N195n11 Non-Hodgkin lymphoma (NHL)
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« EBV: duusniulem Burkitt's lymphoma, NK/T-cell lymphoma, primary CNS lymphoma
« H. Pylori: &uWusniulsm extranodal marginal zone lymphoma
« HCV: dunusniulsa splenic marginal zone lymphoma
« HTLV-1: dusiusiulsm adult T-cell lymphoma/leukemia
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» Acquired immune deficiency syndrome
» Post-transplant
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1. Indolent NHL aziinnsaidiulsadn uaznevauesnninseni1sine winnsinelalldniliisa
wiga Alanalsanduidudlige axiune™ @agui 1-2) uasillenanaswiluafia aggressive
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* Follicular lymphoma, grade 1-2

* Marginal zone lymphoma

« Small lymphocytic lymphoma
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2. Aggressive NHL aziinnsaiiulaniouazrgunsd o ldinuasldnsdsmings n19inemnlif
ulaaunsdaunannld ™ (s9g2# 1-2) Tesneann indolent NHL wiiailugiinsing) gy

* Large B-cell lymphoma

* Mantle cell lymphoma

« Peripheral (mature) T-cell lymphoma



* NK/T-cell lymphoma
3. Highly-aggressive NHL aziinnsaniiulsaiouazguuss dnaznsvanalianesuazladunas souds
lanszgneng LiasuzISNazAoUANBIABIARINTABEN999A15Y AUBIAIAANIYE tumor lysis syndrome 16 wzi5
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NQNUATHN 2 gULLULAD lymphoma form WAy leukemia form (blast t1laN3AN = 20%) WLNLWTUARINT] 11
» Lymphoblastic lymphoma/leukemia

* Burkitt's lymphoma/leukemia

Extranodal lymphoma

« Extranodal marginal zone lymphoma SwuinszLenm sesinans dam nsvinizeamg

« Diffuse large B-cell lymphoma SnuTiaues seuneyda tauau uaalwseayn laila sewnlsda
N3LINIEag anld dnune navgn

« NK/T-cell lymphoma ﬁﬂwuﬁlﬂgﬂ

« Mycosis fungoides nWURRLMIL
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« Diffuse large B-cell ymphoma 67%
* Mucosa-associated lymphoid tissue lymphoma 7%
* Follicular lymphoma 6%
* Mantle cell lymphoma 4%

* Peripheral T-cell ymphoma, not otherwise specified 3%

* Nasal NK/T-cell lymphoma 3%

N155n11 NHL
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« 1172181593 indolent lymphoma 58z 1-2 AN local control (LC) waz overall survival
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» Highly aggressive lymphoma, HIV-related lymphoma, pediatric NHL azinnsaniiulsaiiauas
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« 1ANIN1TA AzliNd OS

N195N1" indolent follicular lymphoma 'a‘xilz‘?i 1-2

- Me21a53R IFRT 30 Gy atnaia aZld 5-year OS gaiie 80-90% uaz 15-year OS gandn 40%*
" yananniugiantidn involved-field radiation (IFRT) WWiualuiumnsnaann extended-field radiation (EFRT)
wazFNNuFIR e 30.8 Gy Areanalunissnensifaruadnndn 3 gu.”

uA3ean Boston TnaifiaglfFunisanaid@sauiuimiiinge 24% inl 15-year OS gan31 60%"”
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« N5l Rituximab 2gn3LRg9 WUINLAA complete response (CR) seALTNIANA4INT1 60% A9HA T
1-year progression free survival (PFS) 94% 2
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N195n11 indolent follicular lymphoma szeEN 3-4
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GELF wag BNLI widin9ulsedsainisuaz liinissneniilaainisnitu Wuanissnenlusiu 0S lusneann
ANgENSNENFRELAT TR wRaraINITDEinTTazaa nauENSNE e 2-2.6 T
« Rituximab, tAN1N1R, R1e598 Bulinsfneiateannig sanaeiseldl
NCCN -« Symptoms

» Threatened end-organ function

» Cytopenia secondary to lymphoma

» Bulky disease

» Steady progression



GELF <+ B symptoms
* Splenomegaly
* Pleural effusion or peritoneal ascites
« Cytopenia (WBC < 1,000 /mm° or platelet < 100,000 /mma)
 Leukemia (malignant cells > 5,000 /mms)
« Nodal sites 2 3 (each 2 3 cm)
* Bulky disease 27cm
s Rituximab + maintenance Rituximab finadnaifestios uazansnsndnszaziaanisiuliieg
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Lﬁﬁﬂ’]ﬁ@ﬁ’]ﬂ?ﬂﬂ:ﬁwﬁmﬁﬁﬂ R-CVP (Rituximab + Cyclophosphamide + Vincristine +
Prednisolone); R-CHOP (Rituximab + Cyclophosphamide + Hydroxydaunorubicin + Oncovin +
Prednisolone); R-Bendamustine
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11T E1ena3ad IFRT vae EFRT 40 Gy lunadl bulky disease azifis EFS uaz 0S"™

. MenaSiAszazduLiallszAuilsznasannis (2Gyx2 ﬂ%y'\a) Lﬁmmﬂ;ﬁﬂwimﬁﬁmmﬂuq
mmﬁmmmﬂ%%@gﬂﬂm% UWILLALNALTHUGIUAD nsanefdsarduaztanannatnaisuas
93821981289N135N 11 et lafinunIsinEinliiia CR gl 50-60% uaztinszazinaniBuaedisals 1-2
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N195N1N marginal zone lymphoma

 Extranodal marginal zone lymphoma (mucosa-associated lymphoid tissue lymphoma; MALT
lymphoma) dnugada1nislussezi 1-2 Aansainis5nelLAeniL indolent lymphoma %uj InENITane
o al dl o v = = dl o [~ 3)/ o
98 IFRT 30 Gy luszazi 1-2 1119 CR 1nay 100% uay 10-year OS ey 90% uazidalsanauiiudisinay
ldiAaUTnaiiiRNTeseNtwaesdnaAee wiaziiafedatrauvraadanyilansedny (Musentnatadanss
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LTty 23,26

) (9515797 2) yanantunsWiaTitn T fiudiavdsansd il d s laml ™ nadififhieze s
3-4 azfiasnFnEnsae Rituximab saniualtnia 1 R-CVP; R-Chlorambucil; R-Bendamustine

Gastric MALT lymphoma szt 1-2 Anslsinnsinim H. pylori Nau INs1ANNNs NI Feenainide
Tne/laiffesme5odlina CR guita 70-80% uazilelsanduiilugndesifnsineifinindannisanesedite
\ATitinTR Fedanali 10-year OS g4ii4 90% " (59115797 3) yanaNMiu N2ant ARG LE RN
anefedidasenlsnlinauaunssesnginigeflua laisafiud1u CR ua cause-specific survival (CSS)®" dau

n"9e6R total gastrectomy tulaiuuzinWiinuds dutunasuddanuuguainlingin wudinnsundn total



gastrectomy Tdfidszlamilinilandinnsenassd whole abdomen 30 Gy + boost 10 Gy wananiuns Al
11117 CHOP 3 cycles + CVP 4 cycles Wuszlamiiniiandiinisane 59 Tusu EFS way 0S asunaz Al
tniadlunisneusnlu gastric MALT® usinamsedruiudagaain SEER lu gastric MALT szaizil 1 wudn
nmasngilassaanisanaie@azlansaieann NHL Andinisiadtings (HR 0.27) 49w OS laiuansinaii
(HR 0.73)*
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« Nodal marginal zone lymphoma £inugasannisluszesi 3-4 Aa1saun linnsfnenuuLLAeiy
indolent lymphoma gz21z7 3-4 Aa 61 FLIPI 511 813az181334981n19 (wait and watch) daunstl FLIPI §41i79
Ha7n19a7nTsm Wanaun 13 Rituximab %38 Rituximab sasiuARitng e

. . = o o = , o ~
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N199N1#1 small lymphocytic lymphoma #%5a chronic lymphocytic leukemia

AalsaLAeaiuLeR 2 giluuufe lymphoma form uaz leukemia form (B-cell Twiaan > 5,000 /mm°)
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nsatiulsatiuazzei lnaFuaindantiivaecin dulsn dluinadusiias wazgavinaABinanaenn1as

« 1123011 small lymphocytic lymphoma NATULLILLAEIAAL indolent lymphoma %uj

+ N193N1 chronic lymphocytic leukemia WA190WIAMH clinical staging wazan naedgilog wanidy
dilaaengdiasndn 65 T M1l advanced stage (Binet C) waziainisainlsa aaslinisinusae R-FC
(Rituximab + Fludarabine + Cyclophosphamide) usidingilaaiangunndn 65 1 visa { comorbid FN°] AT

n195NEIAQ8 R-Chlorambucil; R-Bendamustine wnis

n195n1 diffuse large B-cell lymphoma (DLBL) sy8zd 1-2
Large B-cell lymphoma wlsznauang
* Follicular lymphoma, grade 3
« DLBL
* Transformed DLBL
* ALK-positive DLBL
* EBV-positive DLBL

* Primary mediastinal (thymic) B-cell lymphoma



* Intravascular large B-cell lymphoma
 T-cell/histiocytic-rich large B-cell lymphoma
- M9 LMANLINLRA R-CHOP 3-4 cycles $auNUa1853& IFRT 30-50 Gy luafnn1sanefadine
ataiAeald CR 80% uay EFS/OS 30-40% alsasnnduniludnt Faduuenteuiannisansfed
nsWndtntniiaianieuaneidnadn CR geiuil 90% uaz EFS/OS guliuile 60-80% uananntiu
nal Rituximab iaBinanaisningsnsaiia PFS uaz 08 T ludlvnjuasdgeeny ™ @emseii 4)
ﬁ\‘iﬁuzgmmﬁﬁ'\ﬁmmmgmiuﬂ%gﬂu A2 R-CHOP
nsenefdiiaRndaaiiinTaezifin PFS uay 08 18 nefinadrafedlildunnduusetndlaan

36-37

91348 SWOG 8736 uaz ECOG 1484 uslanenudae GELA LNH 93-4 Tuggeang wudinnsanasd
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lunsaneSedifiesetnaiiien Usinnddifisduts 40 Gy avasuanlsaligetu uaznisldsanm
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Tunnsanefednaaniitings Usunoused 30-40 Gy eanasasaeisaf CR way 40-50 Gy WeNwase

A (3 3m19797 6)

50813071 PR’
« M9 LANLINRA R-CHOP 6-8 cycles + IFRT sinfiansaunane 59d lusafil bulky disease,

extranodal disease, residual disease &1u5UseslsaNAasaeARLNTABAFRLANLFNUEIRDY 45-55 Gy

N199nEN diffuse large B-cell lymphoma izﬂzﬁ 3-4

- msliafitinia RCHOP 68 cycles + IFRT ilasannlsaguuss wnitihiindeiunumudnlunig
snwn Tnsanunaniia 08 1 Snswmnngrssefitndaiduszos 1y 911Asaa1n SWOG/ECOG i
CHOP Winannainelissainenduan 3 gas uslinadradasdenfign ™ svnidds NHL B2 wudanslsy
CHOP ) 2 &anif (CHOP-14) léinamndn CHOP vn 3 4ilaif lusnu CR, EFS, OS uarnadraneslasingiu
“ ugiislali Rituximab $3K9847N911358 GELA LNH03-68 Widn R-CHOP-14 létalaisingann R-CHOP™
ﬁq‘&uqmmﬁﬁﬁﬂmmmgm‘mﬂmﬂu g R-CHOP

anauAdanuInens fanauaitintnazlfdss el nacdifauauinlugdeuaiefadlusiu Le,

47-49

PFS, 08" (a4m19197 7) wenantiusaiiszTemilunsdl extranodal disease, residual disease

N155N#1 mantle cell lymphoma



\lulsnngu aggressive NHL aziinisanifiulsaiiauazquus LLﬁiLLﬂndﬁmﬁmﬁluﬂuﬂ@ju WWI1EIINg
sl lilsnmenne uazillenialsanauiilugnlfgaduienu indolent NHL fiansmunnnsinenans
Mantle cell lymphoma international prognostic index (MIPI) prail

+ N3t MIPI i dn193ns i indolent lymphoma 3147

« N9t MIPI g9 Tnn9dnmsiae Rituximab fasfiuaiiinga i R-CHOP ia gasaiail
1117afE high-dose Cytarabine 3¢l (R-CHOP/R-DHAP 138 R-HyperCVD/R-MA) udamnaidag Rituximab
maintenance %138 upfront autologous stem cell transplant s;lﬂmij‘ﬁlmmzﬁwmmmn%ﬂu@mﬁm R

Bortezomib (proteasome inhibitor), lbrutinib (BTK inhibitor)

N194n1 Peripheral (mature) T-cell lymphoma
Peripheral (mature) T-cell lymphoma 1srnausas
» Anaplastic large cell lymphoma, ALK+
* Anaplastic large cell lymphoma, ALK-
» Angioimmunoblastic T-cell lymphoma
 Enteropathy-associated T-cell lymphoma
* Peripheral T-cell ymphoma, unspecified
n3¥nETREaY aggressive B-cell lymphoma wil ldld Rituximab wsnzan T-cell ldf cD20 i
adait B-cell atinlafinna CHOP 8 cycles wusinlsiil PFS e 30-40% wintiu Avuuzain s \dqmsiii
muﬂmmqﬁu 111 CHOEP (Cyclophosphamide + Hydroxydaunorubicin + Oncovin + Etoposide +
Prednisone) 98 EPOCH (Etoposide + Prednisolone + Oncovin + Cyclophosphamide +
Hydroxydaunorubicin LAIRINARE upfront stem cell transplant u@ﬂﬂﬁﬂﬁuﬁdﬁmiﬁﬂwﬁmﬁ Alemtuzumab
(anti-CD52), Brentuximab vedotin (anti-CD30), Romidepsin (HDAC inhibitor) fqxlAu induction

4‘ 1 o vl o allal-lil to Y A o
chemotherapy TIWLINN IIRNAN19 NENATU WAEFaITan1seuagwan phase Ill study Tuauam

N195n11 NK/T-cell lymphoma
* Nasal NK/T-cell lymphoma ﬁﬁﬂﬁmzﬁqwmﬂdﬁ peripheral T-cell lymphoma %‘w’] Fatd
= ° A A o y = , >
« AN1INIANLLLALEALATATENSTNLALN WY WAL LL@ZQW?@HI@W@H@WNH?Z@ﬂLL@$
RovladnaiAeazn i CR
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598 (upfront radiation) #4sin4aIN aggressive NHL 8]
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- wulsanduidlugnusnilianldge foiudesensfaddaenFunniaidigangi 50-54 Gy©*
%ﬂ@jﬂﬂd’] aggressive NHL %I‘w]
« pnanuilzpnszangleftazauitenduiiluinlége lunsditwhsesinfaindtninlu
WUIAG Wi VIPD (VP-16 + Ifosfamide + Platinum-based + Dexamethasone), DeVIC (Dexamethasone +
VP-16 + Ifosfamide + Carboplatin), SMILE (Steroid + Methotrexate + Ifosfamide + L-asparaginase +
Etoposide), AspaMetDex (L-asparaginase + Methotrexate + Dexamathasone)
- Upfront radiation 1sznauliéing
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53-54

- nsanefsAnfeniuweitingg VIPD vida DeVIC™ ™ &winlk CR, PFS, OS gq

« Extranasal NK/T-cell lymphoma sinwuian & Ramils doume aziansaisi ldfedszaemunnngn
nasal NK/T-cell lymphoma #aual OS Ainndn uaznisensisday il lamites ludihanguiluddnaziiu
al' @ (55) o o G| a o o 10 | v ¥ a o o d'al .
seagi 1-2 fimu™ nsfneuaniduedtintaudaniudecldgnsniiinialuaungand L-asparaginase

WAz methotrexate Lludauilsznay 1w SMILE 38 AspaMetDex

N95N|N lymphoblastic lymphoma / leukemia
AalsaLAeaiuLes 2 giluuufe lymphoma form uaz leukemia form (blast cells lwlanszan 2 20%)
« Lymphoblastic lymphoma wuaiia T-cell 41nn41 B-cell ANUARIAINNIALE mediastinal
mass WA pleural effusion
« Acute lymphoblastic leukemia Wutiin B-cell 41n1n91 B-cell
ANENEATIAERL Acute lymphoblastic leukemia fatiunnsanessdasiumumnsd]
« Prophylactic cranial irradiation 184210 complete remission

+ Total body irradiation faun1sgnanelanszgn

N199nEN Burkitt's lymphoma / leukemia
AalsAALiLLEN 2 guiuAa lymphoma form waz leukemia form (blast cells Twlanszgn 2 20%)
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WAaaniaalada EBV wulAiinaulugthanglduiuan wu fame HIV nusinagisumiumaiainignang
o 1 N dld a v o ac v
a3ty uwinuTugUaenigRANAulnAf I

nsineuanidunisldeaiiingaluaunngs wu Hyper-CVAD/MA, CODOX-M/IVAC usigjilqeil

Tananduifluinléige Tuszazudsnudnnisld Rituximab faxliAusniadtindnsenans a1annld DFS A



N194n#1 HIV-related lymphoma

panngfisunum dewalii B-cell Andelada EBV 14 allnuzidenidnnuien léur Burkit's
lymphoma, diffuse large B-cell lymphoma, primary effusion lymphoma, plasmablastic lymphoma fnemage
nRthtafecetaien uisulugedldgasieiitninfidudiuty e DA-EPOCH t Rituximab (nsti CD20+
Ay CD4 > 100) $9u7U highly active antiretroviral therapy Waz CNS prophylaxis

u@ﬂmn‘ﬁﬁqwu Primary CNS lymphoma Fnening High-dose methotrexate #9811 high-dose Ara-C

138 ifosfamide v cranial radiation therapy aeinaAeaLy palliative treatment

[ % v <
ﬂ’]‘j‘iﬂﬂ’\ﬂﬂ’)ﬂlﬂﬂ NHL
naaniiiulsainaziia wu extranodal disease Nsnseanelilanay/ladunds uazlanszanlives
Anazny highly aggressive NHL Uaz aggressive NHL £33
* Burkitt's lymphoma: 40%
* Lymphoblastic lymphoma: 30%
« Diffuse large B-cell ymphoma: 20%
* Anaplastic large cell ymphoma: 10%
nsutigeeclsn’ld St. Jude staging system T9p19a7n Ann Arbor staging system Fail
P ~ o
o TN 1: WNAUNU
. gza1Eil 2 1AM completely resected gastrointestinal disease
. 2217 3: W extensive unresectable intra-abdominal disease,
mediastinal / pleural / thymic disease,
paraspinal / epidural disease
P ~ o
e TN 4: LWHNAUNU

fnensealtntawLL acute lymphoblastic leukemia @aunnsane @ ldinetlszAudszaasannis

NN99NEN Primary cutaneous lymphoma
@ K = a a o = a @ X o a & o
nzderaNimaesBnMianiRazinmensallsanndnzidenaw) e ldauiueiamad sinazan
> aa o = o a > 3 o T S by
Agseelsalantzionila uazaziinisniiulsaduwaz linisineituiaes iy indolent lymphoma einiiu
primary cutaneous DLBL fianaziinisaniiiulanguuss lsauzifsiontnmaesisnmiionislsznausae
* B-cell lymphoma

+ Primary cutaneous DLBL, leg type inwigwhzniiu DLBL faws (R-CHOP + IFRT)



* Primary cutaneous follicle center lymphoma
* Primary cutaneous marginal zone lymphoma
» T-cell ymphoma
» Primary cutaneous anaplastic large cell lymphoma

* Mycosis fungoides
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A15199 1: N133nE indolent lymphoma faannsanafedszazduiadszAulszaaeeinig (2 Gy x 2 A%9)

(18) (19) (20) 21)

France Dutch PMH Boston'
Number of patients 48 109 54 127
Indolent follicular lymphoma 67% 90% 52% 66%
Complete response 57% 61% 49% 57%
Partial response 24% 31% 32% 25%
1-year free from local progression 67% - 55% -
2-year free from local progression 56% - 50% 74%

Time to local progression - 25 months 19 months 14 months




AN5199% 2: N1951EY MALT lymphoma $5815#t 1-2 faannsanaiad IFRT 30 Gy

(23)

24)

25)

PMH Japan( Japan(
Number of patients 144 (RT), 23 (RT+Chemo) 22 30
Sites of disease all gastric orbital
Complete response 99% 100% 100%
5-year relapse-free rate 81, 82% 84% 96%
10-year relapse-free rate 74, 76% - -

(thyroid 95%, gastric 92%)
5-year overall survival 94, 95% 91% 100%
10-year overall survival 89, 87% - -

Relapse sites

« distant MALT: 65%

« contralateral MALT: 29%

IFRT = involved-field radiation



A19199 3: NN93NE Gastric MALT lymphoma szaizil 1-2 daanisliensina H. pylori

(30)

Japan( Italy German Switzerland®”
Number of patients 422 60 120 105
Complete response 7% 70% 80% 76%
Relapse 3% 21% 3% 10%
5-year overall survival 99% 95% 90% 92%
10-year overall survival 95% - - 83%




AN9199 4: NN33nEn diffuse large B-cell lymphoma faein3 i Rituximab faniueniaiiiinge

(34) (35)

MInT GELA LNH 98.5
Number of patients 823 399
Stage 1-4 2-4
Age < 60 years, aalPI| 0-1 > 60 years
Arm 1 R-CHOP-like 6¢ R-CHOP 8c
Arm 2 CHOP-like 6c CHOP 8c
Radiation IFRT 30-40 Gy (if X, E) -
Progression-free survival 80, 64% (Sig) 37, 20% (Sig)
Overall survival 90, 80% (Sig) 44, 28% (Sig)
Fatal side effects Similar Similar

aalPl = age-adjusted international prognostic index; ¢ = cycles; CHOP = Cyclophosphamide +
Hydroxydaunorubicin (Adriamycin) + Oncovin (Vincristine) + Prednisolone; R-CHOP = Rituximab +

CHOP; IFRT = involved-field radiation; X = bulky disease; E = extranodal disease



A19199 5: NN33nEA diffuse large B-cell lymphoma a2 1-2 faan1sanafe@anianaanilitingg

(36)

SWOG 8736

37)

ECOG 1484

(38)

GELA LNH 93-4

Number of patients
Arm 1

Radiation dose
Arm 2

Complete response

Progression-free survival

Overall survival

Fatal side effects

401

CHOP 3c + IFRT
40-55 Gy

CHOP 8c
75,73%

77, 64% (Sig)
82, 72% (Sig)
Better (NS)

172 (CR)

CHOP 8c + IFRT
30 Gy

CHOP 8¢

100, 100%

73, 56% (Sig)
82, 71%

Similar

576 (elderly)
CHOP 4c + IFRT
36-44 Gy

CHOP 4c

91, 89%

61, 64%

68, 72%

Similar

CR = complete response; ¢ = cycles; IFRT = involved-field radiation; CHOP = Cyclophosphamide +

Hydroxydaunorubicin (Adriamycin) + Oncovin (Vincristine) + Prednisolone



A19199 6: UTumusad lunisinen diffuse large B-cell lymphoma szaizil 1-2 naviaaaiitingie

Low-dose radiation High-dose radiation
MpAcc™” <3.5cm: 30-40 Gy >3.5cm: 40-50 Gy
ECOG 1484"" CR: 30 Gy PR: 40 Gy
Dutch? CR: 26 Gy PR: 40 Gy
Florida™®” <6 cm and CR: 30 Gy >6 cmor PR:  40-45 Gy

CR = complete response; PR = partial response



AN9197 7: NN33nen diffuse large B-cell lymphoma 28127 3-4 fiaen1sanefa@anianadniisinga

MDACC*” Milan‘*® Mexico*”
Number of patients 59 94 (2 6 cm™PCR) 341 (2 10 cm™P CR)
Arm 1 Chemo + RT Chemo + RT Chemo + RT
Radiation dose 30-50 Gy 30-46 Gy 36-44 Gy
Radiation sites all lesions 26cm 210 cm
Arm 2 Chemo Chemo Chemo
5-year local control 89, 52% (Sig) - -

Time to progression -
5-year progression-free survival 85, 51% (Sig)

5-year overall survival 87,81%

41, 18 mo (Sig)

66, 46% (Sig)

82, 55% (Sig)
87, 66% (Sig)

CR = complete response



