ag1alsiniu nsld DA-EPOCH-
R Tufthendgu high risk  Sudslifioduinmsgiunisine

fadu Haqtudiedn R-CHOP-21 Fsligaiitadausarsaumsiu 21 Yu Hugnaied

UnUnuesguntdlunissnen DLBCL
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N35ANwIY G. Lenz waganie™” U 2008 Tugde DLBCL Telvsidnuiu 414 518
Fanselasun1sngia GEP Tudwiuil 233 51e 1asun1ssnweieg R-CHOP wudngu GCB-

DLBCL i Overall Survival uag Progression free Survival gen3ingsu ABC-DLBCL agail

a o

WedAg9adia dauwnugin 8

o

. 1.0~ 10—
s . . = Germinal-center B-cell-like
2 0.8 Germinal-center B-cell-like 5 0.8
g © g °
i T3
£3 06 2§ 06
52 35 ;
zn 044 Sa 0.4 Activated B-cell-like
= § Activated B-cell-like 2
BE 02 = 0.2
-g : P<0.001 : P<0.001
o
0.0 T T T T T 0.0 T T T T |
0 1 2 3 4 5 0 1 2 3 4 5
Years Years
No. at Risk
Germinal-center B-cell-like 107 82 61 39 27 15 101 74 56 35 24 14
Activated B-cell-like 93 60 38 23 11 6 920 45 30 17 10 5

Lmugﬁﬁ 8 Kaplan-Meier curve 984 progression-free Wag overall survival Wgnn1i Gene-Expression

oty DLBCL filsi¥unssnuise R-CHOP

Kai Fu wazane®™ yinnsfinulugiae DLBCL s1elvd 243 918 Tnennseazlasy
nsuenilungu GCB e Non-GCB ¢ Immunophenotype M1y Hans criteria Tudnuau
il ffthe 131 510 16Fun1s¥nwndae R-CHOP Bn 112 18 165y CHOP Wlafnwrlunguitls
Rituximab Wu31 ngu GCB # 3-year Overall Survival And1ngy Non-GCB (85% vs 69%; P
= 0.032) ag9lvdAgYNIERA

agdlsfinnu nsAnwves Heidi Nyman wasaniz® TudUae DLBCL s1elvy 194
578 (104 518 MH¥un13$nwndie CHOP d@wdn 90 518 145U R-CHOP) nuin fiszesiian 27
o flhengu GCB i1 OS Findngy Non-GCB iileld3unssnw CHOP (70% iisuiy 47%;
P = 0.012) uiagliumnaeaiuabasun1ssnwiaag R-CHOP (77% Wigunu 76%; P = 0.936)
A fuNsANYIve Ying Huang wazmne®? vinmsfinwdUae DLBCL selmiluuszwme
Juauau 204 598 (107 518 lasun1sinwsie CHOP d@udn 97 saldsu R-CHOP) wuin
FUhengy GCB 31 5-year OS Andngy Non-GCB Wlaléunissnun CHOP (65.0% Litsuify

40.9%; P = 0.011) wrazlaiuanmneiuanlasun1ssnwinag R-CHOP (76.5% Lgunu 61.3%;

P =0.141)
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Rituximab U1 monoclonal chimeric antibody Fausniiusznausie hurmnan
immunoglobulin G1 wag K constant region iy murine variable region tUusneve4
Rituximab Ao B cell antigen CD20 fuanseonuuRaves B cell Unfinazannnindosas 90
209 B cell Mduuwida®

nalnnseengridves Rituximab Tumshanewaduziiwomiindenia B cell Ty
FuN9 3 N3zUINNSAe (Fagunwdl 17 )

® Complement-dependent toxicity (CDC)
® Antibody-dependent cellular cytotoxicity (ADCC)

® |nduction of apoptosis

{ < o : H a
sUn il 10 nalaniseangwnduas Rituximab lumsiaewadueidedaswiosia B cell (nw

210 N Engl J Med 2008;359:613-26.)

Complement-dependent
cytotoxicity
Lysis or phagogytosis

Antibody-de; ent
cellular qhmty
Lysis or phagocytosis

CD20 +Ju transmembrane calcium channel Aiflunumlunisnsedulidinisuuesa

uaNAILIY09 B cell SununNsLanseanves CD20 Aaunszey pre-B cell Wuduly usaz

¥
wa a

lunuluszezignnssduaunaneidu plasma cell udr MmeonnandRtiduded vilisnene
AUredsaunsaasiaweuivenld wilasu anti-B-cell therapy Ui HvaaNanIeNUioNTT

gnnagiiAuiu ¥

Y 9
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unN 3
A5andunisIY

3.1 JULUUNSIY

N15ANEIFBUUY Retrospective and Prospective cohort

3.2 55 U8UATN15IY

® 539103 (Population) kazf18e13 (Sample)
lown fureselnid Alasun1sifiadecdu Diffuse large B-cell lymphoma #11 WHO 2008
criteria alesun1siiaduuasShuilsmenuiagniansadlugiamou Uns1AY w.e. 2552

04 SUNAL W.A. 2557

® LNueinIsARRBNNENABE19U15I1IATINITIFE (Inclusion Criteria)
1) 97821871
2) fuilefifissnasion13n9an 19 Immunohistochemical stain wazidunanTITNIg
NYIFINY1VRILTINYIVIAHIAIN T
3) FUhesnelmi ladedu Diffuse large B-cell lymphoma mina WHO 2008 criteria

$nwAae Doxorubicin-based chemotherapy

® NUIINTIANEBNNGNAIDE1998NANLATINITIAY (Exclusion Criteria)
1) Indolent lymphoma with subsequent transformation into a large-cell
lymphoma
2) HIV associated lymphoma
3) Primary mediastinal B cell lymphoma
4) Primary CNS lymphoma

5) Primary effusion lymphoma
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3.3 YUINA2DE19 (Sample size determination)

N13AIUIUTIUIUYTEBINTABEIS (Dupont, 1990; Schoenfeld and Richter, 1982)

Cit
; L2 —m
n=(Za+2 £
(T In(r)?

p=1-—p;exp (:—ln(.Z) %)

exp (— In(2) %)

In(2) %

pa=1-

m=(C+E)/2
POWER: 90% , @ =0.05
A: accrual time during which subjects are recruited to the study 25 year
F: additional follow-up time after the end of recruitment. 21 years
C: median survival time for GCB group. - 10 years
E: median survival time for Non-GCB group. 22 years
r: ratio of median survival times. r =E/C

m = (C+E)/ 2

vanewe C waz E 10uA1 median survival time vesitnenau GCB uag Non-GCB

INNNSAN®IVBY Christine P. Hans LayAguy

AT IuYsEYINSiegwangula 25 Au wazsIiuATIveyaenlgmedniey

Y Y

ag 20 aglidnuiulssnnadieguiaznguUssia 30 AU


http://www.statsdirect.com/help/content/references/reference_list.htm
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3.4 YunaUluNITAKIUNISIRY

3.5

3.6

1. v8luiuseessITH INAULNTINNTITLSTIUNTIVY AMZUNNEAANT
PNANIAUNINE Y

2. voaugeviIdelulssmeuiagwiansal annivalneg ange1uIenIs
lsanguiagiasnsal

3. Aumsederteiilasunsitadunu ICD-10 1y C38.8 Large cell
lymphoma lugiaifiousnsiag w.a. 2552 fis Suaw .. 2557 1ndeya
YoIIBNUETAUINALAZ YT TYY

4. ATINABUNANNIATIIMNINGBINEv0suAarTIoMIneNfiaaes il
fududeyamsitiaduuazdanguiinssay exclusion criteria oon

5. finsnedeihediliith Inclusion criteria oon

6. mammwm%’iwmsuaai{ﬂamwimﬁé’hé’am CD10, BCL6 war MUM1 limsu
faauvia sgfimademmiaiuidlviasy

7. BuuiluuseiRgiae Wetufinuaziusiudeya

8. nTwivoya

9. ajunan1sIve a1saina wavilauonanMEnIIUNITINY

QUEEP TP FRIRHT

aouiivdoya : unsadew dninnuasauna vedUiendsnisuy
L = £

Aiuwazduiindeya : dandunsideiuwazduiindeyaluwuuduiin (manuan n.)

wazTuTIntayansonatluneuiameslusunsy SPSS version 17

v o a v
423110 tuN15398
1. Wesanmsanwiduwuu Retrospective cohort study 3siiUsemnnsunsdIui

a13aglianunsafamudeyalansuiiu Jeyagdyme

2. qudszanalunsdwmTIiEANnIe immunohistochemistry #51A7g4



35

a, v o/ Y
3.7 ﬂ'ﬁL‘UﬂLNEJ‘UE]%aLLﬁﬂ\?ﬂ’)ﬂu‘Ua\iﬁdU’Jﬂ
Y A o o & Yy & o ' o v = o
GUE]H@‘VILLﬁ@QWQWNﬂJ@QE{J}U??J"UBQﬂLﬂUI’JLU‘UF"I'NﬂJaU VLﬂJiJﬂ'ﬁu'WJE]?{JUaVILLa@NWJWN
v a [ o o o v a 3 Y v v Y 1
vosrthesdameinvin dvmsunisiiteyaluimeiayldsiawnuigUisusiay

579 TUMSARUANAIUNNTITENS DU EUDNAIIUITINITILLAUBLUNINT NS

Han1539e windinudndudewansdayanilusmnuvesiiae sssadldsuaiy

Y

[%
U

Bugananfiheduaednualdnusivinu

3.8 MTIATIEdaya

¥

dayanugulsEyIng
® (ategorical data dnauafuauiviotosay (Frequency, %)
laun e, 01%w, 15aUszaen, Type of DLBCL, ECOG, stage, extranodal
site, IPI score, Immunophenotype, chemotherapy regimen, outcome,

relapsed or progressive disease

® Continuous data ¥auslaglyd Mean(SD) o 21Y

Wisuiiisudayauseying 2 ngu
® (ategorical data 1% Chi-Square #5® Fisher’s exact test

® Continuous data lalA 218 1% Mean estimation (2 independent sample)

18 Unpaired t-test

Survival Analysis
® Survival rate and standard error laun OS, PFS 14 Kaplan-Meier
methods, log-rank test
® Univariate analysis Lﬁa@mmé’mﬁuéiwdwﬁ’;LLﬂiLLazé’mwmiiam%ﬂ%
log-rank test

® Multivariate analysis tiontadeninasio OS waz PFS 14 Cox regression

analysis, Enter method
Statistical significant (two-sided) P < 0.05

14 SPSS version 17.0 Tuns3Asevivaua

Y



4.1 AadneurYaIUszrINTlunsAne

U 4

NAN1598

AUaedlasunsitadesdu DLBCL 939 uns1AN W.e. 2552 69 Ay ..

36

2557 92U 274 918l 119 918 Mnssnsinaainisdaidentaziideyaliiesnananisfing

Toyara luvesUsesnnsnun@nyid LnAg 58 (48.7%) 518 LWANES 61

(51.3%) 318 97epadn 56 (x14) T (91goglutae 18 - 81 ) flhedrlualifllsausyd

o w

1617

dlsauszddminuiniigame Anudulalings (26.1%) J999ABLUIVINY (16%) fid

M15199 10

¥
=1

M13199 10 Yoya

99

NUFIUVBIUTEEINSNUIUANYI

Foyaiiugny 31U (n = 119) Souay
LW
- Y 58 48.7
- N 61 51.3
218 (V) ALaAY = 56,
dnudsavunasgu = 14
TsAUsE9197
Tspiala 5 4.2
lsaausiuladings 31 26.1
TsALUIMIU 19 16.0
15aln 1 0.8

#14 Intemational prognostic index (IPl/age-adjusted IPI) 3 uiugUaelungy

AR (Low risk, Low-intermediate risk) Savar 46.2 InalAssiunguanandesas

(High-intermediate risk, High risk) $98az 53.8% ;:Iﬂwﬁ';uimglﬂuswsﬁ3-4 Y94l3A 3

extranodal site < 1 fWUY kaE serum LDH gendnsediuung fannsnei 11




M13199 11 Yayaneadinvasuszyinsniunfne
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dayamandiin 1 (n = 119) ouaz

AU LDH

- 3¥AU LDH Un# 38 31.9

- 5%fU LDH gandund 81 68.1
Performance Status

- ECOG 0 a7 39.5

- ECOG 1 30 25.2

- ECOG2 22 18.5

- ECOG3 15 12.6

- ECOG 4 5 4.2
syezndlsn (Stage)

- Stage 1 12 10.1

- Stage 2 41 34.5

- Stage 3 29 24.4

- Stage 4 37 31.1
97UIU Extranodal Site

-l 41 34.5

- Extranodal Site < 1 61 51.3

- Extranodal Site > 1 17 14.3
International Prognostic Index (IPI/aa IPI)

- Low risk 23 19.3

- Low-intermediate risk 32 26.9

- High-intermediate risk 35 29.4

- High risk 29 24.4
Chemotherapy regimens

- CHOP 38 31.9

- Rituximab-CHOP 62 52.1

- Others + 19 16

Abbreviations: LDH, lactate dehydrogenase; ECOG, Eastern Cooperative Oncology Group Performance

Status; IPI, International Prognostic Index; aa IPI, age-adjusted International Prognostic Index; CHOP,
Cyclophosphamide Doxorubicin Vincristine Prednisolone

+ Other chemotherapy regimens A4A1AKUIN ¥
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n (%)
Foyaiugiu GCB (n=43) Non-GCB (n=76) p-value
LN 0.246
- Eatd] 24 (55.8) 34 (44.7)
- g 19 (44.2) 42 (55.3)
91y (@); Aiade @nidouuinmsgiu) 53 (15) 58 (13) 0.068
TsaUsza167
1saiila 0(0.0) 5 (6.6) 0.158
lsnauiulaiings 11(25.6) 20 (26.3) 0.930
TsAUIMIU 6 (14.0) 13 (17.1) 0.652
13l 1(2.3) 0(0.0) 0.361
Serum LDH 0.353
- Normal 16 (37.2) 22(28.9)
- High 27 (62.8) 54 (71.1)
Stage 0.076
- 1 1(2.3) 11 (14.5)
- 2 19 (44.2) 22 (28.9)
. 3 12 (27.9) 17 (22.9)
- 4 11 (25.6) 26 (34.2)
Extranodal site 0.741
- lifl Extranodal 13 (30.2) 28 (36.8)
- <=1 23 (53.5) 38 (50.0)
- > 1 7(16.3) 10 (13.2)
ECOG 0.130
- ECOGO 22 (51.2) 25(32.9)
- ECOG1 8(18.6) 22 (28.9)
- ECOG2 9(20.9) 13 (17.1)
- ECOG3 4(9.3) 11 (14.5)
- ECOG4 0(0.0) 5(6.6)
IPI / aalPI 0.256
- Low risk 9 (20.9) 14 (18.4)
- Low-intermediate risk 13 (30.2) 19 (25.0)
- High-intermediate risk 15 (34.9) 20 (26.3)
- High risk 6 (14.0) 23 (30.3)
Chemotherapy regimen 0.658
- Control group 18 (41.9) 35 (46.1)
- Rituximab group 25 (58.1) 41 (53.9)
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Nan158ouv19 immunohistochemistry wusgUaemnu Cell of Origin Wudes
nauRta GCB 43 118 (36%) waz Non-GCB 76 518 (64%) Tundu GCB dulngjasdonfiniia
CD10 uay BCL6 & 24 31 (55.82%) dwilvdo 6 319 (13.95%) doufin CD10 Lilg9nens
WAgd Bn 13 518 (30.23%) Seudnianiy BCL6

foyatiugrulszrnaiUieudfisuszinangy GCB uag Non-GCB nuilalfin
unnsnsffuresisanangy ladazidumea 01y Tsausednd sedu serum LDH swevalsn

37U Extranodal site Performance status International prognostic index hATENIEN

WIUURALASU FaRS19 12

4.2 MIAATIENAMULANAIIVBINITTOATINUTTEZE (Overall Survival) 581inengy

GCB wag Non-GCB (37171 119 518)

¥

 anieTeideya TUieidedin 44 918(37%) Bn 75 918(63%) §uilTiney
AlsEgIUTEEELANIRANINN1TSN Y (median follow up time) 29 Wau WU Adisegu

Y83N1550ATIN (median overall survival) ¥8engu Non-GCB kgnings GCB agnadl

LY

HodAgyyneaa [37 Weou WeuAy not reach, HR =2.23, 95%Cl 1.102-4.523, P = 0.013]

gns1n1sendinlaesaud 3 U (3-year overall survival) vesngu Non-GCB Augnitngu GCB

Y

a1l Aeyneatia [49% Wguiu 74%, P = 0.02, log rank test] WHUAIN 9

1.0+
0.5 GCB (n=43)
S
©
% 0.6 )
a LLN‘L!QfIﬁ 9 Kaplan-Meier survival
E o
0:3 0.4 Non-GCB (n=76) curves Wend overall survival gy
o o
ICWINNGY GCB ey Non-GCB
0.2
Log rank, P = 0.02
0.0
0.00 2000 4000 60.00 80.00
No. AT RISK Survival time (months)
GCB 39 26 15 5

Non-GCB 72 36 17 6
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NAINNITIATIZIAIY Cox multivariate proportional hazards analysis Wu

Hadefifuasie overall survival vaa§Uie DLBCL @@ high serum LDH [Adjusted HR 2.40,

95%Cl 1.043-5.524, P = 0.040], Stage 3-4 [Adjusted HR 2.278, 95%Cl 1.064-4.878, P =

0.034] nslasuaiivne Iaelalasu Rituximab [Adjusted HR 3.208, 95%CI 1.707-6.029,

P < 0.001] uagngs Non-GCB [Adjusted HR 2.081, 95%Cl 1.015-4.266, P = 0.045] A

ANS19% 13

A9199 13 AMNFURUSTZUIe subtype waztadedus Aunisidedinlussesenn

Univariable Model

Multivariable Model

(Non-GCB vs GCB)

Jady Unadjusted HR p-value Adjusted HR p-value
(95% ClI) (95% ClI)
Subtype 2.233 0.026 2.081 0.045

(1.102, 4.523)

(1.015, 4.266)

Age
(> 60 vs < 60)

1.280 0.420
(0.703, 2.328)

(>1 vs <1)

LDH level 3.382 0.003 2.400 0.040
(High vs Normal) (1.504, 7.604) (1.043, 5.524)
Stage 3.341 0.001 2.278 0.034
(Stage 3-4 vs Stage 1-2) (1.681, 6.637) (1.064, 4.878)
Extranodal site 2.763 0.005 1.619 0.228

(1.353, 5.640)

(0.740, 3.546)

ECOG
(ECOG 2-4 vs ECOG 0-1)

2.634 0.001
(1.455, 4.768)

1.710 0.102
(0.898, 3.257)

Chemotherapy regimen

(Control vs Rituximab group)

2.968 0.001
(1.594, 5.526)

3.208 < 0.001
(1.707, 6.029)

Abbreviations: Non-GCB, non-germinal center B-cell-like; GCB, germinal center B-cell-like; LDH, lactate

dehydrogenase; ECOG, Eastern Cooperative Oncology Group
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4.3 NM3AATIENANULANAINYRINITHTINE lneUs1AIINTSARISY (Progression free

survival) 521319ng3 GCB wagNon-GCB (312U 119 518)

i median follow up time 29 1oy wuin AsfseguvesNsiTIneglng
U59@NnL5AISU (median progression free survival) ¥84ngu Non-GCB kein3nngu GCB
pgslitud1AEMISERA [37 Whou sunu not reach, HR =1.992, 95%Cl 1.036-3.833, P =
0.019] é’mwmiﬁ%‘imagjhEJ‘UiﬂmmIsﬂﬁ’]L%Uﬁ 3 U (3-year progression free survival) U84

o w

nax Non-GCB Augninngu GCB sensfitiuddyn1vadia [48% wleuiiu 72%, P = 0.033,
log rank test] LLNuqﬁ‘ﬁ 10

NAINNITIATIZIAY Cox multivariate proportional hazards analysis WU
Jaduiifinasio progression free survival ¥935U38 DLBCL A8 high serum LDH [Adjusted
HR 2.213, 95%CI 1.010-4.850, P = 0.047], Stage 3-4 [Adjusted HR 2.161, 95%Cl 1.045-
4.469, P = 0.038] nslasuaiivntn Taelulasu Rituximab [Adjusted HR 3.197, 95%Cl
1.740-5.874, P < 0.001] wag ECOG 2-4 [Adjusted HR 1.90, 95%Cl 1.022-3.532, P =

0.043] fa9n5197 14

0.5 GCB (n=43)

e ke

0.6

Qd‘
LHUAAN 10 Kaplan-Meier survival

047 Non-GCB (n=76) curves wan4 progression free

survival iguseninengs GCB uag

Progression-Free Survival (%)

0.2

Log rank, P = 0.033 Non-GCB

0.0

0.00 20‘.00 40?00 60?00 BDI.DD
Survival time (months)

No. AT RISK

GCB 39 21 13 5

Non-GCB 72 33 17 6



a2

A19199 14 AMUFUNUS LU subtype wazUadudug Aun1saizuveslsa (Progression)

Univariable Model Multivariable Model
Jadw Unadjusted HR p-value Adjusted HR p-value
(95% ClI) (95% ClI)

Subtype 1.992 0.039 1.782 0.089
(Non-GCB vs GCB) (1.036, 3.833) (0.916, 3.469)
Age 1.259 0.430 - -
(> 60 vs < 60) (0.711, 2.229)
LDH level 3.234 0.003 2.213 0.047
(High vs Normal) (1.509, 6.931) (1.010, 4.850)
Stage 3.238 < 0.001 2.161 0.038
(Stage 3-4 vs Stage 1-2) (1.680, 6.242) (1.045, 4.469)
Extranodal site 2.585 0.006 1.462 0.318
>1wvs <1) (1.311, 5.096) (0.694, 3.082)
ECOG 2.930 < 0.001 1.900 0.043
(ECOG 2-4 vs ECOG 0-1) (1.656, 5.184) (1.022, 3.532)
Chemotherapy regimen 3.122 < 0.001 3.197 < 0.001
(Control vs Rituximab group) (1.714, 5.689) (1.740, 5.874)

Abbreviations: Non-GCB, non-germinal center B-cell-like; GCB, germinal center B-cell-like; LDH, lactate
dehydrogenase; ECOG, Eastern Cooperative Oncology Group Performance Status; IPI, International

Prognostic Index; aa IPl, age-adjusted International Prognostic Index

4.4 N15IATITIAIULANAIIVDINITTBATINIUSTEZ812 (Overall Survival) wazn15a3In
agilagUs1AnlsAITu (Progression free survival) sendnengui 1& Rituximab

waz hile Rituximab (@1u9u 119 578)

MsfnwUsultsunguitldiunssnwse Rituximab Sanfuieiit1tngns
1551 (Rituximab group) wagnguitldianziafiv dagnsnnsguiiissegnaiien
(Control group) Wu31 Control group & median overall survival LLEJ'ﬂ’j'mEj?,J Rituximab
group [36 1o EUAU not reach, HR =2.968, 95%Cl 1.594-5.526, P < 0.001] §»351113
sonTinlaesauit 3 U (3-year overall survival) Y99ngu Control group AugN31 Rituximab
group [37% LUy 72%, P < 0.001, log rank test] Median progression free survival
ﬁuamaju Control group LLEJ'ﬂ’i’mEsz Rituximab group [32 1au ieuiu not reach, HR

o

=1.992, 95%CI 1.036-3.833, P < 0.001] Sn51MsiTineglasusmanlsaiiFuil 3 T
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(3-year progression free survival) ¥8angu Control group AENIINGN Rituximab group

[33% WUy 74%, P < 0.001, log rank test] fausunfidi 11

1.0

Rituximab (n=66) NEID (SEE)

No Rituximab No Rituximab

Overall Survival (%)
Progression-Free Survival (%)

(n=53) (n=53)
0.2 029
Log rank, P < 0.001 A Log rank, P < 0.001 B
0.0 0.0
U.IUU EUI.UD 4U!UD SU!UD EUI.UU 0 IDD 2DIDD 4DIDD SD‘DD EDIDD
i i Survival time (months
No. AT RISK Survival time (months) ( )
Rituximab 62 42 24 10 Rituximab 62 37 25 10
No Rituximab 50 20 7 1 No Rituximab 50 18 6 1

Lmugﬁﬁ 11 Kaplan-Meier survival curves Wens overall survival (A) Lag progression free survival (B)

\Wieusendnangu Rituximab fiu Control

4.5 N15IAIITIINAVDY Rituximab fan1ssendinluszazena (Overall Survival) wazns
H¥9naglagusiaanlsannizu (Progression free survival) lungu GCB wag Non-
GCB

o w

MTARTEViEthengy GCB lF3U Rituximab anfuiesitringnsunnsgiulu
n33nw (Rituximab group) Wuinil OS wag PFS Andnauisuldiaiivitingnsannsgiu
WiBgoE9Re (Control group) [3-yr OS, 85% Liw Uiy 57%, P = 0.032, log rank test;
3-year PFS, 87% wiigufiu 50%, P = 0.003, log rank test] Cox multivariate proportional
hazards analysis wuiladefiinasio OS lungu GCB A N33y Rituximab afuLAsv1Tn
gnINnIgU [Adjusted HR 4.970, 95%Cl 1.192-20.722, P = 0.028] wawillsafl Extranodal
site < 1 fuvs [Adjusted HR 6.711, 95%Cl 1.711-26.325, P = 0.006] druilaseiifinase
PFS Tungu GCB Avldsu Rituximab saufuwniivnUnansuinsgiu [Adjusted HR 5.818,
959%CI 1.532-22.098, P = 0.010] wazillsa?l Extranodal site < 1 suwus [Adjusted HR
3.631, 95%Cl 1.087-12.132, P = 0.036] fausuniifl 12 as1sii 15
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" Rituximab (n=25) "
"M " Rituximab (n=41)
X S X
-~ No Rituximab g
© 0 o] 0.6
2 >
s (n=18) 2
> >
2 04 2 047 No Rituximab
o ©
g 02 g 0.2 (n=35)
Log rank, P = 0.032 A Log rank, P = 0.004 C
0.0+ 0.0
o} ‘UU ZU‘UU 4U!UU SU!UU BU!UU 0 IDD QDIDD 4DIDD EDIDD BDIDD
Survival time (months) Survival time (months)
No. AT RISK
Rituximab 23 18 11 5 Rituximab 39 24 13 5
No Rituximab 16 8 4 No Rituximab 34 12 q 1

Rituximab (n=25)

.-

0.8
Rituximab (n=41)

0.6

No Rituximab

041 (n=18) No Rituximab

Progression-Free Survival (%)
Progression-Free Survival (%)
i

0.29 0.2 (n:35)
Log rank, P = 0.003 B Log rank, P = 0.005 D
0.0 0.0
o ‘UU ZUTUU 4U‘UU SU‘UU SUIUU U.IUU ZUIUU 4U!UU SU!UU BUTUU
No. AT RISK Survival time (months) Survival time (months)
Rituximab 23 16 11 5 Rituximab 39 21 14 5
No Rituximab 16 5 2 No Rituximab 34 13 4 1

LLNuQﬁﬁ 12 Kaplan-Meier survival curves Wéns overall survival (A) WLag progression free survival (B)

sumﬂzjm GCB; overall survival (C) Wag progression free survival (D) ‘Umﬂ&jm Non-GCB

nTATIEVEUIENgd Non-GCB WUl Rituximab group i OS uag PFS @indn
Control group wWunu [3-yr OS, 64% Wguiy 28%, P = 0.004; 3-year PFS, 66% Llgunu
25%, P = 0.005, log rank test] Cox multivariate proportional hazards analysis wutadg
fiflasio OS Tungs Non-GCB #e msléf3u Rituximab safuiafiiidngnsunmsgnu

[Adjusted HR 2.903, 95%Cl 1.434-5.874, P = 0.003], Stage 3-4 [Adjusted HR 2.384,
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95%Cl 1.010-5.626, P = 0.047] uay ECOG 2-4 [Adjusted HR 2.126, 95%Cl 1.031-4.381, P

= 0.041] dwladeniinasio PFS lungu Non-GCB e M3lasu Rituximab $aufuwpiiuidn

gn3Nm9gIU [Adjusted HR 2.553, 95%Cl 1.284-5.077, P = 0.008], Stage 3-4 [Adjusted

HR 2.439, 95%Cl 1.011-5.880, P = 0.047] wag ECOG 2-4 [Adjusted HR 2.118, 95%(Cl

1.031-6.350, P = 0.041] Faunugiif 12 wagms1eil 16

A15197 15 uanedadeniinasie overall wag progression free survival ¥aengsu GCB (43 518)

overall survival

progression free survival

Univariable Model Multivariable Univariable Model Multivariable
Model Model
Uady Unadjusted Adjusted Unadjusted Adjuste
HR P HR P HR P d HR P
(95% CI) (95% Cl) (95% CI) (95% Cl)
Age 0.667 0.612 - - 0.745 0.661 - -
(> 60 vs < 60) (0.140, (0.200,
3.181) 2.771)
LDH level 3.476 0.119 - - 3.811 0.086 - -
(High vs Normal) (0.725, (0.829,
16.664) 17.526)
Stage 2.460 0.197 - - 1.800 0.337 - -
(Stage 3-4 vs (0.627, (0.542,
Stage 1-2) 9.646) 5.983)
Extranodal site 5.343 0.011 6.711 0.006 3.627 0.037 3.631 0.036
>1vs <1) (1.460, (1.711, (1.080, (1.087,
19.560) 26.325) 12.182) 12.132)
ECOG 1.510 0.524 - - 1.770 0.330 - -
(ECOG 2-4 vs (0.426, (0.561,
ECOG 0-1) 5.356) 5.579)
Chemotherapy 4.092 0.047 4.970 0.028 5.823 0.010 5.818 0.010
regimen (1.016, (1.192, (1.529, (1.532,
(Control vs 16.482) 20.722) 22.170) 22.098)
Rituximab group)

Abbreviations: GCB, germinal center B-cell-like; LDH, lactate dehydrogenase; ECOG, Eastern Cooperative Oncology

Group
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A13197 16 uansdadeniinasnia overall uae progression free survival ¥a3ngu Non-GCB (76 518)

overall survival

progression free survival

Univariable Model Multivariable Univariable Model Multivariable
Uavg Model Model
Unadjusted Adjusted Unadjusted Adjuste
HR P HR P HR P d HR P
(95% CI) (95% Cl) (95% Cl) (95% CI)
Age 1.328 0.408 - - 1.316 0.411 - -
(> 60 vs < 60) (0.678, (0.684,
2.603) 2.532)
LDH level 3.173 0.017 2.164 0.124 2.755 0.024 1.785 0.222
(High vs Normal) (1.227, (0.809, (1.145, (0.705,
8.209) 5.787) 6.630) 4.522)
Stage 3.755 0.001 2.384 0.047 4.029 0.001 2.439 0.047
(Stage 3-4 vs (1.693, (1.010, (1.828, (1.011,
Stage 1-2) 8.331) 5.626) 8.881) 5.880)
Extranodal site 2.321 0.063 - - 2.414 0.038 1.322 0.537
(>1vs <1) (0.954, (1.051, (0.545,
5.644) 5.548) 3.209)
ECOG 3.150 0.001 2.126 0.041 3.447 < 2.118 0.041
(ECOG 2-4 vs (1.591, (1.031, (1.764, 0.001 (1.031,
ECOG 0-1) 6.235) 4.381) 6.736) 4.350)
Chemotherapy 2.639 0.006 2.903 0.003 2.530 0.007 2.553 0.008
regimen (1.316, (1.434, (1.287, (1.284,
(Control vs 5.289) 5.874) 4.973) 5.077)
Rituximab group)

Abbreviations: Non-GCB, non-germinal center B-cell-like; LDH, lactate dehydrogenase; ECOG, Eastern Cooperative

Oncology Group

4.6 N15ATITHAMULANA9YBY Overall Survival ua Progression free survival 1u

Rituximab group Li8usE1iNenNgs GCB wag Non-GCB (I1u7U 66 518)

1%

v = 1 . . A o =2 ~
UagaNugIuUTEIInINGH Rituximab group MiaNAny Wsuwenau cell of

origin LyflAMuLANFA1TY (115199 17) NaNITIATIEMEUTENINNGYN GCB kag Non-GCB

WU 3-year OS wag 3-year PFS luunnsnaiu [3-yr OS, 85% Liguiu 64%, P = 0.135, log

rank test; 3-yr PFS 87% Wiguiu 66%, P = 0.074, log rank test] (LLNuQﬁ‘ﬁ 13, 14)
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ngal Rituximab 31uunau Cell of Origin

n (%)
"agaﬁu“'m GCB Non-GCB | p-value
(n=25) (n=41)
LINF 0.706
U 14 (56.0) | 21(51.2)
e 11 (44.0) | 20 (48.8)
01y @); Auade 50 (16) | 57(12) | 0.050
(daulﬁmmummg?u)
Serum LDH 0.314
Normal 11(44.0) | 13(31.7)
High 14 (56.0) | 28 (68.3)
Stage 0.490
1 1(4.0) 6 (14.6)
2 9 (36.0) 13 (31.7)
3 8(32.0) 9 (22.0)
4 7(28.0) 13 (31.7)
Extranodal site 0.669
14ifl Extranodal 6(24.0) | 14 (34.1)
<=1 15(60.0) | 22 (53.7)
> 1 4(16.0) 5(12.2)
ECOG 0.620
ECOGO 13(52.0) | 17 (41.5)
ECOG1 5(20.0) 9 (22.0)
ECOG2 5(20.0) 7(17.1)
ECOG3 2(8.0) 8(19.5)
ECOG4 0(0.0) 0(0.0)
IPI 0.228
Low risk 7(280) | 9(22.0)
Low-intermediate risk | 5(20.0) | 11(26.8)
High-intermediate risk | 10 (40.0) | 9 (22.0)
High risk 3(12.0) | 12(29.3)

Abbreviations: GCB, germinal center B-cell-like;
Non-GCB, non-germinal center B-cell-like;

LDH, lactate dehydrogenase; ECOG, Eastern Cooperative
Oncology Group Performance Status;

IPI, International Prognostic Index;

aa IPl, age-adjusted International Prognostic Index

1.04

GCB (n=25)

Non-GCR (n=41)

Log rank, P = 0.135

T T T T
0.00 2000 40.00 &0.00 50.00

Survival time (months)

No. AT RISK
GCB 23 18 11 5
Non-GCB 39 24 13 6

LLNuQﬁﬁ 14 Kaplan-Meier survival
curves UaAs OS wenAa Cell of Origin Tu

Rituximab group

GCB (n=25)

L

Non-GCB (n=41)

Log rank, P = 0.074

T T T T
0.00 2000 40.00 &0.00 50.00

Survival time (months)

No. AT RISK
GCB 23 16 " 5
Non-GCB 39 21 14 5

Qd‘
WHUANN 13 Kaplan-Meier survival
curves wane PFS uenau Cell of Origin lu

Rituximab group

a7



a8
uni 5
aAUs18 a5UNan133e uazdatauauue

anUsena

DLBCL 18ulsafiflonnts e1n1suans mssiiuvedlsn waznsnoUaueIsons
%’ﬂmﬁL.mﬂ@mﬁ’u‘[,uﬁﬂwwiamu Faumsiiniedietieuennsnennsalvedlse saduds
AAYFDNITINLNUNITINY

nsenuiduntsfnuiBdinszet LU retrospective cohort 3y
prospective TugU3g DLBCL s1glv 7t Hans criteria snlduongaduinvousadifuass
nauAe GCB uaz Non-GCB wudn  fisfsegnunaniinmu 29 ieu Non-GCB i1 median
overall survival time(OS) 37 wiou LeuAyY GCB = not reach [HR=2.23 (95%Cl; 1.10-
4.52), P =0.013] 3-year-OS 984 Non-GCB v 49% sy GCB 74% [P = 0.02, log-
rank test] Fadenpdeafiunan1sinwwed Hans wazagy 7inuin Non-GCB & overall
survival 7ikgnin GCB [5-year OS 34% vs 76%, P < 0.001]

naNUsTINsTianAnwiinarnuengy Non-GCB $esas 64 geninngy GCB
ifl fovaz 36 wiiulsinTiauynueang Non-GCB geniin1sAnwues Hans (Non-GCB
58%, GCB 42%) 1antios og1sl5inu nan1sAnwiiladmeiauaenadasiunisanyives
Hans Wazmne

NNMsAeTgEiuUTSmy 3 4 Jadeiiduiusiunisanasessnsnissentin
Tnes2u lauA high serum LDH [Adjusted HR 2.40, 95%Cl 1.043-5.524, P = 0.040], Stage
3-4 [Adjusted HR 2.278, 95%Cl 1.064-4.878, P = 0.034] n1slasuiaiivndn Inglulasu
Rituximab [Adjusted HR 3.208, 95%Cl 1.707-6.029, P < 0.001] LLazﬂEj:ll Non-GCB
[Adjusted HR 2.081, 95%Cl| 1.015-4.266, P = 0.045]

nMsANNLEmudn 3-year PFS 903ndu Non-GCB filgninngu GCB oened

B AYNI9EdA  [48% vs 72%, P = 0.033, log rank test] N153LAT1ZYNATEY Rituximab
FONITSAYT WU mjuﬁléf Rituximab sauAuladv1Un & 3-year OS wag 3-year PFS finan

ﬂﬁjmﬁlﬁmﬁﬂﬂﬁ@Lﬂmas’wﬁm [3-year OS: 72% vs 37%, P < 0.001; 3-year PFS: 74% vs
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33%, P < 0.001, log rank test] denpdasiuaasmsanwioundnd ndnde  1ull A
2002 Bertrand Coiffier wagang® (GELA study) w3guiieunisly Rituximab-CHOP fiu
CHOP wui1 ShsinsmovauasienIssnuna complete %38 unconfirmed complete
response Iuﬂduﬁlﬁ Rituximab-CHOP #1371 CHOP 1eaae19.087 [76% vs 63%, P =
0.005] Rituximab-CHOP éjﬂaﬂmmm?jm;lda Event-free survival ag Overall survival [2-year
EFS: 57% vs 39%, P < 0.001; 2-year OS: 70% vs 57%, P = 0.007] 8nnsanwn  Tud
2006 Michael Pfreundschuh wagaaiz®™ (MInT study) wui ftheiilsunisinuisie
CHOP $amfi rituximab Al EFS uay OS ganinguills CHOP Wiisseenaifien [3-year EFS:
79% vs 59%, P <0.0001; 3-year OS: 93% vs 84%, P =0.0001]

NMTAATIVHAYBINTTIATU Rituximab saufuiadivrUalunisshwghengy
GCB waw Non-GCB wuh Rituximab anansawfisl OS uaz PFS Taluftherisansngu aghedl
Toddyneadn fansnad 18

A1319#l 18 HAYBS Rituximab Tiida OS waz PFS Tungu GCB uaz Non-GCB

Haaa Rituximab #iiide OS wag PFS Tungu GCB uaz Non-GCB
3-year overall survival 3-year progression free survival
Cell of Rituximab Control P Rituximab Control P
Origin group group log rank group group log rank
test test
GCB 85% 57% P =0.032 87% 50% P =0.003
Non-GCB 64% 28% P =0.004 66% 25% P = 0.005

lewteumu Cell of Origin guiiloudn Non-GCB Adsasiimsnennsallsaiiug
N1 GCB Fshasdulunu 2 msfinwireunthil Ae Tul 2008 ves G. Lenz uazanz®
thifthe DLBCL Telvaishuiu 414 918 yneldfunismsa GEP Tudiuaudl 233 1o 16
N53NwIAe R-CHOP wuinngu GCB-DLBCL 3 OS uag PFS gandingu ABC-DLBCL o814l
WedAtyn19ada n1sfnwisenIved Kai Fu wasane® vinlugUae DLBCL s1elni 243 518
Tnennseazlasuniswendungu GCB 3o Non-GCB 778 Immunophenotype 713 Hans
criteria Tuswauil ftae 131 38 éSunmssnwdae R-CHOP 8n 112 51 1é¥u CHOP 1ile
Angvinguilld Rituximab WUl ngu GCB 31 3-year Overall Survival findngs Non-GCB

[85% vs 69%; P = 0.032]
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agdlsfinnu Tun1sfinwil Wedmszvigesianznguiild Rituximab wuan 1idl
ANULANFINAUNG OS hag PFS 5e13engu GCB wag Non-GCB vitiliilasann iiladnuiu
Uszmnsndnwdesiiuly Wewflsuiures G.lenz uag Kai Fu

ALYIVBINTIVY

Dunsfinssiusudeya WeneinsallsanugainiavessadbugUie DLBCL
AssLINtuUsEINAlney
14 o a o
Fagnnlun1sive

JeginvesnsAnuilae Ussrnsidhundnwdiulvalaunaindiuidu
NMSANWILUY retrospective cohort 919 96% LHasanilvaindnneiiuszesiialNag
o = ¥ L4
insanw Ut

Fuitlovesrthennielasunisnsiamane e lagne Sunmeiie gy
Weaiu uiludiuresdulondesfiniuiinisitluerunadeau immunohistochemistry a2
TUsnsuAsunaaes FelloununsivdauiuneSungnienasmuidn duasulunssiunens
wnngdwau 4 518 Tu 30 578 (2 519 81uine1n GCB 1 W Non-GCB uazdn 2 518 1ulle
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DLBCL Tuuszwnslneaulugidungu Non-GCB Iag Hans criteria 34
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Antracycline-based chemotherapy ansouiiy overall survival waz progression free
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AMANUIN

ANANUIN A.
Case number 11

Case record form (Diffused large B cell lymphoma)

Part | : patient demographic data

1.5ex [1o1 male o2 female SEX
2.Age L1 years AGE
3.Birthday (DD/MM/YY) LIL1/10]/CI0] BIRTH
a.degiaaty ol ngamm [Jo2 sedanin ADDRESS
5. 815n133NW¥" INSURE

Lot Ussuganmioumi  [o2 dhsiwns/sgiamie  L1o3 dseiudenn

Llog Guan [os due
6.97TN OCCUPATION
Lo1 $ustwnns o2 wiinewssiawna  Lloswinauuidn
[loa gsiiadausi [os $udhainly [osinwmsns
Llo7lsiléusznevendn (o8 wifnaulssan o9 vnedayue (110 lainsw
7.15aUszd67 COMORBIT
Lot Tsavhala Loz asiuladings Loziwmanu
Coa Tsela (105 305 [Coe 1aidi
Part Il : Clinical data
8.Diagnosis date (Pathology report) C10,000,000 DIAG
9.Type of DLBCL TYPE
[Jo1 Nodal [Jo2 Primary extranodal site (..o )
10. Serum LDH = ... LDH
11. ECOG ECOG

[Jo1ecoco  [oz2ecoct oz ecocz  [Loga ecocs  [Los EcoGa

12. Stage: o1 stagel (o2 stage2 (o stage3 Clog staged STAGE
13. Extranodal: []01 Extranodal < 1 [J02 Extranodal > 1 []03 None  EXTRA

SPECIfIE SIEE ...



International prognostic index

IPI aa-IPI (age < 60)
] age > 60 -
L] LDH > normal [ LDH > normal
[ EcoG 2-4 [ EcoG 2-4
] stage 3ord ] stage 3ord
[ extranodal > 1 site -

14. Pl score =.........

(o1 Low risk(0,1) (102 Low-Intermediate(2)

[Jo3 High-Intermediate(3) (o4 High risk(d,5)
15. aa-IPI score-=............

o1 Low risk(0) (o2 Low-Intermediate(1)

o3 High-Intermediate(2) [CJoa High risk(3)
16. B symptoms : (o1 No [ 102 ves
17. BM involvement : [101 No (102 Yes [ 103 Unknown
18. Serum albumin < 3.5 ¢/dl [Jo1 No [Jo2 Yes (03 Unknown
19. HIV serology : [Jo1 Negative  [102 Positive  [103 Unknown

Immunohistochemistry  Date of report C10,/00,/00

Patho.No

IHC NegativeO1 Positive02 Not done03

20. CD10

21. BCL-6

22. MUM-1

23. BCL-2

24. c-Myc

25. CyclinD1

26. Ki-67

27.  Immunohistochemistry [ 101 Gc8 [do2 ABC  [03 Un-identify
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1P

AAIPI

BSYM
BM
ALB
HIV

IHC



Baseline CBC

28. Hb..oooovreee. g/dl

29. WBC ..o /ul

30. % Lymphocyte ....cccoovvvinnenee %
31. Platelet .o /ul

32. Chemotherapy regimen :

58

HB
WBC
LYM
PLT
CHEMO

[lo1 cHoP [Jo2 rRcHop  [do3 cvp [loga r-cvP

[Cos epocH Clos r-EPOcH 07 Others Cos No chemotherapy

33. Total course of chemotherapy Clotsix  [lo2 eight

[ 103 others  CYCLE

34. Outcome : [ 101 CR [o2 cru (o3 PR OUTCOME
[Joa sp [os PD [Jo6 Unknown

35. Date of CR  I[1/10C0/C10] CRDATE

36. Relapse/PD  []01 No [Jo2 ves RELAPSE

37. Date of Relapse/PD 11/ REDATE

38. Salvage Rx  []01 No [Jo2 ves SALVAGE

39. Salvage regimen SALREG

[Jo1 ESHAP [Jo2 resHap oz epocH  [oa R-EPOCH

[os Ice (o6 R-ICE [107 Other

40. Post-salvage outcome POSTOC

o1 cr (o2 cru o3 PR

[Joa sp [Jos PD [Joé Unknown

41. Has SCT done  []01 No [Jo2 Yes SCT

42. Date of SCT 100,000,080 SCTDATE

43. Date of last follow up 10,000,000 FUDATE

44. Status at last follow up (o1 Ative (o2 Death STATUS

45. Did the patient loss to followup [1o1 No  [Jo2 Yes LOSSFU
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AANUIN V.

wanagasialvIindug uanan R-CHOP uag CHOP TugUasdruiu 19 518 Lenm1uns

1#5u Rituximab

Control group Rituximab group
gasiniiu1dn 1w (319) gnsiaunln d1uu (319)
FOPCH 6 R-EPOCH anus8 R- 2
CHOP
EPOCH @118 CHOP 2 R-EPOCH 1
EPOCH+High dose 1 R-CHOP @&y R-ESHAP 1

MTX anume CHOP+
High dose MTX

MiNiCHOP+R 1
MiniCHOP 1
MINICHOP+R m1u¢78 1
R-EPOCH

CHOP+R @du ESHAP 1
CHOP @du ESHAP 1
CHOP mu@3e R- 1

EPOCH
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UseiRgieuineniinug

[

UseTadidewineiinug
o WnnEnale 35190 deeimuna
T ey Uina 30 UNIAY 2523

A0NUMLNA  JIWIAUATI VAU

veglUagiu  188/10 weedUAS 3 auuduAs .luiiles o.iles 2.uATIVEN

30000

E-mail : beestmed@gmail.com

Phone : 081-5470193
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