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[lnarHocTnka nMmdom

IledyeHne numdoom



INTnmdbombli

9TO onyxoreBble 3aboneBaHuUs
nmmdongHon TKaHu

(T.e. onyxonu u3 NMMQoLUTOB)

Onyxorb Onyxornb 13 NMMAOLINTOB, T.e. KIETOK KPOBH,
Onyxorb C BO3MOXHbIM Onyxorb, KoTopas «Te4yeT» (HeT
noKanbHbIM Nopa)eHnem MeTacTasnpoBaHusl, a eCTb MHUMNLTPaLNS)
TpebyeT Guoncum Onyxorb, KOTOpas Ha onpeaeneHHoM aTane
B onpeneneHHbIX cuTyauusax | | obsa3aTenbHO nopaxxaeT KOCTHbIA MO3r

TpebyeT nyyeBon Tepanmu

OHKkonorus lemaTonorus

OHKOoremartonorus




[f[emaTonorua — Hayka, nsy4datrowyas
6one3Hun KpoBU

OOLwan rematonorus: OHKoOremarTonorus

® aHeMUuu ® MuenouvgHblie onyxonu

® HapyLweHUsA CUCTeMbI ® nVIMCbOMbI
reMocTasa

® HeOoHKoJiormyeckume
3aboneBaHuA
cene3eHKu,
NIEUKOLUTOB,
aHTUTenoobpa3oBaHuA




INTnmdbombli

bonbliaa cemba onyxonen ¢ MOpgONorm4eCcKkum
cybcTpaTtomMm 13 NMMMOLNUTOB Pas3fNYHOro
nMMyHonornyeckoro tuna (B n T), Haxogawmxca Ha
Pa3NuU4HbIX cTagnax guddoepeHLUnpPOBKA

C NepBUYHbIM MopaxeHnem /\ C nepBunYHbIM Nnopa>xeHnem BHe
KOCTHOIo Mo3ra — KOCTHOIo Mo3ra —

NenKo3bl

remaTocapkombl (MMM OMbI)

B




ITlnmdombi

NTnmdonenkosbl

(nenkemun)
«Jlenkemusi» 310 «6ENOKPOBMNE» —
NOBbILLEHWE JIEUKOLMTOB B
nepudpepmnyeckon KpoBU:

bnacTtoB - oCTpbIN NENKO3

JTnmdounToB — XPOHUYECKNI
nMmaonemnkos

YctaHoBneHue anarHo3a: OAK,
NYHKLUSA KOCTHOro mMo3ra

HepgoctaTo4yHOCTb KOCTHO-
MO3roBOro KpOBETBOPEHUS
(aHemus, TpombouuTONEHNS,
HEUTPONeHNS)

JleyeHune: Bceraa xummnoTtepanus +
Gonbluas conpoBoAUTeNbLHasA Tepanus,
XMMUOUMMYHOTEpanusi, ny4yeBas Tepanus

Jlnmdpombl
«+ TKaHb» BHe KOCTHOro Mmoara

numdoageHonaTus,
cnieHomMeranusa, TkKaHeBas
MUK opraHHasa onyxoJsib

YcTaHoBneHne amarHo3aa:
3KUM3UOHHAaA buoncus

JleveHne:
Xupypruyeckoe yaaneHue
JlyueBas Tepanus
Xumuortepanus
XnMmonmmyHoTtepanus
UmmyHoTepanua



YcTaHoBeHue anarHo3a nmmdgpombl

OueHKa KNMHNYECKUX NposiBNeHnin 6onesHu
N OCYLLIECTBSIEHME 0ObeMA AMArHoOCTUYECKNX obcregoBaHNn
C uenbi0 Ha3BaThb :

—Oone3Hb (HO30M0rM4YecKan Krnaccmpukaums)
—cTaguro (knaccudmkauma AHH Apo6op)
—rpynny pucka HebnaronpusaTHoro nporHo3a (MIMA)



OOLwue KNUHNYEecKne nNposiBneHuns nMmoom

*CUMNTOM «+TKaHb»: HANU4YNSA NMPU3HAKOB
ONyXosieBoro pocrta B NMMAONOHbIX opraHax u
NMMAONAHON TKaHN HENMMJPOMOHbLIX OpraHoB;

*CUMNTOMbI ONMYXOSIEBOW MHTOKCUKALINW:
noxygaHwue, NnoTrMBOCTb, cydodebpunnurer.

*CUMMNTOMbI NopaxeHus I/IMMyHHOI7I CUCTEMDbI.
I/IMMyHO,EI,quI/ILI,VIT, dYTOMMMYHHbIE OCJTIOXKHEHUA,
,El,ereKT NPOTUBOONMYXOJieBOro UMMYHUTETA.



ANropuTM yCTaHOBIEHUA AnarHo3sa
OHKOremaToriormyeckoro saboneBaHus

1. O6wun aHann3 KPoBun

2. brnoxmmmyeckun , UMMyHOMPEPMEHTHbLIN aHanNus3:

- [lokasaTtenun oyHKLMN BHYTPEHHNX OpPraHoB

- Nar, CPb, moueBas kncrnota — MapKkepbl KNETOYHOro LmMTonusa

- MeTtabonutbl apuTponoasa (dpeppntuH, BuTammnH B12, doonmuesas kucnora) B
criydae Hanmyuga aHemMum

3. WccrnenosaHme remornoatnyeckom TkaHm (cybctpara bonesHn) B
LUMTONOrMyeckmx npenapatax (MyHKUMS), rMCToNOrM4YeCcKnX npenaparax
(buoricus)

- Mopdonornyeckne nccnegoBaHna: Mmernorpamma, Mopgonormyecknn
pesynbrata buoncum (nccnegoBaHne Mopdonornn KNETKN U TKaHM)

- MiMmyHonormn4yeckue nccrnenoBaHus: NpoTodHasa untodoroopecueHums,
NMMMYHOIMCTOXUMUA (UccnegoBaHne amdpdepeHUMpOBaHHbLIX aHTUIEHOB)

- LnToreHeTnyeckne mMetogbl: CTaHOapTHas LMTOreHeTnKa (MccnegoBaHme
XPOMOCOM)

- MonekynapHo-6buonornyeckmne metoasbl: MNLP B peansHom Bpemenu, FISH
(nccnegoBaHMe OHKOreHOB, OHKOMPOTEMHOB)

4. MeToabl BU3yanbHOW AnarHoCcTuku Ans onpeaerieHnss oobema onyxonu



Ho3onorn4yeckue Kknaccudukauumm
nmmdopom

— 1974 — Kunbckasa knaccucgpukauma (Espona)

— 1982 — Working Formulation — Pabo4yas
dopmynupoBka (CLLUA)

— 1994 — REAL — knaccudmkauma - Revised European-
American Classification of Lymphoid Neoplasms

— 1999-2001 — BO3 knaccudumkauusa onyxorieun
reMonoaTn4yeckou n nMmcgponaHou TKaHu
(3 pepakuun)

— 2008 - BO3 knaccudukauma onyxoneu
reMonoaTnu4vyeckon n numodongHon TkaHn 4-as
peaakuus



World Health Organization Classification of Tumours
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WHO Classification of Tumours of
|[Haematopoietic and Lymphoid Tissues

Edited by Steven H. Swerdlow, Elias Campo, Nancy Lee Harris, Elaine S. Jaffe,

Stefano A. Pileri, Harald Stein, Jiirgen Thiele, James W. Vardiman

Pathology & Genetics

Tumours of Haematopoietic and
Lymphoid Tissues

Edited by Elaine S. Jaffe, Nancy Lee Harris, Harald Stein, James W. Vardiman
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MpuHuunel BO3 knaccudpmkaumm

— Kcnonb3oBaHWe BCeun cyLlecTByroLEeN MHOpMaLUK,
BKMNo4Yaa KNMHNYECKNE AaHHble, MOpPdonoruto,
NUMMYHOEHOTUN, FreHETUYECKYIO KapTUHY, ON4
onpeneneHnsa 6oresHn — BapuaHTa nMMmdomsl, B
4YaCTHOCTU

— Knaccudumkauus «KOHCEHCYC» UMW «Cornacmue» He
obs3aTenbLHO eguHornacHoe, Ho BoNbLIMHCTBA
9KCMEepPTOB C AMArHOCTUYECKUMU KpUTepmusamm 6onesHu



BO3 knaccudukayms onyxoriem reMono3TU4EeCKOU U
numcgpongHom TKkaHu, 4-aa pegakuumsa (2008 r)
nogpasgensieT Bce Oonyxonu KpoBeTBOPEHUS Ha:

- MUESIoNaHbIe OMyXonu;
- NIMMOMBI;
- COCTOSIHUA, OTHOCSLLUMECS K KaTeropum
«npeapacnosnaraloLmxy, «nNpegonyxoneBbixX» Umn
«PaHHEONYXOreEBbLIX» MNOBPEXAEHNN, TAKMUX KaK
MDUS (MOHOKOHanbHagd rammanaTtus
HeyCTaHOBJIEHHOro 3Ha4YeHus),
MBCL (MOHOKITOHanbHbIN B-KNEeTOYHbIN
nmmgoumTos),
ICUS (ngmonatunyeckasi ULUTOMEHUS
HeyCTaHOBJIEHHOIO 3HaA4YeHUS).



BO3 knaccudukauma numdcdom (2008)
BblaenseT 5 rpynn 3aboneBaHUmM:

O g=

NTnmdpomebl (NMMdonaHbie HOBOOOpPa3oBaHUSA) N3 KIETOK
npeaLecTBeHHNKOB (OCTPbIN NMMJobnacTHbIN
nenkos/nmumdoma B unn T KNeTo4vHble BapuaHThl).
3penble B knetovHble numdombl (MMmdpongHble
HOBOODOpasoBaHus).

3penble T-kneTtovHble MMMd oMbl (MMM ongHble
HOBOOOpa3oBaHuA)

NTumapoma XooaxknHa

[locTTpaHcnnaHTayMoHHble nuMmdoonponudepaTtuBHble
BbonesHu



BO3 (2008) knaccudukaumsa numdom

3pensblie B kneto4Hble
30 BuooB

3penble T KneTo4yHble
20 BuOooB

® [lndpdpysHaa B kpynHokneToyHas
numdcoma - 30%

® donnukynsapHas numdgoma — 20%
® MALT-nMmdoma skcTpoHagasnbHas - 8%

e XJlJl/nnmdoma 13 manblx TIMMPOLNTOB —
7%

® Jlnmdoma 13 KNeTok MaHTUNHOW 30HbI —
6%

® Jlnmdoma bepkntta — 2%

® HopanbHas numdoma 13 KneTok
MapruHanbHom 30Hbl — 2%

® JlumdonnasmoumTapHas numdoma
(makpornobynuHemna BanbgeHcTpema) -1%

® [lepundepunyeckas T kneTo4yHad
nmmdoma — 8%




B-cell Differentiation

Central lymphoid tissue | Peripheral lymphoid tissue
Precursor B-cells Peripheral (mature) B-cells

Bone Interfollicular Follicular Perifollicular
marrow area area area

Long-lived plasma cell

>—
Precursor B-cell neoplasms | Pre-GC neoplasm GC neoplasms Post-GC neoplasms
B lyt:‘ﬂhoblasuc Mantie cell lymphoma Fm oma miﬂ' zone & MALT

SEED | ERETeEs

Fig. 8.02 Diagrammatic representadion of B-call differengation and retationship to major B-call neaplasms. B-cell neoplasme comaspond o slages ol &ml mwrabon. aven though
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T-cell Differentiation

Central lymphoid tissue Peripheral lymphoid tissue
Precursor T-cells Peripheral (mature) T- and NK-cells

,,,,'.', AphabRadlos Peripheral (mature) T-cell and NK-cell lymphomas/ieukaemias

Fig. 8.04 Diagrameatic representation of T-cal differentiation. T-cell necplasms comespond to diferent siages of maturation. Lympheld progenitors enter the frymus where precur-



XapaKTep ornyxosieBoro pocra u

Mopdonorusa

Mopdporniorusa KneTok




MMMyHORnornyeckasa guarHoctuka nmmdgpom

TABLE 2: Immunophenotypic and histochemical
markers of B-cell lymphomas/leukemias

sig cig CD5 CD10|CD20| CD23 CD103 Cyclin D1
Follicular - -
CLL/SLL dim* —(+)
Mantle -

MZL/
MALT

B-PLL
DLBCL*®
HCL -

| BL/BLL + - + +
L + + + - —(+) -

+ = > 90% positive; +(-) = > 50% positive; -(+) = < 50% positive; - = < 10% positive; MZL/MALT = splenic
marginal zone,/mucosa-associated lymphoid tissue; CLL = chronic lymphocytic leukemia; PLL = prolymphocytic
leukemia; HCL = hairy cell leukemia; BL/BLL = Burkitt lymphoma,/Burkitt-like lymphoma; DLECL = diffuse
large B-cell lymphoma; LPL = lymphoplasmacytic lymphoma; slg = surface immunoglobuling clg = cytoplasmic
immunoglobulin, SLL = small lymphocytic leukemia

® = A T-cell variant is present in approximately 20% to 30% of PLL cases.

# = A T-cell histiocyte-rich B-cell lymphoma variant is present in approximately 1% to 3% of DLECL cases.

M= 20% to 25% of cases are CD23+ by flow cytometric immunophenotyping.




OnpepenexHune ctagnn nUMQpOMbI

— el — — | — — —

A — 6e3 cuMmnToMOB
NHTOKCUKaL MK

NG S B — ¢ cumntomamu
stage | stage I stage IlI stage IV NHTOKCUKALW:

noxygaHue, HOYHble
noTbl, Cybdebpunuter

Stage |

Tyrnph node region  two or
wtralyrphatic




MexayHapoaHbIM NPOrHOCTUYECKUN UHOEKC

|
TABLE 6: International Prognostic Index

Parameter Adverse factor C BHeaApeHUuem
Age > B0 years putykcumaba B
Ann Arbor stage Il or IV Tepanuto [ABKKIJ1

Serum LDH level Above normal nauiueHTbl Nnpu
Number of extranodal sites of involvement =2 OTCYTCTBUMU

Performance status = ECOG 2 or equivalent CbaKTOpOB pUCKa

LDH = lactate dehydrogenase; ECOG = Eastern Cooperative Oncology Group MMEeKT BEepPOATHOCTDb
From International non-Hodgkin’s Lymphoma Prognostic Factors Project: N Engl ] Med 329:987-994, 1993, o
4-neTHewM

BbIXKNBaeMOCTHU
O
94%, npu HanNnU4Yum

TABLE 11: Outcome according to International Prognostic Index (IPI) oT 3 A0 5 (baKTOPOB
factors in 365 DLBCL patients treated with — 55%
R-CHOP in British Columbia

Risk No. of IPI % of 4-year 4-year
group factors patients PFS 0S
Very good 0 10% 94% 94%
Good 1,2 45% 80% 79%

Poor 3,4,5 45% 53% 55%




MexayHapoAaHbIN NporHocTnyecknn nHpekc ansa <OJi
FLIPI

0009090909090/
C BHEeOpeHnem

putykcumaba Ha
OCHOBaHWUN
MYNbTUPAKTOPHOro
aHalliM3a BblsdBI1€HA
Hemoglobin level <120 g/L BbICOKa“

Serum LDH level > ULN MPOrHOCTUHECKAaA
Number of nodal sites >4 3HAa4YNMOCTb B-Z-

Low risk: 0-1 factors; intermediate risk: 2-3 factors; high risk: 4-5 factors MUKpoOrnoobynuHa

LDH = lactate dehydrogenase; ULN = upper limit of normal
From Solal-Celigny P, Roy B, Colombat P, et al: Follicular Lymphoma International Prognostic Index. Blood
104:1258-1265, 2004,

TABLE 7: Follicular Lymphoma International
Prognostic Index

Parameter Adverse factor
Age = 60 years

Ann Arbor stage Hor IV

FLIPI 2: B-2-MUKPOrnoOysrivH BKMOYEH KaK NPOrHocTu4eckmm dakrop

3-x netHaa O 1-2 p

OB 91% 69% 0,0001
BbI1 79% 51% 0,0001




Ipyrne nporHoctu4yeckue hakTopbi:

TABLE 1: Correlation of chromosomal abnormalities in NHL with
histology, antigen rearrangement, and oncogene expression

Cytogenetic
abnormality

Histology

Antigen
rearrangement

Oncogene
expression

B-cell lymphoma
t{14,;18)(q32;921)

t11;14)(ql3;32)
t(1;14)(p22:032)
t(11;18)q21;921)

H9;14)(pl3;a32)

Bg24 translocations
t(8;14)(q24;q32)

t(2;8)(pll1-12;024)

t(8;22)q24;q11)
(3;22)(q27;911)

T-cell lymphoma

14g11 abnormalities

inv 14(g11;032)

t{10;14)(g24;911)

Follicular
lymphoma, diffuse
large B-cell
lymphoma

MALT lymphoma
Mantle cell

MALT lymphoma
MALT Iymphoma

Lymphoplasmacytic
lymphoma

Burkitt lymphoma
and variants

Diffuse {large cell,
small cleaved cell)

Variable
Variable

lgH

bel-2

MALT-1
bel-1

bel-10

API-2 on chromosome |
MALT-1on chromosome 18

PAX-5

bel-6 (LAZ-3)

tcl-1
hox-11 (tel-3)




Ipyrne nporHoctu4yeckue hakTopbi:

kenpeccust bel2 oHkorena npu OBKKJT accounmnpoBaHa ¢ HU3KoOM
BbKMBAEMOCTbIO

kenpeccus bcl6 oHkoreHa npu OBKKIJ1 - mapkep knetok
repMUHATUBHOIO LeHTpa — NpeaukTop 6raronpnaTtHOro oTBeTa Ha
Tepanuio CHOP

[BonHaga akcnpeccus bcl2 n c-myc npu B-kneToyHbIX nnmdomax —
MNS10XOM MPOrHOCTUYECKUIN (paKTop

Ki-67 — mapkep KrneTo4Houn nponndepaumm — BbiICOKUM npoueHT Ki-67
NO3UTUBHbBIX KIETOK HebnaronpusaTHei daktop ana OABKKJ1 n JIM3



[lnarHocTnka nMmdom

IleyeHne numaoom



Kak neuuTtb numdcomy?

[leTannsanpoBaHHbIN AMarHo3 NMMM@OMbI C
yCTaHOBNEHNEM:

® NMMYHOJIOrMYECKOro BapmaHTa
(MMMYHOTMCTOXNMUSA),

ectagun 3aboneBanusa (MCKT Bcex 30H,
TpenaHobuoricus obsizatensHa B crny4vae bulk,
uutoneHmn B OAK),

® onpepneneHna Kkonuyectea dpakrtopos pucka (MI1A)

OCHOBaHue Onsa BbiIoOOpa onTMMaribHOU TaKTUKU
re4vyeHus



TepaneBTU4YeCKME BO3IMOXHOCTMH
nevyeHUsa nuUMdom

JleyeHue onpenensieTcsa BapuaHTOM (CyOTUNOM) NMMAOMbI U CTagnen

 Xummnortepanumsa - OCHOBHOU BUA nevyeHus

* JlyyeBasa Tepanus

« Xupypruyeckoe nccevyeHme onyxonwu

 bnonornyeckme areHTbl: MOHOKJSIOHaNbHbIE
aHTUTEena, HTepepoHbLI

 AyTOnoru4yHasi u annoreHHas
TpaHcnnaHTauua CK



OCHOBHbIE PeXUMbl XMMUOTEpPaNnUn

http://www.cancernetwork.com

Regimen Dose Route and frequency

CVP % rituximab
Cyclophosphamide 750-1,000 mg/m? IV on day 1
Vincristine 1.4 mg/m?IV on day 1 (maximum, 2 mg)
Prednisone 100 mg or po on days 1-5

100 mg/m?
Rituximab 375 mg/m? IV on day 1

Repeat treatment every 21 days.

CHOP % rituximab

Cyclophosphamide 750 mg/m* IV on day 1
Doxorubicin 50 mg/m* IV on day 1
Oncovin (vincristine) 1.4 mg/m?IV on day 1 (maximum, 2 mg)
Prednisone 40 mg/m? or po on days 1-5
100 mg/d or
100 mg/m*/d
Rituximakb 375 mg/m* IV on day 1

Repeat treatment every 21 days or every 14 days (with granulocyte colony-stimulating factor).
CMED (T-cell lymphoma)

Cyclophosphamide 2,000 mg/m? IV on day 1

Methotrexate 300 mg/m? IV on day 1 followed at
24 hours by leucovorin
rescue (15 mg IV qéh
for 12 doses)

Etoposide 400 mg/m? IV on days 1 and 2

Dexamethasone 20 mg/m? PO on days 1-5

Each cycle every 14 days for total of 6 cycles (with growth factor support and prophylactic
antibiotic support such as fluconazole, acyclovir, and trimethoprim-sulfamethoxazole.

Cancer
Management:

A .\lnllidmiplinary
Approach

Wbl Yoy o, - B
¥ Bl (vngy

V—

S e
!f“"‘.--'
%A;N.‘ -

— S



OCHOBHbI€ peXUMbl XMUMHOTEepanun

FCR

Fludarabine 25 mg/m? IV on days 1-3

Cyclophosphamide 300 mg/m* IV on days 1-3
Rituximab 375 mg/m? IV onday 1

Repeat treatment every 28 days.

FCM + R

Fludarabine 25 mg/m? IV on days 1-3
Cyclophosphamide 200 mg/m* IV on days 1-3
Mitoxantrone 6 mg/m* IV onday1

Rituximab 375 mg/m* IV on day O

Repeat treatment every 28 days.
R-B

Rituximab 375 mg/m?
Bendamustine 90 mg/m? ondays 1 and 2

Repeat treatment every 28 days.




OCHOBHbIEe PeXUMbl XUMUOTEPAlNnnNn CrnaCeHus

EPOCH*

Etoposide 50 mg/m*/d Continuous 96-h IV infusion on days 1-4
Oncovin (vincristing) 0.4 mg/m</d Continuous 98-h IV infusion on days 1-4
Doxorubicin 10 mg/m*/d Continuous 98-h IV infusion on days 1-4
Cyclophosphamide 750 mg/m? IV on day 5

Prednisone 60 mg po on days 1-5

Repeat treatment every 21 days. Doses of etoposide, doxorubicin, and cyclophosphamide are
adjusted 20% each cycle to achieve an absolute neutrophil count below 0.5 x 109/L.

DHAP®

Platinol (cisplatin) 100 mg/m? Continuous 24-h IV infusion on day 1
Cytarabine 2g/m? 3-h IV infusion q12h for 2 doses on day 2
Dexamethasone 40 mg IV on days 1-4

Repeat treatment every 21-28 days depending on hematologic recovery.

ESHAP®

Etoposide 40 mg/m* 1-h IV infusion on days 1-4

Solu-Medrol (MPS) 250-500 mg 15-min IV infusion on days 1-5

Cytarabine 2 g/m? 20 IV infusion on day 5

Platinol (cisplatin) 25 mg/m* Continuous 96-h IV infusion on days 1-4
(total dose, 100 mg/m¥)

GEMOX*
Gemcitabine 1,000 mg/m? IV on day 1
Oxaliplatin 100 mg/m* IV on day 1

Repeat treatment every 14-21 days depending on hematologic recovery.

ICE*

Ifosfamide 5,000 mg/m? Continuous IV x 24 h on day 2
Mesna 5,000 mg/m* Continuous IV x 24 h on day 2
Carboplatin AUC 5 mg/mL/min IV on day 2

Etoposide 100 mg/m? IV on days 1-3

*  Rituximab
AUC = area under the curve; MPS = methylprednisolone




Buonornyeckue areHTbl: MOHOKJIOHarIbHble aHTUTena

TABLE 10: Monoclonal antibodies for lymphoid malignancies

Antibody

T}rpe

Investigational
status

Antigen
| CD20

Rituximab

Chimeric

FDA approved I

lbriturmomab
Tositumomab
Ofatumumab

Qcrelizumab

Y-90-murine
[-131 murine
Humanized

Humanized

FDA approved
FDA approved
Phase lll planned

Phase 1/

Alemtuzumab

Humanized

FDA approved

Epratuzumab
Galiximab
(IDEC-114)

Lumiliximab
(IDEC-152)

SGN-30
SGN-40

Humanized

Primatized

Primatized

Chimeric

Humanized

Phase LI/
Phase I

Phase |

Phase I

Phase Il




NBKKIJ1 |-l ctagus

Table 2
Randomized Trials Evaluating Consolidation RT in Early-Stage DLBCL

Disease Progression-Free
Study n Characteristics Randomization Survival® Comments

SWOG[15,16] | CHOP x 8 64% More late relapses in arm 2
Il (non-bulky) CHOP x 3 + RT 77% (P=.03)

ECOG[13] | (high-risk) CHOP x 8 56% Only patients in CR randomized

I CHOP x 8 + RT 73%" (P=.05)

GELA 93-4[14] I-11 without risk CHOP x 4 61% Only patients = 60 yrs old
factors CHOP x 4 + RT 64% (P=.6)

GELA 93-1[17] I-11 without risk ACVBP x 3¢ 82% Only patients < 61 yrs old
factors CHOP x 3 + RT 74% (P<.01)

IELSG[18] I-1l gastric DLBCL CHOP® 82% Closed early due to poor
CHOP? + RT 100% (P=.04) accrual

R-CHOP (3-4 uukna), PET — noarBepxpaeHue NP, konconupauusa: JIT - 30
'p Ha 30HY NnopaxeHusa

Radiation Therapy in the Management of Diffuse Large B-Cell Lymphoma: Still Relevant?

Chris R. Kelsey, MD?, Anne W. Beaven, MD?,
Louis F. Diehl, MD3, Leonard R. Prosnitz, MD# | 17 Oekabpb 2010 .



OBKKJ1 xenypka |-l ctapua

Disease-free survival

CHOP +RT
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Logrank P = .0381

Time (years)

Pangomusauua nocne goctmxkeHus MNP (KT n ®IrAcC) nocne 4,6 kypco XT

CHOP Ha 2 koHconuaupyowux kypca XT nnm koHconungupyrowytro J1T B
Aose muHumym 30 Ip

Radiation Therapy in the Management of Diffuse Large B-Cell Lymphoma: Still Relevant?

Chris R. Kelsey, MD?, Anne W. Beaven, MD?,
Louis F. Diehl, MD3, Leonard R. Prosnitz, MD# | 17 Oekabpb 2010 .



OBKKI l1I-1V ctagus

Table 3
Randomized Trials Evaluating Consolidation RT in Advanced DLBCL
Progression-Free
Study n Disease Characteristics Randomization Survival Overall Survival
Aviles[29] Stage IV with bulky disease RT (40-50 Gy) 72% 81%

(>10 cm) achieving CR to Observation 35% (5-yr) 55% (5-yr)
chemotherapy® (P<.01) (P<.01)

Aviles[30] Stage IV with bulky disease RT (40 Gy) 82% 87%
(>10 cm) achieving CR to Observation 55% (5-yr) 66% (5-yr)
chemotherapy® (P<.01) (P<.01)

Ponb koHconuaupywowen JIT npu npoaABUHYTbIX CTaaUAX He AOKa3aHa. Y
oTAesibHbIX MAaUMEeHTOB C 60SbLUMM OO BLEMOM OnyXxonu, oTBeTuBWNX Ha XT
koHconuaupyrowaa XT M.0. npoBeaeHa, pekomeHayemasa aosa 18-20 I'p

JIT ¢ nannuatMBHOM LenbIO Npu pedpakTepHOCTU K ctaHaapTHou XT
acdhdekTuBHa B gose 20-30 I'P

Radiation Therapy in the Management of Diffuse Large B-Cell Lymphoma: Still Relevant?

Chris R. Kelsey, MD?, Anne W. Beaven, MD?,
Louis F. Diehl, MD3, Leonard R. Prosnitz, MD# | 17 Oekabpb 2010 .



INlyyeBasn Tepanua npu ABKKJ1: 6onbwe Bonpocos,
yem otBeToB (Philip J. Bierman)

1. MiInT: 3-x netHsasa BBl n OB nocne 6 ymknos R-CHOP y nauneHToB ¢ IPI —
0, 6e3 bulk-onyxonu coctaBunn 97% n 100% 6e3 koHconuaupytowwen J1T

2. phase lll FLYER study TectnpoBarsio aHanorm4yHbol pesynberaTbl nocrie 4-x
uuknos R-CHOP B cpaBHeHun ¢ 6-t0 R-CHOP ansa nayueHToB “very
favorable” rpynnbi: ABKKIJ1 I-1I, 6e3 bulk (<10 cm)

R-CHOP Ne3 - PET HeratuBHbin — R-CHOPNe1

BBl un OB -97%

1. Pfreundschuh M, Triimper L, Osterborg A, et al. CHOP-like chemotherapy plus rituximab versus CHOP-like
chemotherapy alone in young patients with good-prognosis diffuse large-B-cell ymphoma: a randomised controlled trial
by the MabThera International Trial (MInT) Group. Lancet Oncol. 2006;7:379-91.

2. Sehn LH, Savage KJ, Hoskins P, et al. Limited-stage DLBCL (DLBCL) patients with a negative PET scan following
three cycles of R-CHOP can be effectively treated with abbreviated chemoimmunotherapy alone. Blood.
2007;110:242a (abstr 787).



Clinical Considerations in the Up-Front Treatment of Follicular Lymphoma®

Newly Diagnosed Follicular Lymphoma

Advanced stage (lll and IV)
(80%-90%)

Limited stage (I and Il)
(10%-20%)

Involved field radiation Low tumor burden® High tumor burden®
Asymptomatic Mild or few symptoms Moderate to severe
symptoms

Wait and Rituximab monothera
watch clinical trial
clinical trial

Front-line chemotherapy Maintenance
R-bendamustine rituximab

R-CHOP
R-CVP

Consolidation
RIT®

* This algorithm applies to grades | and |l follicular lymphoma. Grade lll follicular lymphoma is commonly treated as dif-
fuse large B-cell lymphoma.

® According to GELF criteria: single nodal site >7 cm, 3 or more nodal sites >3 cm, B symptoms, splenomegaly, cytope-
nia, leukemia or malignant effusions (Solal-Celigny 1998[1]).

“ Randomized data with advantage with RIT mainly included patients who received chemotherapy without rituximab as
initial induction.

GELF = Groupe d'Etudes des Lymphomes Folliculaires; R-CHOP = rituximab + cyclophosphamide/vincristine/predni-
sone; R-CVP = rituximab + cyclophosphamide/vincristine/prednisone; RIT = radioimmunotherapy.



Table 9 Reported Response Rates in Various Trials in Up-Front Treatment of Follicular Lymphoma

Study Phase N Arm(s) OR (CR)

Marcusi[5] ] CVP 57% (10%)
R-CVP 81% (41%)

Hiddemann[6] I CHOP 90% (17%)
R-CHOP 96% (20%)

Rummel[3] 1l R-CHOP 91% (30%)
B-R 93% (40%)

Hainsworth[7] R 73% (37%)

Hochster[11] CVP 74% (12%)
CVP - R

Czuczman[12] 38 R-CHOP 100% (87%)
Kaminski[13,14] 76 ¥-tositumumab 95% (75%)

OR = overall response; CR = complete response; R = rituximab; C = cyclophosphamide; V = vincristine;
H = doxorubicin; O = vincristine; P = prednisone; B = bendamustine.

STEPHANIE A. GREGORY, BRUCE D. CHESON, MYRON S. CZUCZMAN.
Management of Follicular Lymphoma in the Up-Front and Relapsed Settings /Research To Practice
| 10 Oekabpb 2010 .




Table 13 Select Key Clinical Trials of Approved and Investigational Agents and
Radioimmunotherapy in Relapsed Follicular Lymphoma
Study Phase N Regimen ORR
Vose[19] I 45 ¥1-tositumumab 57%

Witzig[20,21] ] Ibritumomab 80%
tiuxetan vs rituximab

Robinson[22] Bendamustine, 92%
rituximab

McLaughlin[23] Rituximab 48%
monotherapy

Czuczman([24] R-CHOP 100%

Fowler[25] Bortezomib, 86%
bendamustine, rituximab

Dutia[26] 12 Lenalidomide, 74%
rituximab

ORR = overall response rate; R-CHOP = rituximab + cyclophosphamide/doxorubicin/vincristine/prednisone.

STEPHANIE A. GREGORY, BRUCE D. CHESON, MYRON S. CZUCZMAN.
Management of Follicular Lymphoma in the Up-Front and Relapsed Settings /Research To Practice
| 10 Oekabpb 2010 .




Stil NHL 1-2003: Bendamustine/Rituximab (BR)
vs R-CHOP as First-Line Therapy for Advanced
Follicular, Indolent, and Mantle-Cell Lymphomas:
Final Results of a Phase lll Study

R-CHOP
Efficacy 260) (n = 253) P-value

Overall response £ 91.3% -
Complete response X 30.0% 0.0262

Median progression-free A 34.8 mo 0.00012
survival (all)

Median progression-free 46.7 mo 0.0281
survival (FL only) reached

(n =1,450) (n = 1,408)
>Grade lll adverse events (% of cycles) (% of cycles) P-value

Neutropenia 10.7% 46.5% <0.0001
G-CSF administered 4.0% 20.0% <0.0001
All CTC-grade adverse events (n = 260) (n = 253) P-value
Alopecia — 4+ <0.0001
Paresthesias 6.9% 28.9% <0.0001
Stomatitis 6.2% 18.6% <0.0001
Skin (erythema) 16.2% 9.1% 0.0122
Allergic reaction (skin) 15.4% 5.9% 0.0003
Infectious complications 36.9% 50.2% 0.0025

BR = bendamustine/rituximab; FL = follicular lymphoma; G-CSF = granu-
locyte colony-stimulating factor; NHL = non-Hodgkin lymphoma; R-CHOP
= rituximab + cyclophosphamide/doxorubicin/vincristine/prednisone;

StiL. = Study Group of Indolent Lymphomas [Germany]; TC = Common
Toxicity Criteria.

Rummel MJ, Niederle N, Maschmeyer G, et al. Bendamustine plus rituximab is superior in respect of progression free
survival and CR rate when compared to CHOP plus rituximab as first-line treatment of patients with advanced follicular,
indolent, and mantle cell lymphomas: Final results of a randomized Phase Il study of the StiL (Study Group Indolent
Lvmphomas. GermanvVv). Proc ASH. 2009:Abstract 405.




Table 7

Cross-Sectional Case Survey: Newly Diagnosed
Follicular Lymphoma — Proportion of Patients
Receiving Treatment, by Year Initial Therapy Started

2008 2009 2010

(n = 80) (n = 80) (N = 26)
R-CHOP 26% 30% 15%
R-CVP 25% 25% 23%
R monotherapy 16% 1% 8%
Radiation therapy 9% 6% 12%
Bendamustine/rituximab 0% 4% 31%

R-CHOP = rituximab + cyclophosphamide/doxorubicin HCl/vincristine/pred-
nisone; R-CVP = rituximab + cyclophosphamide/vincristine/prednisone;
R = rituximab.

STEPHANIE A. GREGORY, BRUCE D. CHESON, MYRON S. CZUCZMAN.
Management of Follicular Lymphoma in the Up-Front and Relapsed Settings /Research To Practice

| 10 Oekabpb 2010 r.
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