Follicular Lymphoma

Follicular Lymphoma (FL) Jadu the most common subtype ¥4 indolent lymphomas waziJuuzisa
seutmaesfinuvesdususu 2 lulssmemanzunn uinuldteslulszmelng lnga1nnsiusivsndeyaves
Thai Lymphoma Study Group (TLSG) wuUszanadsoas 5 983 malignant lymphomas e

uziSsreutndoswilnd ddnvarniame1dinenfiny follicular center B cells Tnaigadawinmdnie
centrocyte waslwadfisivuavg)fe centroblast S1uInTesadvwAg i ufafvun grade voslsadainadonis
dennssnunfiungausely

Uszaneusouay 90 ve3 FL wulllaslaulaurnun@uuy t(14;18) swuiuiinnuRaunfivestiu BCL2 way IGH WHO
classification 2016 léduunyingesues FL Snnansethaiy pediatric-type (PTFL)'® fifldnwaizs1991n indolent
lymphomas 819 wiasnsoasaanulaludlng e PTFL sinnsaalainy BCL2, BCL6 uag (14;18) WiaznsIany
MAP2K1 wag TNFRSF14 mutation Wy, FL in situ fifidnumzues FL-like B cell asﬂ,u germinal center reactive
lymph nodes Alassdelaifu in-situ follicular neoplasia (ISFN) Faflaifivdngiuiniilaelugedu nsinwiAens
Ansnugeinisegdlngte ! ﬁaumﬁﬂqﬂﬁwﬁﬁmiﬂénﬁqﬁa FL of the gastrointestinal tract (Primary Intestinal FL)
\Ju subtype fifinsnaniddlinm wulduesludldidnlasanizdin duodenum aulddmlngazdinisdniulsauuy
Aoendureslunanifunuuianed ﬂ’mN&J’lﬂﬁmﬁiﬂluﬂduﬁﬁa’hﬁmﬂLLﬁlﬁLé’%’Uﬂ’ﬁ%’ﬂwﬂm 9

FL grade 1-2 maslasunisguasnuisnauumienissneives FL flaznanmely @ FL grade 3 n3$nundans
fianuiudlidenndoaiy wigns 1588 3nlussezenidelinudainuunnasiuseninelUig FL-3A uag FL-3B
Tawiialy fUae FL-3A azuuzaiilvinisfnwimauuamanissnwuuy FL dwugihe FL-38 aglvinnssnuivilousiae
DLBCL

UNUMYBS PET/CT scan Tu FL
1. Diagnosis and workup

PET/CT scan fiaa1uusiugnannnda CT scan Tunisuensunislsa dn1s@nwilungy indolent lymphoma
wuilauligeiedovag 94-98 uagAudnnizsouay 88-100121 wenand Fienagaeuennisiin large-cell
transformation 1¢#6™>'7 Tnagainn standard FDG uptake values (SUVs) Faifuustlevtisenssindulalunisdasi

tissue biopsy tiedudiusely
2. Post-treatment response evaluation

wudn el PET/CT Winaaundasnwn azlianuduiiusiu PFS feuiundtgUlenillinauin 2 uagil
N13ANYILUY retrospective study #a1en13@N®¥I5IUEY PRIMA trial Aigeatiuayuunuinil asduludagdu n1sv

end-of-treatment PET/CT scan fiaiduinasgiulumsasiaiiioUsziliunisnevauasonssnuiuaznisneinsallse

3. Surveillance
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fin1s@nwlaluniild PET/CT scan TunisfasuUreiiiegnisnduidudivedlsa Jadelauuzdlnldiznst

1 routine surveillance

WUINNNITIN
FaAITNIIVABUINUHUNITINY

1. dlosnnlsndfimasidulsafivainuats Snwnlimena fuasuseuiinisnduavesisalvaui¥nway
Tsasuluudatamis uastrsafsenafinmsnnaosvedisalnedslailifunissnu (spontaneous regression)™ ' fijae
vwauenailsafisuuss Smslavesdeuthvdesiiunmeniefivuelng fnsdeunesvesetowdidysuinainlsa
W39N1INANUBIIZAN ¢ (compression)

2. FL WulsauziSedslidndudeslinminuiuiivdaldsunsidedelse Tnalamzgasil asymptomatic uaz
134l adverse prognostic factors aaldflpsmsdaunne1nsingu (watch and wait) wasuzidsrentnndosvilai
gunsaiinisd sunUaswesdwile (histologic transformation) v large cells ﬁﬂﬁmi@f%ﬁu‘lﬁﬂquuwﬁu nu
guRnsallaludesay 10-70 veadue? ™

3. 1135819190 TENOUA 18NS T B AL U1UR (chemotherapy) n1slduaudueafisio CD20 #3032 Y
(immunochemotherapy) n1sae5s@anizd (involved field radiotherapy) LLasquﬂmaLsuaééfuﬁ%ﬁmﬁu’nmﬂmum
w%‘aﬁ]’m&ga‘lu (autologous or allogeneic stem cell transplantation) e19idenl435laianilanseldsudu Fuiuszes
vo4lsa Jadunisnensallsn naglsnTinvesdtnelas I T IveLNndE SNy

a. Yafemanennsallsaiddnifinisinanliludagiuegnaunivans fe Follicular Lymphoma Intemational

Prognostic Index (FLIPI) criteria® @slaunainnisAinwigUaednuau 4,167 au laeiladedsznause

Age >60 year

Ann Arbor stage = 1v

Hemosglobin level <12 g/dl

Serum LDH level > ULN (upper limit of normal)

Number of nodal sites =5

Table 1 Risk group according to FLIPI

Risk group Factors (n) Patients (%) 5-year OS 10-year OS
Low 0-1 36 90.6% 70.7%
Intermediate 2 37 77.8% 50.9%
High 3-5 27 52.5% 35.5%

Y9y finsletadenisnensallsauuudusn wu FLIPI 2 Fad@nwilugUlsdiuiu 832 au ldhandnwiade

o

38 Whow? TnedilladendAgUsznaune
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BZ—microgLobuLin >ULN

Age >60 year
Bone marrow involvement present
Hemoglobin <12 g/dl

Longest diameter of the largest involved node >6 cm

Table 2 Risk group according to FLIPI 2

Risk Group Risk Factors (n) Patients (%) 5-yr PFS 5-Yr OS
Low 0 20 79 % 98 %
Intermediate 1-2 53 51 % 88 %
High 3-5 27 20 % 77 %

wwIansihendionsnidady

dosnnitheusiwiemhmvdensiaiiindmssontinfieruuwibildlisumssnm wasfudlFsunsnwd
913li0 (51’&ﬂy'umﬁwiﬁmi%’ﬂwﬂuﬁﬂamw&mﬁq 0 Fesilsietladesnansieseluiinug GELF (Groupe pour
Etude de Lymphome Folliculaire) criteria®

1§14 wilooenlutisnansiu Yvidnan seumds e1msuin weenauld endeu

2. yunauazswIuveseNthmde Wi iulsa fe vwsvesteulafeunidani 7 au. freudindediiulse
1NN 3 FuvaazuAazi NN 3 Y. videfeuiinislatuognasana

3. 9uaveanulandi 6 91 a1nnelasedne dangdiadendaindula (hypersplenism) #Saiiannisuan

4. in1¥N13UVBIDIIZAN o NFeNnRsAd LU NMsnaLlunnIaviuTeIna uRsNl AR lEIvd1AYy
nsnuansiluteaberulanviiaiiouiiila vievewias (pleural/pericardial effusions, ascites)
o & & o = I~ 1% | & o ' 9 =
5. Ihwnudadenantesadilosininisqnatudnlunsgn W Waiesvideendt 1.0 x 10%/L wavise
nanidentiesndn 100 x 10%/L
6. fwaduziSsegludonunnnd 5 x 10°/L

7. Quenusieanisvesitieesiiar Sunssne

mi%'ms}'lﬁziﬁ'w stage | (non-bulky) %38 stage Il (contiguous)
%’a?ﬁ"ﬂmLflums%’nmﬁﬁﬂwﬁw%mwﬁm%’uQﬂaaﬂfjuﬁ FL 10-yr progressive-free survival (PFS) ag overall

survival (05) whifu¥eway 40-59 uavdeuas 58-86 mudsU™> du 15-yr PFS avaufuszevvedlse (Sevay 66 lu

FL stage I, ¥o8as 26 lu FL stage Il) uaswuafouilvgfigailousnitads $evay 49 drdowdnnin 3 cm, $ovay 29

afeuvIAlngna 3 cm)
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05 LifianuunnansegraditedAysyninanisld extended-field RTiiguAU involved-field RT (IFRT) (Sovay
49 uavdovay 40 mu) warnsanuauTThAsaneuasilifinade PFS way OS ™ Uty wughlvily
involved site radiation (ISRT) au1a 24-30 Gy Liesanlinan1ssnwwifusdiionnisthadestiosnia

#nsAnwIuy multicenter retrospective study Lﬁ@lﬂimumﬁima the International Lymphoma
Radiation Oncology Group $1891uM15WW RT agufied (224 Gy) Tugae FL stage | uag |l fgslaneldunssnun®
vdrnAnanud median follow up 52 AU WU 5-yr freedom-from-progression (FFP) uay OS agj‘ﬁléjaﬁlax 69 way
Jewar 96 muawiu lnelianuunndsegrelitedAyneadnseninegfUle FL stage | uay stage I (74% vs. 49%, p <
0.0001)

d2Un15I systemic therapy (rituximab, chemotherapy %38 chemoimmunotherapy) 3 IFRT il
FFS war PFS pivu udliiiinaste 0527

Tugfhenguil Jsuuzdrlyl ISRT vuna 24-30 Gy (2A) ngdglidnauaues MIslAsUMISNYILUL stage Il vie
v sioly

n33nUng stage | (bulky, Yuiafiau = 7cm) 39 stage Il (non-contiguous)

Anti-CD 20 monoclonal antibody + chemotherapy + ISRT Lﬁuﬂ’li%'ﬂmﬁLLWﬁWﬁ’]M%’U{Jjﬂwﬂ&juﬁl (2A)
9198991nYeyan15Anw large retrospective study §Uae early-stage FL 97u3u 365 318 (bulky disease 13.1%) 7iers
laipglasun1ssnwuneu NUIUMAINISSNEIRIY chemoimmunotherapy %38 combined modality therapy agli
progression-free survival fianinssnedne ISRT alone usogelsimunissnuieansidsil overall survival Tl

LaNAanW®

n3sneUng stage II/IV

ilesannssifiuvedlsavesiiiiae FL stage lI/IV AsslsifionisazAsuinasniuu (indolent course) iile
\Wsuitsusewinanguitasfihians (watch and wait) Taglallimssnufungudildsunissnundausiusn wudiliid
ALuANAN9Tas OS seuragiheaoindu fviu n1sidfnrueinisesidlnddn (observation) dwugteiliid
amsduAnnlsakaziivsinauzsdusisniglinn (low volume tumor burden) Sanadunnsgrulunisguagioe

nauil (1A) wazassulinmssnelledUiedideusdnu GELF criteria®

1. mssnwanauusn (First-line therapy)
I. Chemoimmunotherapy with anti-CD20 monoclonal antibody (Rituximab* or Obinutuzumab*)
a. Bendamustine* + Rituximab (2A) or Obinutuzumab (2B)
b. CHOP + Rituximab (2B) or Obinutuzumab (2B)
c. CVP + Rituximab (2A) or Obinutuzumab (2B)
INTeyan13An Stik NHL1 uag BRIGHT study wuiin1s$nwigUae indolent lymphoma e BR

(Bendamustine + Rituximab) 1% CR way PFS Nkinaeninuseannin R-CHOP warilkatia@eaainnissnuntasnin®®e!
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INN15ANYT GALLIUM trial Tvins$hwgfUaesne Obinutuzumab wW3iguiieufiu Rituximab Tagliisiuiugiaiivndn
WU Obinutuzumab 19 PFS 7ifin371 us OS uae response rate lausnenaiiu®
Il. Lenalidomide* + Rituximab* (2B)
nYayan1sAny) RELEVANCE study wudnssnwgthelaenisli lenalidomide 33y rituximab
wWisuisudumsiinadivntagaunu rituximab Tinan1ssnwldunneneiu
lll. Single-agent Rituximab* (2B)
feaunsfneild Rituximab Wunssnwdduusnlugitas FL 75 low tumor burden $1uau 50 518 WU
Tinan155nwIuU complete molecular response lana 229% LLazszJ'a;ﬁamﬂ phase Il study Qﬂaa FL stage Ill/IV
1wy 37 519 Aliieiuns$nuiunnou T objective response rate (ORR) 72% Tnedl CR 36% Tugfthe FL il low
tumor burden gUe FL 7 low tumor burden Fauugiili rituximab alone (2A)
V. dUregeangnieduisiianinianigliuduss (elderly or infirm)
WS
1. Single-agent Rituximab* (2A) #5©

2. Chlorambucil + Rituximab* (2B) %58

w

Cyclophosphamide + Rituximab* (2B)

V. msfnwdaieadiafiasmeusuassanisinunluszdiu CR wle Pareudenisinsndidunsn (First-line
consolidation or extended dosing: Preferred regimen)
1. Rituximab maintenance* (1A)
2. Obinutuzumab maintenance* (2B)
ndoyan15Any) PRIMA trial wudnnaslii rituximab maintenance nn 2 wewfasefiuduia 2 Y Tugdae
FL fineuauesde first-line chemoimmunotherapy T# PFS aﬂjﬁéjﬂ’mﬁiﬂ@f maintenance therapy®® Lagan
GALLIUM trial wudns3nwgdhe FL ¢ieg obinutuzumab-based chemoimmunotherapy #3638 obinutuzumab

maintenance 19 PFS @in11 rituximab-based chemoimmunotherapy as¢e rituximab maintenance®

2. musnwdwiudiheilsanduiiudvialinausuasianmsdnudiesigasusn (Second-line therapy,
Preferred regimen)
1. Chemoimmunotherapy with anti-CD20 monoclonal antibody
a. Bendamustine* + Rituximab* or Obinutuzumab*
b. CHOP + Rituximab* or Obinutuzumab*
c.  CQVP + Rituximab* or Obinutuzumab*
miﬁf\mmLﬁaﬂqmmﬁﬁﬂ’mlﬂmaiﬁ%’umriau (2A for rituximab-based, 2B for obinutuzumab-based)
NToyanI1sAny GADOLIN trial wuin155nwiEae rituximab-refractory indolent lymphoma #3en15

bendamustine + obinutuzumab (BO) 13 uLileuriu bendamustine monotherapy Wuﬂﬁﬂ’mmﬁ% BO v
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KanssfiRndie PFS waw 05 uinmssnwiliuuzdilufitheiingldsu BR Wunisinwusn esanisesunis
LM opportunistic infection kag secondary malignancy ﬁqq%’uss

2. Lenalidomide* + Rituximab* (2B)

nYoyanisAny) CALGB 50401 study Wuinn1s¥nwgUae recurrent FL Mgen lenalidomide + rituximab
Wiguiieuiumsli lenalidomide agnaifien T objective response rate (ORR) 4091 uag time-to-treatment
failure WIUNI1Y° WALANA1SANYT AUGMENT study WU’hmﬁﬂm%ﬂw previously treated indolent lymphoma
(v MZL) sen19l9 lenalidomide + rituximab W3gULiBUAvU rituximab monotherapy Tinan1snovaues ORR

o w

nniiag PFS uuninegeiltedAg®

3. masnwgiheiilsanduiduduielinausuasianmsinuniiesigasusn gasdu q (Second-line
therapy: Other recommended regimen)

Tnevld mssnvimaniflinanissnuiliunnsneiu Sanasiansanan anamanunTouveagUae M35l
weldsunneu uazimsugguvesi e duddgy

1. Lenalidomide* fasauildlugtn FL filsianunsasunisinwdneg anti-CD20 1 (20)

2. Lenalidomide* + Obinutuzumab* (2C)

3. Single-agent Obinutuzumab* (20)

4. Single-agent Rituximab* (2C)

5. lbritumomab Tiuxetan* (2C)

ails {]R]QW‘EJMSWEJWﬂiaﬁiﬂﬁﬁ’]ﬁiﬁu%’ﬂﬁﬂ relapsed/refractory FL laun Qﬂwﬁﬁmsﬂﬁmﬁu%ﬂmaﬂmﬁ
srpandun 24 ieundsnmaitedelsa flhefilinevaussde first-ine chemoimmunotherapy wisliannsald

event-free survival (EFS) i 12 1iau’

4. masnwihegaengiediasfianminmelinduss fflsanduludvdelinovauasonisinm
A28E1gAUIN (Second-line therapy for elderly or infirm patients)
1. Single-agent Rituximab (Preferred)(2A)
2. Chlorambucil + Rituximab (5B)
3. Cyclophosphamide + Rituximab (5B)

5. msfnwsaifieuiefileneuauasanisinunluszdu CR via PR mevdsanillsanduidudiviolsi
ﬂauauawiamﬁ%’n‘lﬁ’lﬁ’wﬂ'}qmuin (Second-line consolidation or extended dosing: Preferred
regimen)

1. Rituximab maintenance* (1A)
2. Obinutuzumab maintenance* (1B, 1A 91 refractory #® rituximab)
fo3a91nM 5@ phase Il randomized study ¥84 GLSG lugthe FL fineuausssionssnuise second-

line therapy waza1nNn15ANY1 EORTC 20981 TugfUae relapse/refractory FL fineuaussion1sinudie CHOP wie
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R-CHOP induction therapy wu21n1519 rituximab maintenance Tvina PFS AindillotUSeuliisuiu observations'®?
LLazf\nﬂéﬁayjaﬁum GADOLIN trial Wu31n151# obinutuzumab maintenance sLu;Eﬂ’JEJ rituximab-refractory FL filasu

second-line therapy U1 bendamustine + obinutuzumab T¥wa PFS fifniuileSeuifisuiu observation®

6. ms¥nwrellesdsau q lefiunsuaussienisinunlusdu CR vi3e PR mendeanniilsanduidy
dwiselsineuauasdanisinudasengasusn (Second-line consolidation or extended dosing:
Other recommended regimen)
1. High-dose therapy with autologous stem cell rescue (HDT/ASCR)(2A)
2. Allogeneic hematopoietic stem cell transplant (allo-HCT)(2B)
a3ty HDT/ASCR 1Uu consolidation therapy lugfthe FL angtiosndt 60 U fanmsnaniendew filsa
ndufudmansefauazeglussoslsnasudounisugndreisad (second or third remission) HamsAnyImuIWILu
OS uag PFSS gy allo-HCT wiaglinan1sinuniidnds HOT/ASCR ludhunisnduudvedlse uwidsns
Fetinananizunsndeu (transplant-related mortality) Aaudnegee™ ?NmiﬁﬁmmLﬁaﬂ%nmé"m%%ﬁué'ﬂa8171

relapse 18183 HDT/ASCR 918ToeuazanIng19neuian

7. Third-line and subsequent therapy

U93U0u anti CD-19 CAR T-cell therapy L‘flumi%’ﬂmﬁL%mﬁwmmEi'lnqﬂwgﬂ’;&mqimﬁEl,uﬁﬁ%maﬂem
LWL axicabtagene ciloleucel lay tisagenlecleucel

ndeyans@ing ZUMA-5 trial Tugtiae relapse/refractory FL 124 578 fiknuns3nuneesnegatios 2
grsmsinw Weli¥unisinwisne axicabtagene ciloleucel 1uFls ORR 94% (CR 80%) Taedl 1-y PFS uaz 1-y OS
wihiiuSesae 74 uazsewar 93 MU iy dmSUNATILAENTULSY grade 23 fiddey Toun cytokine release
syndrome (CRS) wa¢ neurologic event wuldUszanasesay 6 uarsewar 15 muaau™ dwsudeyas
tisagenlecleucel 910 phase 2 ELARA trail TufU3 R/R FL 97 578 wud1lé ORR 86.2% (CR Fawag 69.1) wanu
HAT9ABITUUTS grade 23 A CRS gefissaway 48.5 ua neurologic event Sagay 37.17!

AbULUT 915840 anti CD-19 CAR T-cell therapy Iu@:ﬂ’mﬁ relapse/refractory Ae HDT-ASCT H1UMSIATU

gualuidavangsiauazdaninsiniensoen Ine refer {heluiunisinuiluanduniidnenmnion (18)
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#5797 & Recommended first-line therapy for follicular lymphoma (grade 1-2)

Regimen

Protocol

ORR (CR)

Survival

Adverse events

Bendamustine +
Obinutuzumab

(ﬂ - 345)50—51

Bendamustine: 90 mg/m? IV, days 1-2
Obinutuzumab: 1000 mg IV, days 1,8,15
of 1%t cycle then on day 1 cycles 2-6

88% (77%)

3-y OS 94%
3-y PFS 80%

Gr 3/4 neutropenia 46%
Gr 3/4 infusion-related

reaction 12%

Bendamustine +
Rituximab

(n = 261)*?

Bendamustine: 90 mg/m? IV, days 1-2
Rituximab: 375 mg/m? IV, days 1

93% (40%)

5-y OS 82%
5-y PFS 70%

Gr 3/4 neutropenia 29%
All Grades erythematous

skin reaction 16%

CHOP + anti-CD20

(n = 195)?

(n=38)%7

Cyclophosphamide: 750 mg/m? IV, day 1
Doxorubicin: 50 mg/m? IV, day 1
Vincristine: 1.4 mg/m? IV, day 1
Prednisolone: 100 mg/day PO, days 1-5
PLUS

Obinutuzumab: 1000 mg IV, days 1,8,15
of 1% cycle then on day 1 cycles 2-6

OR

Rituximab: 375 mg/m? IV, days 1

100% (87%)

3y PFS 68%
3-y OS 95%

Gr 3/4 neutropenia 50%

CVP + anti-CD20

Cyclophosphamide: 750 mg/m? IV, day 1
Vincristine: 1.4 mg/m? IV, day 1
Prednisolone: 100 mg/day PO, days 1-5
PLUS

(n =612 Obinutuzumab: 1000 mg IV, days 1,8,15
of 1% cycle then on day 1 cycles 2-6
OR
(n=162)" Rituximab: 375 mg/m? IV, days 1 81% (41%) 3-y PFS 52% | Gr 3/4 neutropenia 28%
3-y OS 95%
Lenalidomide + Lenalidomide: 20 mg PO, days 2-22 61% (48%) 3-y PFS 77% Gr 3/4 neutropenia 32%
Rituximab Rituximab: 375 me/m2 IV, days 1,8,15,22 3-y OS 94% Gr 3/4 cutaneous

(n = 513)53 7576

of 1% cycle then on day 1 cycle 2-6

reactions 7%

Lenalidomide +

Lenalidomide: 20 mg PO, days 1-21 of 1%

92% (47%)

3-y PFS 82%

Gr 3/4 neutropenia 47%

Obinutuzumab cycle then days 2-22 cycle 2-6 3-y OS 94%
(n = 100)"" Obinutuzumab: 1000 mg IV, days 1,8,15
of 1%t cycle then on day 1 cycles 2-6
Rituximab Rituximab: 375 mg/m2 IV weekly x 4 72% (36%) Median TTP 2 | Gr 3 infusion-related
(n=37p%78 weeks years reaction 4%
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AN57991 5 Recommended first-line consolidation or extended dosing for follicular lymphoma (grade 1-2)

Regimen

Protocol

ORR (CR)

Survival

Adverse events

Rituximab
maintenance

(n = 505)"

Rituximab: 375 mg/m? IV once every 8
weeks x 2 years (start 8 weeks after last

induction treatment)

10-y OS 80%
10-y PFS 51%

Gr 3/4 cytopenia 5.2%
Gr 3/4 infection 4.4%

Obinutuzumab

maintenance

Obinutuzumab: 1000 mg IV once every

8 weeks x 2 years (start 8 weeks after

3-y OS 94%
3-y PFS 80%

Gr 3/4 neutropenia 46%
Gr 3/4 infection 20%

[not exceed 1,184 MBq (32 mCi)]

(n = 345)>2 last induction treatment) Gr 3/4 infusion-related
reaction 12%

Ibritumomab Rituximab: 250 mg/m? IV, days -7,0 81% (59%) 8-y OS 84% 5-y Second malignancies

tiuxetan OY-ibritumomab tiuxetan: 14.8 MBg/kg 12.6%

(n=207)° (0.4 mCi/kg) IV single infusion, day 0 Annualized rate of MDS/

AML 0.5%

AN57971 6 Recommended second-line therapy for follicular lymphoma (grade 1-2)

Regimen Protocol ORR (CR) Survival Adverse events
Bendamustine + Bendamustine: 90 mg/m? IV, days 1-2 69% (11%) median PFS Gr 3/4 neutropenia 33%
Obinutuzumab Obinutuzumab: 1000 mg IV, days 1,8,15 34 months Gr 3/4 infusion-related
(n = 194)%8 of 1% cycle then on day 1 cycles 2-6 reaction 11%
Lenalidomide + Lenalidomide: 15 mg/day PO on cycle 1, | 76% (39%) 2-y TTP 52% | Gr 3/4 neutropenia 20%
Rituximab then escalate to 20 mg/day on cycle 2, Gr 3/4 thrombosis 4%
(n = 46)°-0 then escalate to 25 mg/day on cycle 3-

12 (days 1-21 for each 28-day cycle)

PLUS

Rituximab: 375 mg/m? IV, days 8,15,22,29
Lenalidomide Lenalidomide: 15 mg/day PO on cycle 1, | 53% (20%) 2-y TTP 27% | Gr 3/4 neutropenia 16%
(n = 45)° then escalate to 20 mg/day on cycle 2, Gr 3/4 thrombosis 16%

then escalate to 25 mg/day on cycle 3-

12 (days 1-21 for each 28-day cycle)
Ibritumomab Rituximab: 250 mg/m2 IV, days 1,8 80% (30%) Median TTP Gr 3/4 neutropenia 57%
tiuxetan Mn ibritumomab tiuxetan (5 mCi of 15 months
(n = 73)81-82 M, 1.6 mg of ibritumomab tiuxetan) IV,

day 1

Y-jbritumomab tiuxetan: 0.4 mCi/kg IV,

day 8 (not exceed 32 mCi)
Lenalidomide + Lenalidomide: 20 mg PO, days 1-21 of 1t | 80% (27%) 2-yr PFS 65% | Gr 3/4 neutropenia 44%
Obinutuzumab cycle then days 2-22 cycle 2-6 2-yr OS 87%
(n = 86) Obinutuzumab: 1000 mg IV, days 1,8,15

of 1%t cycle then on day 1 cycles 2-6
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Rituximab Rituximab: 375 mg/m2 IV weekly x 4 48% (6%) Median TTP Gr 3/4 cytopenia 4%
(n = 166)* weeks 9 months
EZH2 inhibitor: Tazemetostat: 800 mg PO twice per day, | 69% (13%) Median PFS Gr 3/4 cytopenia 8%
Tazemetostat Days 1-28 (28-day cycle) until disease for EZH2mut 14 months
(n =99y progression or up to 2 years 35% (4%) for EZH2mut
for EZH2WT Median PFS
11 months
for EZH2WT

#5797 7 Recommended second-line consolidation or extended dsoing for follicular lymphoma (grade 1-2)

Regimen

Protocol

ORR (CR)

Survival

Adverse events

Rituximab
maintenance

(n = 167)?

Rituximab: 375 mg/m2 IV once every 12

weeks x 2 years

5-y OS 74%
Median PFS 3.7

years

Obinutuzumab
maintenance

(n = 143)%

Obinutuzumab: 1000 mg IV once every

8 weeks x 2 years

Median EFS 26.8

months

AN97991 8 Recommended third-line therapy for follicular lymphoma (grade 1-2)

Regimen Protocol ORR (CR) Survival Adverse events

PI3k inhibitor: Copantisib: 60 mg IV, days 1,8,15 on a 59% (14%) median PFS Gr 3/4 neutropenia 24%
Copanlisib 28-day cycle (until progression) 11 months

(n=104)%
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STAGE INITIAL THERAPY RESPONSE TO THERAPY FOLLOW-UP
CR/PR .
N ISRT

Stage| (preferred) - Rx as‘stage !II, v Clinical
or NR | - Histologic e H&P and labs every
Contiguous transformation 3—-6 mo for 5y and
stage Il . then annually or as

ISRT + anti-CD20 MAb clinically indicated

+ CMT . . .

- CR/PR || Surveillance imaging
e Upto 2y post
Stage | | Or - Ré-biopsy completion of
Al . NR »| - Histologic » treatment: CT scan with
anti-CD20 MAb t CMT transformation contrast no more than
' every 6 mo
¢ >2 y: No more than
N anti-CD20 MAb annually
on” + CMT £ ISRT &R

contiguous , o "

or local palliation >
stagell CR/PR

Consider
PR/NR P
or / ISRT - Re-biopsy J
. NR | - Histologic
Observation transformation
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STAGE

Stage

MANAGEMENT AND FOLLOW-UP

m, v

Evaluate for indications
for treatment:

¢ Candidate for clinical trial
* Symptoms

¢ Threatened end-organ
function

 Clinically significant or
progressive cytopenia
secondary to lymphoma
® Clinically significant
bulky disease

e Steady or rapid
progression

Clinical

* H&P and labs every 3—6 mo for
5y and then annually or as
clinically indicated

Surveillance imaging

>

e Up to 2 y: CT scan with contrast

- Progressive
disease

- Histologic
transformation

no more than every 6 mo
e >2 y: CT scan no more than
annually

No Observe
indication (category 1)
Indication Consider

present PET/CT scan

Suggested Regimens

or

Clinical trial
and/or
Palliative ISRT

A 4

Response assessment
and additional therapy
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SECOND-LIND AND SUBSEQUENT THERAPY

|

- Relapsed or
Progressive
disease

- Histologic
transformation

]

RESPONSE ASSESSMENT AND FOLLOW-UP
ADDITIONALTHERAPY
Consolidation Clinical
] CR || or | » H&P and labs every
Extended 3-6 mo for 5y and
therapy then annually or as
OOLser tion clinically indicated
vatio Surveillance imagin
PET/CT scan e Upto 2y post sine
(preferred) Consolidation completion of
or LI PR || or extended | treatment: CT scan
cT scan therapy with contrast no more
with or than every 6 mo
contrast Observation e >2 y: CT scan no
or more than annually
¥ In 39 line
therapy or later
e Anti CD-19
CAR T-cell
therapy - In 3rd line therapy or later
¢ Anti CD-19 CAR T-cell
thera
| NR/PD Rebiopsy - Histzls;gic transformation

Clinical

* H&P and labs every
3-6 mo for 5y and
then annually or as
clinically indicated
Surveillance imaging
e Up to 2y post
completion of
treatment: CT scan
with contrast no more
than every 6 mo

¢ >2 y: No more than
annually

Observe

A

No
indication

Indication
present

A 4

Consider
PET/CT scan

!

or

Suggested Regimens

Clinical trial
and/or
Palliative ISRT
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