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AVALIACAO DO LINFOMA FOLICULAR

* 1A) CONFIRMACAO DIAGNOSTICA

* 2) GRAU HISTOLOGICO (1,2, 3A, 4A)

* 3) ESTADIAMENTO CLINICO (ANN ARBOR MODIF. COTSWOLDS)
e 4) CLASSIFICACAO PROGNOSTICA — FLIPI

* 5) CLASSIFICACAO POR MASSA TUMORAL (TUMOR BURDEN)

Freedman, Am J Hematol 2015 e 2018

* Necessidade de tratamento Gribben & La Casce, 2006
Dreyling Ann Onc, 2011

Feuerlein Leuk Lymph 2009



LNH FOLICULAR: ANATOMO-PATOLOGICO

Linfonodo normal, reativo

Linfoma folicular
- ; IHQ

EAt®  CD19+, CD20+
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SARER (IRFA/MUM1-, CD5-
> CD23-, CD43-)

Bk ASH Image Bank




L. FOLICULAR- ESCORES PROGNOSTICOS
FLIPI -2

Valid. Ritux/CHOP?

SITIOS NODAIS >5 regides linfonodos
IDADE > 60 anos
MARCADOR SERICO > DHL
ESTADIO 11I-1V (Ann Arbor)

Hb <12 g/dL

- NO 12. TTO

N= 8323-2003-2005. FUP 38m
Validacdo ¢/ R-CHOP#

Diam. maior linfon >6 cm
> 60 anos

> B2 microglobulina
MO +

<12 g/dL

1- Solal-Celigny et al. Blood 2004; 104: 1258

2-Buske et al., . Blood 2006,;108(5):1504e8

3- Federico M et al. J Clin Oncol 2009; 27: 4555—4652
4- Numata et al. J Clin Exp Hematop. 2012; 52:77



Escore Prognostico — m7 - FLIPI

SLP EM 5 ANOS
D BCCA validation cohort http://www.glsg.de/m7-flipi/

——  Low-risk m7-FLIPI (20/83)
—— High-risk m-FLIPI {10y24)

_ ﬂ?ﬁ'?ﬁﬁ?ﬁg;‘;m”[i&fw FLIPI please select a
i :EﬁFE-F;EO?E ECOG PS5 please select E
EZHZ please select a
| ARID1A please select a
EP300 please select a
FOX01 please select a
| MEF28 please select E
CREBBP please select a
. . . . . . CARD11 please select a
i) I 4 [ B 10 12
Time: (years) m7-FLIPI score -

Pastore et al, Lancet Oncol 2015



waus GEP escore p/ LF 1a linha

FOXO1
DCAF12

CXCR4
AFF3 * N=160 - LF 12 linha
Ef:;‘j' * PRIMA trial, SPORE Project (Univ. lowa-Mayo clinic) e Barcelona Hosp. CIinic
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RECAIDA PRECOCE (<2 anos)

|l SG 5 anos—50% rec. precoce x 90% tardia

20% PACIENTES (APOS R-CHOP/CVP/F) REFRATARIOS
NENHUM DOS ESCORES PROGNOSTICOS CONSEGUE
SEPARAR AO DIAGNOSTICO

REC. PRECOCE E OBITO: R-CHOP: HR 6,44 /R-CVP: 3,66
MANUTENCAO NAO ALTEROU ESTA %.

1.0:9 HH-H-
-H*ﬂm-a-o-|m+_H+++
T —
0.8 1
-y
g E 0.6
2 s
=
n 2 04-
o
0.2 1
== Early POD
Reference
0 12 24 36 48 60 72 84 96

Time From Risk-Defining Events (months)

No. at risk
Early POD 110 82 66 56 50 42 32 14 3
Reference 420 408 387 363 344 253 145 34 0

Casulo et al. J Clin Onc
2015; 22(23):2516



Estadiamento: Ann Harbor cLASSIFICACAO DE LUGANO
(modif. Costwolds) Cheson, 2014

ESTADIO AREA ENVOLVIDA
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NICAO DE CARGA TUN

ORAL ELEVADA -LF

Original
GELF

Modified
GELF
(PRIMA)

BNLI

GLSG

Group

East German Study

ECOG

GELF)

(modi

fied

GELF ORIG.
Brice et al.
J Clin Oncol

1997;

15(3):1110
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6(5):423
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aplieks, | sbove morml Adapt. Kritharis et al. Ca Treat Res 2015;165:197




Critérios ECOG/GELF modif.
de grande massa tumoral

GELF: Group pour Létude d Lymphome Folliculaire
- Massa com diametro = 7cm (nodal ou extranodal)

- > 3 sitios nodais com diametro >3 cm

- Sintomas B

- Esplenomegalia (Baco > 6cm RCE ou = 16cm na TC)
- Ascite ou derrame pleural significativos

- Compressao ou comprometimento de érgaos

Kahl BS. Clin Lymph Myel 2006, 6(5):423
Solal-Celigny et al. JCO 1998;16:2332



Critérios ECOG/GELF modif.
de grande massa tumoral

GELF: Group pour Létude d Lymphome Folliculaire

e EXAMES:
- Citopenias por comprometimento medular
(Hb<10g/dL, Neutr:<1500/mm?3 ou plaquetas< 100.000/mm?3)

- Leucemizacdo (fase circulante) (>5.000/mm3)

Kahl BS. Clin Lymph Myel 2006, 6(5):423
Solal-Celigny et al. JCO 1998;16:2332



LINFOMA FOLICULAR
ESTADIO CLINICO, CARGA TUMORAL E
INDICACAO DE TRATAMENTO



LINFOMA
FOLICULAR 1a.
LINHA

ESTADIO AVANCADO

ESTADIO PRECOCE I/li /v



Freedman, Am J Hemat 2018
Umakanthan et al. Best Pr Res Clin Haem 31 (2018) 23e30

LINFOMA
FOLICULAR 1a.

LINHA
|

ESTADIO PRECOCE I/II ESTADIO AVANCADO

1-X, H/1vV
PEQUENA CARGA I GRANDE CARGA
TUMORAL TUMORAL




Freedman, Am J Hemat 2018
Umakanthan et al. Best Pr Res Clin Haem 31 (2018) 23e30

LINFOMA
FOLICULAR 1a.

LINHA
|

ESTADIO PRECOCE I/II ESTADIO AVANCADO
1-X, /v

PEQUENA CARGA I GRANDE CARGA h
PEQUENA CARGA GRANDE CARGA
TUMORAL M
—— TUMORAL

TUMORAL




LINFOMA
FOLICULAR 1a.

LINHA

ESTADIO PRECOCE I/li

PEQUENA CARGA
TUMORAL

Raros pacientes (<10%. SG: 25 anos)
RADIO- RITUXI WATCH

TERAPIA MABE & WAIT
4x stage |

Freedman, Am J Hemat 2018
Umakanthan et al. Best Pr Res Clin Haem 31 (2018) 23e30



LF-  ESTADIO PRECOCE (I/ll)
PEQUENA CARGATUMORAL | ..

* RXT 24 Gy, campo envolvido %)

ssssss

* 20 anos (SEER: 6.000 pacientes; 1973-2004 - Pugh, Cancer 2010):

* Somente 34% fazem Rxt = vida real
e >SLD = 20 anos: Rxt (63%) x W&W (51%)

* Com Rxt: SG 10 anos: 60-80%, mediana SG 19 anos. SLP 10a: 44%

* Ev. adversos

* S/ beneficio Rxt + Qt Freedman, Am J Hemat 2015 e 2018
Dreyling, ESMO Guidelines, Ann Oncol 2016;, Pavanello, Med J Hem Inf Dis 2016



LF- ESTADIO PRECOCE (I/11)
PEQUENA CARGA TUMORAL 1a linha

RITUXIMAB MONOTERAPIA (1x semana 4 doses)

ESTUDO PROSPECTIVO : Estudo RESORT
 R/Manut 2a x R/R retratamento
* Similares: Tempo para falha de tratamento, transf. Histolég e SG

* Braco da manutencao: 4,5X + doses de R

MAS > tempo para QT (3anos: 84% x 95% manut)

Freedman, Am J Hemat 2015 e 2018
Dreyling, ESMO Guidelines, Ann Oncol 2016;, Pavanello, Med J Hem Inf Dis 2016



LF- ESTADIO PRECOCE (I/11)
PEQUENA CARGA TUMORAL

* WATCH AND WAIT (OBSERVACAO)
* Apos 7 anos: 63% sem tratamento (Advani, JCO 2004)

* Mediana sobrevida 19 anos (= Rxt) .

Dreyling, ESMO Guidelines, Ann Oncol 2016;, Pavanello, Med J Hem Inf Dis 2016



Freedman, Am J Hemat 2018
Umakanthan et al. Best Pr Res Clin Haem 31 (2018) 23e30

LINFOMA
FOLICULAR 1a.
LINHA
|
ESTADIO AVANCADO
/v
PEQUENA CARGA
TUMORAL
WATCH RITUXI
& WAIT MABE



LF- DC AVANCADA (lI-X, [11/1V')
PEQUENA CARGA TUMORAL

* Sem tratamento padrao. Sem cura.

* Regressao espontanea- 10 a 20%
* Abordagem: sem protocolo:

* Considerar: fatores de risco clinicos, sintomas e opc¢ao
do paciente.

Freedman, Am J Hemat 2015 e 2018 ; Pavanello, Med J Hem Inf Dis 2016,
Armitage, Blood 2016; Freedman, Am J Hemat 2015,

Ardeshna, Lancet Oncol 2014 (fase 3); Kahl, JCO 2014

Dreyling, ESMO Guidelines, Ann Oncol 2016, Solal-Céligni, JCO 2012



LF- DG AVANCADA (II-X, llI/IV)
PEQUENA CARGA TUMORAL

* Watch & wait (consultar a cada 3-4 meses)

* Rituximab monoterapia (1x sem. p/ 4 semanas)
*RG 70%, SLP 3a: 82% x 36%,m SLP 23,5 m

* QOL maior, SG similar

Freedman, Am J Hemat 2015 e 2018 ; Pavanello, Med J Hem Inf Dis 2016,
Armitage, Blood 2016; Freedman, Am J Hemat 2015,

Ardeshna, Lancet Oncol 2014 (fase 3); Kahl, JCO 2014

Dreyling, ESMO Guidelines, Ann Oncol 2016, Solal-Céligni, JCO 2012



Freedman, Am J Hemat 2018
Umakanthan et al. Best Pr Res Clin Haem 31 (2018) 23e30

LINFOMA
FOLICULAR 1a.

LII‘\IHA

ESTADIO PRECOCE I/li

I GRANDE CARGA
TUMORAL
l R-QT
G-QT
l MANUTENCAO R OU
G (2RP)

Stage ||



Freedman, Am J Hemat 2018 Ll N FO MA
Umakanthan et al. Best Pr Res Clin Haem 31 (2018) 23e30
FOLICULAR 1a.
LINHA

|

ESTADIO AVANCADO
1-x, Hi/iv

I GRANDE CARGA
TUMORAL
: I R-QT
) G-QT
Smity I MANUTENCAO R
OU G (=RP)




Freedman, Am J Hemat 2018
Umakanthan et al. Best Pr Res Clin Haem 31 (2018) 23e30

LINFOMA
FOLICULAR 1a.
LINHA

|

ESTADIO PRECOCE I/li

—__ GRANDE CARGA
5 09 / TUMORAL A8

Stage |l

l MANUTENCAO R OU
G (2RP)

|'|l I'".." i..= = 4 1
G'QT | '?-_I'*\?t'-.,t__ﬁl ..:.':I|
OU G (=RP)

ESTADIO AVANCADO

/v
I GRANDE CARGA
TUMORAL
l R-QT
G-QT



INDICACAO DE TRATAMENTO — LF 1a LINHA

ANTI-CD20 + QT = = RP : MANUTENCAO COM ANTI-CD20

QUESTOES A DISCUTIR:

1) ESCOLHA DO ANTI-CD20 — RITUXIMABE OU GAZYVA
«2) ESCOLHA DA QT - BENDA, CHOP, CVP

*3) USO DE MANUTENCAO: SIM/NAO, 2/4 ANOS

*4) AVALIACAO DE RESPOSTA



TRATAMENTO DO LF 12 LINHA
1) ESCOLHA DO ANTI-CD20



AUMENTO DA INCIDENCIA DE LNH (todos subtipos)

DADOS SEER — SURVEILLANCE, EPIDEMIOLOGY AND END RESULTS PROGRAM

25 1

% Eﬂi LINFOMAS FOLICULARES - INCIDENCIA

= ] CASOS NOVOS

S IS:W 1950 - 2,5 /100.000 hab /ano

o ] _

§ o 2015 -6 /100.000hab / ano

S st -

% E|OBITOS APOS RITUXIMABE: SG 11,2 a = 18,4 a
0 +————r——r

1975 1980 1985 1990 1995 2000 2005 2010 2013

RITUXIMABE + QT x QT = HR 0,63 (N=1480 pacientes)
Schulz et al. J Natl Cancer Inst 2007;99:706-14


http://seer.cancer.gov/statfacts/html/nhl.html

R-QUIMIOTERAPIA: RITUXIMABE SC
*Estudo SABRINA

* Fase 3, 113 centros, 30 paises: 410 pacientes

* L. Folicular (histologia 1/2 e 3A)

e Grande carga tumoral

» = Rituximabe IV (375 mg/m2) x SC (1.400 mg; 1a. Dose V)
* R-CVP ou R-CHOP - manutencao R

. . . . . ~ Davies et al., Lancet Hematol 2014
* Objetivo primario: RG ao fim da indugao A Davies et al. ASH 2016 # 1

Davies et al. Lancet 2017; 4 (6) e272—e282



RESULTADOS: Seguranca

e eficacia similares (Ndo

Efficacy and safety of subcutaneous rituximab versus
intravenous rituximab for first-line treatment of follicular
lymphoma (SABRINA): a randomised, open-label, phase 3
trial

Andrew Davies, Francesco Merli, Biljana Mihaljevic, Santiago Mercadal, Noppadol Siritanaratkul, Philippe Solal-Céligny, Axel Boehnke,
Claude Berge, Magali Genevray, Artern Zharkov, Mark Dixon, Michael Brewster, Martin Barrett, David MacDonald

inferioridade)
Intravenous rituximab* (n=210) Subcutaneous rituximab (n=197)
Adverse events 199 (95%) 189 (96%)
Serious adverse events 72 (34%) 73 (37%)
Grade =3 adverse events 116 (55%) 111 (56%)
Administration-related reaction 73(35%) 95 (48%)

Data are n (%). *Includes adverse events from six patients in the subcutaneous rituximab group who withdrew after
wydle 1 (intravenous rituxirmab for all patients) and were analysed in the intravenous group in the salely-analysis

population.

Davies et al. Lancet 2017; 4 (6) e272—e282



RITUXIMABE SC - SABRINA

Nao — inferioridade
Curvas similares

A Sobrevida livre de progressao
100 et o
o H
E 80 .' . ‘
R Vi
S 60+ T
§ 40 o
E‘ 204 o
o Intravenous rituximab
Subcutaneous rituximab
0 T T T T T T T T T T T T T T 1

0 4 8 12
Number at risk
Intravenous 205 196 186 176
rituximab
Subcutaneous 205 188
rituximab

183 169 166 164 158

16 20 24 28 32 36 40 44 48 52 56 6O
171 162 157 156 138 73 41 35 29 14 2 0

154 133 81 51 48 40 23 2 0
Davies, Lancet Hematol 2014

Davies, ASH 2016 # 1



PrefMab — Estudo prospect., randomizado

Questionarios:

1) Patient Preference Questionnaire (PPQ)

2) 2) Cancer Therapy Satisfaction
Questionnaire (CTSQ)

3) Rituximab Administration Satisfaction

Questionnaire (RASQ).

Patients (%)

100
90
80
70
60
50
40
30
20
10

F“ﬁﬁ“§”$8v’:’dﬁ?ﬁ::88858888856635‘&‘&‘
‘_‘_":'?"" “'""""T’n"l';"‘;l"“‘::'“""'-u [T T R [ TR I )
 EEEEEEEEEEEEESSEEE T SETSacEcass
- o= E [ 4
S
SO I P
8 g“ L S =20~ EFE 8%2 = g o; c

z :

0 .g

F 8

. Prefer SC - Prefer IV s No preference

Rummel et al. Ann Oncol 2017 Apr 1,;28(4):836-842.



OBINUTUZUMABE
(GAZYVA) EM LF 12 LINHA

* APROVADO NO BRASIL JAN18

-'Less binding of complement factor C1q
Fig. de Edelman, J &

Gribben, JG. Fut Onc 2016
B U LA B RASI I— Aug;12(15):1769-81

 lalinha - G-QT + manutencao (Fase 3- GALLIUM) -
HR 0,66

e Recaidos G-BENDA + manutencdo (Fase 3 - GADOLIN)
—HR 0,62



The NEW ENGLAND JOURNAL of MEDICINE

‘ ORIGINAL ARTICLE

ESTU DO GALLI U M Obinutuzumab for the First-Line Treatment

of Follicular Lymphoma

R. Marcus, A. Davies, K. Ando, W. Klapper, S. Opat, C. Owen, E. Phillips,
R. Sangha, R. Schlag, ].F. Seymour, W. Townsend, M. Trnény, M. Wenger,
G. Fingerle-Rowson, K. Rufibach, T. Moore, M. Herold, and W. Hiddemann

e FASE Il — aberto, multicéntrico, randomizado
* N=1202

* LF 12 linha: Estadio clinico lIx, Ill e IV; histologia 1/2 e 3a

* Endpoint 19.: SLP

* Endpoint 22.: Tx resp. global (fim inducao), SLE, SLD, Dur. Resposta,
SG, TTNT, Seguranca

Marcus et al. Blood. 2016;128(22):6



ESTUDO GALLIUM (BO21223)

. Manutencao
CYAVARY/A(O]) CEVAWE)
2/2m 2 anos
ESTRATIF.

1) FLIPI .
2) REGIAO M.anu_teng:ao
RITUXIMABE-QT Rituximabe
AP - Central 2/2m 2 anos

e QT: CHOP, CVP, Benda (escolha do PI)

* Sem cross-over Marcus et al. Blood. 2016;128(22):6




ESTUDO GALLIUM: ESQUEMAS DE QT

GAZYVA

1.000 mg/dose

375 MG/M?%/dose

CICLO1: D1, D8 e D15

CICLOS1A60QUCICLOS1A

OBS: LLC — Diferente!
12, Ciclo: D1,D2,D8 e D15
Ciclos2 a 6: D1

1) Susp. anti-hipertensivos 24h

CICLOS2 A6 0U 3: D1 N H-nip
CICLOS 2 A 8: D1 2) Pré-medicacado (dexa+ ....)
NO. "
CICLOS FREQUENCIA DOSE
BENDAMUSTINA 6 28 DIAS 90 mg/m2/dia . Dle
D2 de cada ciclo

Marcus et al. CHOP 5 -1 DIAS ADRAG
Blood.
2016;128(22):6 CVP 3 71 DIAS PADRAO




ESTUDO GALLIUM — POPULACAO DO ESTUDO

Characteristic

Median
Range
Weight — kg
Median
Range
Body-surface area — m?
Median
Range
Male sex — no. (%)
Ann Arbor stage at diagnosis — no. (%)
It
Il
1l
v

Missing data

Obinutuzumab Group

Rituximab Group

(N=601) (N=601)
[ 60 58 ]
26-88 23-85
75.0 74.0
35.3-155.0 32.4-158.0
1.8 1.8
1.2-2.6 1.1-2.8
283 (47.1) 280 (46.6)
10 (1.7) 8 (1.3) Marcus et al.
41 (6.8) 44 (7.3) Blood.
208 (34.6) 209 (34.8) 2016;128(22):6
339 (56.4) 336 (55.9)
3 (0.5) 4 (0.7)



ESTUDO GALLIUM — POPULACAO DO ESTUDO

Characteristic

i FLIPI risk status ]— no. (%) 1

Low risk

Intermediate risk
High risk
B symptoms — no./total no. (%)
Bone marrow involvement — no./total no. (%)

Extranodal involvement — no. (%) 9

Bulk disease — no./total no. (%) |

Obinutuzumab Group

Rituximab Group

(N =601) (N=601)
128 (21.3) 125 (20.8)
224 (37.3) 223 (37.1)

[ 249 (41.4) 253 (42.1) ]

201/601 (33.4)
318/592 (53.7)
392 (65.2)

206/600 (34.3)
295/598 (49.3)
396 (65.9)

[ 255/600 (42.5)

271/600 (45.2}]

Marcus et al. Blood. 2016;128(22):6



ESTUDO GALLIUM (BO21223)

Seguimento 34,5 meses

N=1.202

Exposicao
a droga:
>99%
ambos

GAZYVA-QT

Manutencao Gazyva

(ITT= 601; N=557)

RITUXIMABE-QT

(Completaram

N=361 — 64,8%)

Manutencao
Rituximabe

(ITT=601; N=551)

(N=341-61,9% )

* QT: CHOP, CVP, Benda (escolha do Pl)

( Marcus et al. Blood. 2016;128(22):6)



ESTUDO GALLIUM (BO21223) N=1.202

DESCONTINUACAO TOTAL
DP N= 42 (7,5%)
EV. ADV. N= 70 (12,6%)

GAZYVA-QT Manut. Gazyva
(N=557) N=361 (64,8%)

DESCONTINUACAO TOTAL
DP N= 78 (142,%)
EV. ADV. N= 70 (10,3%)

RITUXIMABE-QT Manut. Rituximabe
(N=551) N=341 (61,9% )

( Marcus et al. Blood. 2016;128(22):6)



ESTUDO GALLIUM —Q

ESCOLHIDA

N=1.202
BENDAMUSTINA 57,4% 56,7%
CHOP 32,4% 33,8%
CcvpP 10,1% 9,5%

RITUXIMABE-QT

Marcus et al. Blood. 2016;128(22):6



ESTUDO GALLIUM — RESULTADOS

Seguimento 34,5 meses Marcus et al. Blood. 2016;128(22):6
(0 — 54,5 meses)

SOBREVIDA LIVRE DE PROGRESSAO SOBREVIDA GLOBAL
100 100 Obinutuzumab-based chemotherapy
g 00 Obinuturumab.based chemotl gD_WWmm
¢ 20— 3 Rituximab-based chemotherapy
E T 80
'E _ 70— '§ 70
7 i 60— E 60—
o= Rituximab-based chemotherap 2
< E 30— o 50
= 40— S
2 & E 40
8 30 _ _ T 304
E 20— o for progression, relapse, or deat(ﬂ.ﬁﬁ (95% Cl, 9.51—0.35) é—: 20| plazaud.gtio for death, 0.75 (95% Cl, 0.49-1.17)
= -= y P=0.21
< 10+ 1o
0 I I I I T I I I I o T | | | | | | T T 1
0 6 12 18 24 30 36 42 43 54 0 6 12 13 24 30 36 42 48 54 60
Months Months
rapy 601 570 536 502 405 278 168 75 13 0 py 601 584 573 563 549 416 271 16l 55 0 0

601 562 505 463 378 266 160 68 10 0 601 588 566 549 527 399 265 160 58 2 0



ESTUDO GALLIUM - RESULTADOS

Seguimento 34,5 meses

SLP 3 anos

73%

80%

0,66
0,51-0,85

* GAZYVA EM 12 LINHA LINFOMA FOLICULAR + QT
* Reduz em 34% o risco de progressao ou obito

* Aumenta SLP em 2.5 a 3 anos > que rituximabe




ESTUDO GALLIUM - RESULTADOS

* Aumenta SLP em 2.5 a 3 anos > rituximabe
Seguimento 34,5 meses

0,66
(o) o) ’
SLP 3 anos 73% 80% (0,51-0,85)

0,001

RC PET FIM INDUCAO
Dispon. 50% pcts 62,3% 56,7%
(= bracos)




ESTUDO GALLIUM - RESULTADOS

Seguimento 34,5 meses _
SLP 3 anos 73% 80% ( 0’501'?5 35) 0’22 .
- [F; iEs(E(I): E:Zi%f[)) L|;cCtAsO 62,3% 56,7% d~e7r?5iizr;
(F;ESE*C; I;E(')I'-B?'I[—) 88,5% 86,9% = ﬂi




ESTUDO GALLIUM - RESULTADOS

32% menor risco de precisar de novo tto.

Seguimento 34,5 meses

0,66 =
>LP 3 anos (0,51-0,85) | 0,001
RC PET FIM INDUGAO .
Dispon. 50% pcts 62,3% 56,7% 7% ganho
(= bracos) d¢ resposta
RESP. GLOBAL . . _
(TC = *PET-CT) 88,5% 86,9% P =NS
Inicio novo tto para LNH 13,3% 18,5% -




ESTUDO GALLIUM - RESULTADOS

SG SIMILAR
Seguimento 34,5 meses
SLP 3 anos 0,001
RC PET FIM INDUCAO
Dispon. 50% pcts P =NS
(= bracos)
RESP. GLOBAL
(TC = *PET-CT) P =N
Inicio novo tto para LNH 0,009
SOBREV. GLOBALEM 3 94% Sbito P=N

ANOS

92,1% <




ESTUDO GALLIUM: SEGURANCA

Seguimento 34,5 meses

Ev. Adversos mais
comuns G1-5:

1) Reac¢des infusionais
2) Nauseas (G 46,9% x R
46,6%)

3) Neutropenia GAZYVA: 7% mais
EV ADV. GRAUS 3-4
sem > EV.ADV. FATAIS

Marcus et al. Blood.
2016;128(22):6



Obinutuzumab

ESTUDO GALLIUM: SEGURANGCA =&,

Mo. of events 10,311

Patients with =1 adverse event — no. (%)

Rituximab
Group
(N-597)

0343

587 (98.3)

405 (67.8)|

20 (3.4)§

238 (30.9)

Any event 592 (99.5)
[ Eventofgrade3to5 | 444 (74.6)
Event of grade 5§ 24 (4.0)
Patients with =1 serious adverse event J— no. (96) 274 (46.1)
Treatment-related adverse event — no. (%)
Any event 564 (94.8)
Event leading to withdrawal of treatment 75 (12.6)
Event leading to any dose reduction 103 (17.3)

547 (91.6)
65 (10.9)
89 (14.9)

36 (6.0)

Serious adverse event leading to withdrawal of treat- 44 (7 4)
ment — no. (%)

Serious adverse event leading to dose reduction — 12 (2.0)
no. (%)

Grade 3 to 5 event, according to chemotherapy regi-
men — no.[total no. (%)

10 (1.7)

Marcus et al. Blood.
2016;128(22):6



GALLIUM = SEGURANCA MZE“;EZZLZ"?’

: Maintenance and Observation
Seguimento 34,5 meses Induction Phase Phases Follow-up
Grade 3 to 5 event, according to cherObinutuzumab  Rituximab  Obinutuzumab  Rituximab  Obinutuzumab  Rituximab
men — no.[total no. (%) Group Group Group Group Group Group
Neatropenia (N=595) (N=597) (N -548) (N=535) (N=427) (N-428)
Bendamustine 73/338 (21.6) 87/338 (25.7) 49/312 (15.7) 29/305 (9.5)  6/270(22)  1/263 (0.4)
cHOP 1241093 (64.2) 103,203 (50.7) 36/179 (20.1)  26/187 (13.9) | 2/128 (1.6) 0

VP 24/61 (39.3)  13/56(23.2)  5/57 (8.8) 2/43 (4.7) 0 0



GALLIUM = SEGURANCA MZZ;’;EZ;’};Z(’;’"

Maintenance and Observation

Seguimento 34,5 meses

Induction Phase Phases Follow-up
Grade 3 to 5 event, according to cherObinutuzumab  Rituximab  Obinutuzumab  Rituximab  Obinutuzumab  Rituximab
men — no.[total no. (%) Group Group Group Group Group Group
Neatropenia (N-595) (N=597) (N-548) (N=-535) (N=-427) (N-428)
Bendarmustin 73/338 (21.6) 87338 (25.7) 49/312 (15.7) 29/305 (9.5)  6/270(22)  1/263 (0.4)
cHOP 1247193 (64.2) 103/203 (50.7) 36/179 (20.1) 26/187 (13.9) | 2/128 (16) 0
. 24/61 (39.3)  13/56 (23.2)  5/57 (8.8) 2/43 (4.7) 0 0
Infectiony 1
Bendarmustine 27/338 (8.0) 26/338 (7.7) 52/312 (16.7) 39/305 (12.8) [ 25/270 (93)  6/263 (2.3)
CHOP 14/193 (7.3)  13/203 (64)  7/179(39)  11/187 (59)  2/128 (L6)  2/143 [L4)

VP 3/61 (4.9) 4/56 (7.1) 5/57 (8.8) 1/43 (2.3) 1/44 (2.3) 2/45 (4.4)




GALLIUM = SEGURANCA MZZ;’;EZ;’};Z(’;’"

: Maintenance and Observation
Seguimento 34,5 meses Induction Phase Phases Follow-up
Obinutuzumab  Riuximab  Obinutuzumab Rituxirmab Obinutuzumab  Rituximab
Group Group Group Group Group Group
e (N=597) (N =548) (N=1535) (N=427) (N—428)
Second neoplasm |

Bendarnustine 0 0 21/312 (67)  18/305 (5.9) Y 14/270 (5.2)  2/263 (0.8)
CHOP 0 0 1/128 (0.8) 1/143 {0.7)
VP 0 0 0 1/43 (2.3) 0 0 ]

NAO HA DISCUSSAO NO CLL11!




GALLIUM: EV. ADVERSOS DE INTERESSE ESPECIAL

Category All Adverse Events Adverse Events of Grade 3 to 5 Serious Adverse Events
Jbinutuzumab Group Rituximab Group  Obinutuzumab Group Rituximakb Group Obinutuzumab Group Rituxirmak Gri
(N=595) (N=597) [N="585) (N=597) [N=505) {N=597)
number of patients (percent)

Infection® 460 (77.3) 418 (70.0) 119 {20.0) 93 (15.6) 108 (18.2) 86 (14.4)

Meutropenia 301 (50.6) 269 [45.1) II?] 145.9) 236 [39.5) 50 (B.4] 44 (7 .4)
Any event 406 (65.2) 349 (58.5) 74 (12.4) 40 (6.7) 33 (5.5) 14 (2.3)
Antibody-related event 353 (50.3) 702 (48.9) 63 (10.6) 30 (5.0) 2% (4.7) 12 (2.0)

OBS: SIMILAR REDUCAO DAS IGS
Marcus et al. Blood. 2016;128(22):6



GALLIUM: EV. ADVERSOS DE INTERESSE ESPECIAL

Category All Adverse Events Adverse Events of Grade 3 to 5 Serious Adversa Events
Dbinutuzumab Group  Rituximab Group  Obinutuzumab Group  Rituximab Group Obinutuzumab Group Rituximab Group
(N=595) [N=507) [N =505) (N=597) [N =595) [(N=597)

nurmber of patierts [percent)

Infection™* 460 (77.3) 418 (70.0) 118 (20.0) 93 (15.6) 108 (18.2) B6 (14.4)
Meutropenia 301 (50.6) EE'-} {45.1% Pk !45.5I| 236 [1'-15] 50 E.-H 44 !E.-ﬂ
Infusion-related event}
Any event 406 (68.2) 149 (58.5) 74 (12.4) 40 (6.7} 13 (5.5) 14 (2.3)
Antibody-related event 353 (59.3) 792 (48.9) 63 (10.6) 30 (5.0) 28 (4.7) 12 (2.0
G1-2
(CICLO 1) 37%
LF e LDGCB 12 —
LINHA G3-4 5 4% (Dakhil et al.
R-CHOP/CVP: (CicLo 1) ’ Leuk Lymp,
Infuséo 90 min Ev. Adv. Sérios 2014; 55(10):
> ciclo 2 (CICLO 1) 0,2% 2335-2340)
(N=425)
TODOS 39,6%




GALLIUM: EV. ADVERSOS DE INTERESSE ESPECIAL

Category All Adverse Events Adverse Events of Grade 3 to 5 Cerious Adverse Events
Obinutuzumab Group  Rituximab Group  Obinutuzumab Group Rituximakb Group Obinutuzumab Group Rituxirmakb Gre
(N=595) [N=507) [N =505) (N =507) [N =505) {N=507)

nurmber of patierts (percent)

Infection® 460 (77.3) 418 (M0.0) 119 (20009 93 (15.6) 108 (18.2) &G (14.4)
Meutropenia 301 (50.6) 269 (45.1) 2731 (45.9) 136 (39.5) 50 (8.4) 44 (7 .4)
Infusion-related event}

Any event 405 (68.2) 149 (58.5) 74 (12.4) 40 (6.7)
Antibody-related event 353 (59.3) 202 (48.9) 63 (10.6) 30 (5.0)

13 (5.5) 14 (2.3)
2% (4.7) 12 (2.0)

LLC : CLL11 Goede et al.N Engl
G/CLx CL G3-4 21% 1% J Med 2014;
N=781 (Todos ciclos) ° 370:1101-1110)
LF R/R
Sehn et al. Lancet
ﬁf‘? 9%LIN ?I'i-:os ciclos) 11% 6% Oncol. 2016;
G/Benda x B 17(8):1081-1093




GALLIUM: EV. ADVERSOS DE INTERESSE ESPECIAL

- SIMILARES
OBITOS NAO
RELACIONADOS A GAZYVA
RECAIDA
BENDAMUSTINA 5,6%* 4,4%
CHOP 1,6% 2,0%
CVP 1,6% 1,8%
TOTAL -ITT (N=35) 5,8% (N=46) 7,7%
SOBREV. GLOBAL EM 3
ANOS 94% 92,1%
(p NS)

*todas as fases do estudo

Marcus et al. Blood. 2016;128(22):6



DRM no GALLIUM

* DRM Neg > com G-QT que com R-QT.

* Pacientes mais frageis considerar QT menos intensiva + Gazyva

MRD status by compartment at end of induction

MO ==

SP/MO

00

L)

Patients (%)

p~0 0041

s

175

R.chemo

Ratero
MEO

Rchare
NRD

Gatero
MRD«

s tre
VDL

Pott et al. Blood 2016; 128: Suppl: 613. ASH 2016 # 613



TRATAMENTO DO LF 12 LINHA
2) ESCOLHA DA QUIMIOTERAPIA

 QT: BENDAMUSTINA, CHOP OU CVP
« FLUDARABINA, BLEOMICINA OU MITOXANTRONE — MUITO TOXICOS




FOLLOS — ATUALIZACAO DE 8 ANOS

Luminari et al J Clin Oncol 2018, 37(7):689

. R-CVP x R-CHOP x R-FM; SEM MANUTENCAO

N=513 —LF
avancado
(1/1V) e LC
Manto

Perda FUP 8,5%

TTF
R-CHOP 45%
R-CVP 38%

=
(2]
=
o
~——
(=W
D
>
=
=
=
=
=
=
&2 o.25 4
o
0 1 2 3 4 5 6 7 8 9 10
Follow-Up (years)
No. at risikc
R-CVP 168 142 109 91 B84 72 62 37 % 3 0
RCHOP 165 152 119 109 102 92 76 46 20 8 0
R-FM 171 154 1256 107 100 95 74 43 19 S 0

1,00 s,

BARLIEND
e

= 0.751
£
=
£ 0s0 SOBREVIDA
(=1
@ GLOBAL
o
0.25- — RCVP
R-CHOP
==n= B-FM
T T 1 L L L T ] Li
0 1 2 3 &4 5 6 7 8 9 10
Follow-Up (years)
MNo. at risic
RLCVP 168 186 163 180 158 152 13 ™ 36 9 ]
RCHOP 165 1682 159 155 152 144 12 76 42 13 ]
RFM 171 170 180 156 148 141 116 70 A 9 0




Luminari et al J Clin Oncol 2018, 37(7):689

A

Cumulative Incidence

O

Cumulative Incidence

= R-LYP

-« R-FM

LINFOMA (p=0,9)

R-CHOP

= H-CVYP

-« R-FM

2 3 4 5 6 7 8 8 10
Follow-Up (years)
OBITOS RELAC. A

SEGUNDA NEOPLASIA
(p=0,09)

R-CHOP

SIMILARES

2 3 4 5 6 7 B 9 10
Follow-Up (years)

OBITOSRELAC.AO g

0.20

=

—

o
|

2

-t

=
i

-
=

Cumulative Invwenve
o

Cumulative Incidence
=
=

=
-
o

OBITOS NAO RELAC. AO

LINFOMA((p=0,01)

1 =— RCwW

2 3 4 5 6 7 8 8 10
Follow-Up (years)
OBITOS NAO RELAC.
| — row AO LINFOMA OU 22.
R-CHOP
.e== BFM NEO (p=0,17)

1 2 3 4 5 6 7 8 8 10
Follow-Up (years)



FOLLO5 — ATUALIZACAO DE 8 ANOS

Luminari et al J Clin Oncol 2018, 37(7):689

SG 84%. SLP 48%

R-CHOP R-CVP R-FCM
R-CHOP HR = 0,73
SLP | 27% MENOR RISCO DE PROGRESSAO P=0,03
HR PARA DC PROG QUE R-CVP

(AJUST. FLIPI-2) P=0,09

NS
NECES. 2°. TRATAM. 55% (43% maior) p<0,001

12%
a 0 0 —

22 NEOPL EM 33 MESES (HR 2,59 6% 9,6% P=0,03

TRANSF. HISTOLOG. 2,4% 3% 1,7% NS




BR - RITUXIMABE + BENDAMUSTINA

 Estudos randomizados, fase 3,12 linha: LF avancado (llI/IV) e LC Manto
e StiL: N=513 (BR x R-CHOP); BRIGHT: N=447 (BR, R-CHOP/CVP)

BR R-CHOP P
STil Study 93% 91% R-CHOP =
ORR . 91% R-CHOP P=0,01
BRIGHT Study 7% /CVP Nao inferior
STil Study 40% 30% 0,02
[ RC ] 0,02
BRIGHT Study 31% 25% ’
[ med. SLP ] STII:::S(:VS- 45 Nao alcancada 40,9 meses p=0,007
BRIGHT Study- 60 70,3 62% HR=0,7, p=0,05
meses

(STiL) Rummel et al. Lancet 2013,;381(9873):1203e10; (BRIGHT) Flinn et al. Blood 2014 May 8;123(19):2944e52.
Umakanthan et al. Best Pract Res Clin Haem 31 (2018) 23e30



Table 2

Comparison of hematological toxicity between R-CHOP & BR between BRIGTH and STiL studies.

Hematological Toxicity STiL BRIGHT

R-CHOP BR R-CHOP BR
Leucocytopenia 181 (72%) 98 (37%) _21.(72%)
Neutropenia 173 (69%) 77 (29%) 85 (87%) 40 (39%)
Lymphocytopenia (106 (43%) 196 (74%) ) 370337) 63 (b1
Anaemia 12 (5%) 8 (3%) 3(3%) 0
Thrombocytopenia 16 (6%) 13 (5%) I12 (125%) 10 (10%) I

R-CHOP=CHOP plus rituximab; BR = bendamustine plus rituximab.

Table 3
Most common non-hematological toxici

Q{(Grade: 3/4) between BR & R-CHOP in BRIGHT study.

Non-hematologic AE (grade > 3) occurring in > 3% of patients

Infection
Nausea/Vomiting
Infusion-related reaction
Fatigue

Drug hypersensitivity

R-CHOP BR

n=98), n(% n = 103), n (%)
5(5) 12 (12)

0 g48)

4(4) 6 (6)

2(2) 4 (4)

0 3(3)

(STiL) Rummel et al. Lancet 2013;381(9873):1203e10
(BRIGHT) Flinn et al. Blood 2014 May 8;123(19):2944e52.
Umakanthan et al. Best Pract Res Clin Haem 31 (2018) 23e30



BR - RITUXIMABE + BENDAMUSTINA

Life expectancy and
quality-adjusted life-
years (QALYs) - Canada

* R-BENDA SUPERIOR AO
R-CHOP

Probability Treatmeant is Optimal

1

"-
09 1+

0.8 4—

0.7

s0

S10,000 520,000

§30,000 540,000

$50,000 560,000 STOO0D  S40,000  £90.000  S100,000

Threshold Value for a QALY

Aw et at. Blood 2016 128:1186;



ANTI-CD20 + BENDAMUSTINA

PROS

RG > ELEVADA

>% NEO SECUNDARIAS
SG SIMILAR A CHOP E CVP (CA pele ndao melanoma)*
(Ndo no Estudo STil)

SLP > ELEVADA

D1 E D2, MAS 4/4 SEMANAS MAIS INFECCOES

MAIORTTP

NAO EVITA TRANSFORMACAO
PARA ALTO GRAU

MENOS NEUTROPENIA

SEM ALOPECIA

QUALY + X R-CHOP

(STiL) Rummel et al. Lancet 2013;381(9873):1203e10
*(BRIGHT) Flinn et al. Blood 2014 May 8;123(19):2944e52.

*(GALLIUM) Marcus et al. Blood. 2016;128(22):6
Umakanthan et al. Best Pract Res Clin Haem 31 (2018) 23e30



ANTI-CD20 + CHOP

PROS NEUTRO
< % NEO SECUNDARIAS SG SIMILAR A DOSE MA); AL\ILISQXICADA EM
(CA pele nao melanoma) BENDA E CVP P/ DC INCURAVEL
TTP < BENDA
MENOS INFECCOES QUE BENDA D1, MAS 3/3 SEM. SLP < BENDA
RG < BENDA
SLP > QUE CVP (27% MENOR - . > TX OBITOS
RISCO PROGRESSAO) NAO EFY A'LAATL/_?('\)'S;S ARL'}/'ACAO NAO RELACIONADOS AO
(mas < BENDA) LINFOMA QUE CVP
43% < NECESSIDADE DE 22. TTO
QUE CVP EM 8 ANOS QUALY < R-BENDA

(STiL) Rummel et al. Lancet 2013,;381(9873):1203e10 ALOP EC|A
(BRIGHT) Flinn et al. Blood 2014 May 8;123(19):2944e52.

(FOLLO5) Federico et al J Clin Oncol 2018, 37(7):689
(GALLIUM) Marcus et al. Blood. 2016;128(22):6
Umakanthan et al. Best Pr Res Clin Haem 31 (2018) 23e30



ANTI-CD20 + CVP

PROS NEUTRO | CONTRAS |
<% NEO SECUND. SG SIMILAR A
(BENDA E CHOP (CA pele) BENDA E CVP SLP < CHOP e BENDA
MENOQOS |NFECC(~)ES QUE
BENDA E CHOP D1, MAS 3/3 SEM. RG < BENDA
SLP > QUE CVP NAO EVITA TRANSFORMACAO TTP < BENDA
mas < BENDA PARA ALTO GRAU

MENOS NEUTROPENIA

43% > NECESSIDADE DE 2°.
TTO QUE CHOP EM 8 ANOS

SEM TOXICIDADE CARDIACA

PASSIVEL DE

SEM ALOPECIA

< TX OBITOS
NAO RELACIONADOS AO
LINFOMA QUE CHOP

(STiL) Rummel et al. Lancet 2013;381(9873):1203e10

(BRIGHT) Flinn et al. Blood 2014 May 8;123(19):2944e52.

(FOLLO5) Federico et al J Clin Oncol 2018, 37(7):689

(GALLIUM) Marcus et al. Blood. 2016;128(22):6

Umakanthan et al. Best Pr Res Clin Haem 31 (2018) 23e30
|




DIFERENCAS LF 3A E 3B

Recaida 3A 40% e 3B 80% SEM influéncia de antraciclicos

Incurabilidade do Grau 3B

Curvas SIMILARES SG

Estudo sem poder estatistico p/ antraciclicos em 3B (22/161 PCT)

Percent Survival

SOBREV. GLOBAL LF GRAU 3

1.0

i

B

0.0

p=0.87

FL3&----
FL 38 —

Tima {1_|'E-Ell5:l

Percent Survival

Shustik et al.
Annals of Oncology
22:1164-1169,
2011 (Canadj,
equipe Connors)

SOBREV. GLOBAL LF

FL grade 1 —

FL grade 2 ===

i [ 15
Time (vears]

FL grade 3 --- -

20



Folicular:
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TEM CERTEZA QUE E 3A? OU 3B??

* 30% DISCREPANCIA ENTRE HEMATOPATOLOGISTAS SOBRE 3A e 3B!!
 Umakanthan et al. Best Pr Res Clin Haem 31 (2018) 23e30

OoMS, 2008

The Non-Hodgkin Lymphoma Classification Project. Blood 1997; 89:3909—-3918.
Metter et al. J Clin Oncol 1985; 3: 25-38
Shustik et al. Annals of Oncology 22: 1164-1169, 2011



Contents lists available at ScienceDirect

Best Practice & Research Clinical Haematology

journal homepage: www.elsevier.com/flocate/beha

Management of untreated advanced stage follicular
lymphoma: Role of patient discernment

Jayadev Manikkam Umakanthan, Mathew A. Lunning’

Division of Hematology & Oncology, Fred & Pamela Buffert Cancer Center, University of Nebraska Medical Center, 986840, Nebraska
Medical Center, Gmaha, NE 68198-7680, United States

“(...) Paradigma de tratamento de LF Grau 3 (A ou B) deve incluir
antraciclicos.”
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L. Folicular - Manutencao

* Rituximab — ESTUDO PRIMA

 Salles G et al. (PRIMA — fase 3) Lancet, 2011;377:42-51
* Seymour et al. Blood 2013;122:509

 Salles G et al. Blood 2017 130:486; LF 1 linha 60-75 a
FCM/Manut s/ beneficio.

* 1.018 pacientes ; Vitolo et al. J Clin Oncol.
Q/ 2013;31:3351-33509.
e 1a linha = RP R-QT (CVP, CHOP ou FCM)

* RITUXIMABE 2/2 meses por 2 anos OU Placebo



SEGURANCA - MANUTENCAO COM RITUXIMABE

100 -

(0]
o
1

40 -

52
N l .
0 -

Pacientes (%)

Salles et al., JCO, 28 (15 suppl), #
8004, 2010

- Observacao (n = 508)
Rituximabe manutencao (n = 501)

23
m: ... ..

Qualquer evento Grau 22
adverso infeccoes

Graus 3/4 Graus 3/4  Graus 3/4
eventos adversos neutropenia infeccées



1.0
0.8
0.6
0.4
0.2

0

; sab

Atualizagéo 10 anos - PRIMA  sallesGetal. Blood 2017 130:486;

SIMILARES:
* SG em 10 anos 80%

* Transformacao histologica
* Resposta a segunda terapia similar (79% obs x 76%)

Obitos: 22. Neopl — na OBSERV. 4,7% e MANUT 1,2% > artigo n3o discute!

SOBREVIDA LIVRE DE
PROGRESSAO 3 anos

Observacao

I 82%
I
HR estrat=0.50 95% 1 o
C10.39; 0.64 ! 66%
p<.0001 I
|
v v } v
0 6 12 18 24 30 36
risco Tempo (meses)

Salles G et al. Lancet, 2011

SOBREV. LIVRE PROGRESSAO 6 anos

Rituximab maintenance

B
N
-
- -

-
- ¢ ¥
seNvGeSyL

Observation

P<.0001 John Francis Seymour et al. Blood 2013;122:509



L. Folicular - ESTUDO PRIMA Manutencao

COM MANUT. SEM
MANUT.
*Mediana SLP 10,5 anos 4,1 anos | P<0,0001 l

SLP 3 a 75% 58% p*

SLP 10 a 51% 35% P*

RC24 m 72% 529 p<0,0001
?Tempo p/ Nao alcang. 6,1 anos | P<0,0001 ]
(novo ttt

% s/ novo ttt 53% 41% P<0,001




JCOG0203 Trial
10 ANOS DE R-CHOP 12 LINHA
* Japao. Sem manut. com rituximabe. N=300 (2002 — 2007)

{R-CHOP 14 =21 p/ SG e SLP| SG =, mas[SLP inferior ao PRIMA em 10 anos.]

* Em relacao a literatura sem > 22 neoplasias.
SOBREVIDA GLOBAL

TRANSFORMAGAO PARA

v ALTO GRAU
: e E— T e e el = LITERATURA
‘| oz | pos-rituximabe

06
0.5
0.4
0.3 ¢
0.2 -

01 f
0.0 —" i A I 4 A A i i A i A J

[} 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 1§

Histologic Transformation (probabili

Cumulative Incidence Of

Years After Randomization (years) Time From Enrollment (years)



E MANUTENCAO COM RITUXIMABE POS RB?

* Rummel et al. ASH 2017 #483 - MAINTAIN Trial
6 RB+ 2R —> > RP: OBS X Manut. ¢/ Rituximabe por 2 x 4 anos
BENEFICIO DA MANUTENCAO:
* SLP 4 anos > 2 anos > observacao (historico)
* Manutenc¢ao 4 x 2 anos: HR 0,63 (37% menor chance DP)

* Manut x obs: HR 0,78 (22% menor chance DP)



MANUT. RITUX POS R- BENDA

Hill et al., # 2779 - ASH 2017
VIDA REAL

—>BENEFICIO se RP
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O GRANDE BENEFICIO DA MANUTENCAO E:
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\
REDUCAO DO RISCO DE TRANSFORMACAO EM LNH DE ALTO GRAU (HR 0,65) :
J

(*Wagner-Johnston et al,Lymphocare, Blood 2015)

« Taxa de transformacé&o: 2-3% ao ano (Link, JCO 2013)
« 20 a 30% ao longo da vida (até 45% - Kahl 2016)
* SG (2015) poés-transformacéo — 5 anos

« Dados histéricos SG 1-2 anos

N= 2.652 pacientes

Manutencao x Observacao:
HR, 0.67; 95% CI, 0.46-0.97

Probability of PFS

0.4

bt
]
L

0.0

el

Wagner-Johnston et al,Lymphocare, Blood 201513;126(7):851-7.

R-CVP e R-CHOP

*SLP em LF
transformado
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ULTIMO UPDATE....



IMPORTANCIA DO PET-CT AO FIM DA
INDUCAO

« ANALISE AGRUPADA —Rituximabe/QT para LF 12 linha:

* (PRIMA, FOLLOS e PET-Folliculaire)
e PET-CT feitos entre 62-79 dias (med. 69d) apds ultima dose de QT

/7 PETNEG PET +
(DEAUVILLE 1-3) (DEAUVILLE 4-5)
APOS INDUGCAO 83% 17%
PFS 4 anos 63% 23%. (mPFS 17 meses)
SG 4 anos A 97% y, 87%

I (HR 6,7 — P<0,0001) I‘/ Trotman et al. Lancet Haem. 2014 Oct;1(1):el17-27




A Progression-free survival according to PET scan score (cutoff =4)
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B Owverall survival according to PET scan score (outoff =4)
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Trotman et al. Lancet Haem. 2014 Oct;1(1).e17-27



PARA FINALIZAR...... LEMBRAR-SE SEMPRE:
O TRATAMENTO DO LINFOMA FOLICULAR E UMA
MARATONA, NAO UMA CORRIDA DE 100 METROS!!

* Obrigadal!

danileao10@gmail.com







* Freedman, Am J Hemat 2018
 Umakanthan et al. Best Pr Res
Clin Haem 31 (2018) 23e30

LINFOMA
FOLICULAR 1a.

LINHA

ESTADIO PRECOCE I/l ESTADIO AVANCADO
1-X, N1/1V

PEQUENA CARGA GRANDE CARGA
TUMORAL TUMORAL PEQUENA CARGA GRANDE CARGA
TUMORAL

TUMORAL

RADIO-  RITUXI ~ WATCH R-QT RQT
TERAPIA  MABE & WAIT WATCH RITUXI
G-QT G-aT

4X & WAIT MABE

l MANUTENCAO I MANUTENCAO R
R OU G (=RP) OU G (=RP)



KAHL &
Relapsed follicular lymphoma
T - YOUNG;
Rapidly growing nodes, elevated LDH, extranodal involvement BLOOD
No | YVes 2016
I
Biopsy
I I I | I
Low tumor burden High tumor burden — FL Transformed
|
D v
MNo Yes

I
— Remission length < 2 yrs Hamnnlangﬂ'lz-zym




