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Cikar catismasi beyani

= Danisma kurulu: Amgen, Sanofi, Roche, Jazz, Celgene, Terumo

= Ucretli konusma: Amgen, Roche, Sanofi, Jazz, BMS, Novartis,
Astellas

» Bilimsel arastirma destegi: Alexion



Tip | ve Tip Il Antikorlar

Tip | ve Tip Il CD20 baglanma modeli
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Tip I:
inter-tetramerik baglanma
or: rituksimab

Tip II:
intra-tetramerik baglanma
or: obinutuzumab

CD20 clustering, optimal
Fc presentation for effectors Actin signaling, homotypic adhesion

Potent CDC Lysosomal cell death

Niederfellner G, et al. Blood 2011; 118:358-367. Cragg MS. Blood 2011; 118:219-220



Tip Il Antikor : Obinutuzumab

Tip 1l
anti-CD20 mAb?2

Artmig direkt hiicre
6liimii ?

1. Niederfellner G, et al. Blood 2011; 118:358-367
2. Mossner E, et al. Blood 2010; 115:4393-4402
3. Herter S, et al. Blood 2010; 116:Abstract 3925.
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Overall Survival Benefit in Patients With Rituximab-
Refractory Indolent Non-Hodgkin Lymphoma Who Received
Obinutuzumab Plus Bendamustine Induction and

Obinutuzumab Maintenance in the GADOLIN Study

Bruce D. Cheson, Neil Chua, Jiri Mayer, Greg Dueck, Marek Trnény, Kamal Bouabdallah, Nathan Fowler, Vincent
Delwail, Oliver Press,T Gilles Salles, John G. Gribben, Anne Lennard, Pieternella J. Lugtenburg, Giinter
Fingerle-Rowson, Federico Mattiello, Andrea Knapp, and Laurie H. Sehn

J Clin Oncol 2018; 36: 2259



Acik etiketli, randomize, faz-3 calisma
14 Ulke, 83 merkez

v'2 18 yas

v'CD20* R direncgli INHL

vECOG 0-2

v'BT: 2 1.5 cm. uzun c¢api olan en az bir lezyon

v'Lenfoma igin tedavi almis olmak (en fazla 4 KT igeren rejim)

Direng tanimi

v'R iceren monoterapi ya da kombinasyon kemoterapisine yanitsiz
ya da tedavi altinda progresyon
v IndUksiyon/idame R son dozundan sonra < 6 ay icinde progresyon




Calisma tasarimi

Randomizasyon
1:1

indiiksiyon Idame*

G-B
B 90mg/m?1V (D1, D2, C1-C6) ve
G 1000mg IV (D1, D8, D15, C1;
D1, C2-6), 28 giin

G

G 1000mg IV 2 ayda bir
2 yil

B Veri kesim tarihi
B 120mg/m2 IV (D1, D2, C1-C6), .
1 Nisan 2016

28 giin



ITT Population, No. (%) Patients With FL, No. (%)

End Point G-B B Monotherapy G-B B Monotherapy
No. of patients 204 209 164 171
Median observation time*, months (range) 34.0 (0.4-65.9) 30.0 (0.0-65.1) 32.6 (0.4-65.9) 29.3 (0.0-65.1)
PFS assessed by investigator
Events 115 (56.4) 146 (69.9) 93 (66.7) 125 (73.1)
Median (95% CL), months 25.8 (19.5, 41.1) 14.1 (12.6, 16.0) 253 (17.4, 36.0) 14.0 (11.3, 15.3)
HR (95% CL, stratifiedt log-rank P value) 0.57 (0.44, 0.73); P < .001 0.52 (0.39, 0.69); P < .001
0S
Events 52 (25.9) 73 (34.9) 39 (23.8) 64 (37.4)
Median (95% CL), months NE NE (48.2, NE) NE 53.9 (40.9, NE)
HR (95% CL, stratifiedt log-rank P value) 0.67 (0.47, 0.96); P= .0269 0.58 (0.39, 0.86): P = .0061
Time to start of new antilymphoma treatment
Events 100 (49.0) 139 (66.5) 82 (50.0) 121 (70.8)
Median (95% CL), months 40.8 (28.3, NE) 19.4 (16.2, 24.3) 33.6 (25.3, NE) 18.0 (15.4, 21.3)
HR (95% CL, stratified analysis)* 0.59 (0.45, 0.77) 0.57 (0.43, 0.75)
End of induction response (IRC)8
Overall response rate (complete or partial response) 136 of 204 (66.7) 134 of 208 (64.4) 111 of 164 (67.7) 111 of 170 (65.3)
Percentage difference (95% CL, stratified Pvalue by 2.24 (—7.20, 11.69); P= .83 2.39 (—8.07, 12.85); P=.70

Cochran-Mantel-Haenszel test 1)

Abbreviations: B, bendamustine; CL, confidence limit; FL, follicular ymphoma; G, obinutuzumab; HR, hazard ratio; IRC, independent review committee; ITT, intention-
to-treat; NE, not estimated; OS, overall survival, PFS, progression-free survival.

*Time from random assignment date until last date known to be alive.

tStratification factors were indolent non-Hodgkin lymphoma subtype (follicular v other; ITT population only), refractory type (rituximab monotherapy v rituximab plus
chemotherapy), and prior therapies (two or fewer v more than two).

¥Exploratory analyses only; no P values calculated.

8Patients who had an end-of-induction response assessment or withdrew prematurely.

J Clin Oncol 2018; 36: 2259



G-B, B,
n=204 n=209

Pts with event,
n (%) 115 (56.4) 146 (69.9)

Median PFS (95% Cl), 25.8 14.1
mo (19.5, 41.1) (12.6, 16.0)

HR (95% Cl), 0.57 (0.44, 0.73),
p-value* p<0.0001

= B (n = 209)
G-B (n = 204)
+ Censored

6 12 18 24 30 36 42
Time (months)

No. at risk:
B 209 170 106 63 47 29 23 16
G-B 204 175 135 88 64 50 33

J Clin Oncol 2018; 36: 2259



— B (n=171)

G-B (n = 164)

+ Censored

Medyan PFS (ay)
(%95 GA)

Benda G-Benda
(n=171) (n=164)

14.0 ay 25,3 ay
(11.3,15.3) | (17.4,36.0)

HR (%95 GA)
p degeri*

0.52
(0.39, 0.69); p < 0.001

6 12

No. at risk:
B 171 141

G-B 164 138

24

30

36

Time (months)

32
67

18
49

15
40

42
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— B (n = 209)
G-B (n = 204)

+ Censored

0 6 12 18 24 30 36 42
Time (months)

No. at risk:
B 209 190 166 149 126 105 81 63

G-B 204 186 175 159 141 118 89 70

J Clin Oncol 2018; 36: 2259




G-Benda

— B (n=171) =
Medyan OS 53,9 Ulasiimadi
G-B (n = 164) (%95 GA) (40.9-NR) | (NR-NR)

-4 Censored HR (%95 GA) 0,58
p degeri (0,39-0,86), p=0,0061

0O 6 12 18 24 30 36 42 48 54 60 66
Time (months)

171 159 137 122 103 84 65 49 13 7
164 147 141 129 111 90 71 20 12

J Clin Oncol 2018; 36: 2259



- B (n = 209)
G-B (nh = 204)

+ Censored
1 1 1 1 1 1 1

0 6 12 18 24 30 36 42
Time (months)

No. at risk:
B 209 178 133 100 74 59 42 33
G-B 204 179 147 122 50

J Clin Oncol 2018; 36: 2259



Benda G-Benda
(n=171) (n=164)

Medyan TTNT, (ay) 18,0 33,6
(%95 GA) (15,4-21,3) | (253-NR)

0,57
(0,43-0,75)

HR (%95 GA)

— B (n=171)
G-B (n = 164)

+ Censored

0 6 12 24 30 36 42
Time (months)

No. at risk:
B 171 147 107 55 43 31 22

G-B 164 141 117 84 66 51 37

J Clin Oncol 2018; 36: 2259




Baseline factors Total n Events 1l-yearKM n Events 1l-year KM HR* 95% Wald
rate rate
_I- e Lol e Lo Lo Lo
Male 189 70.455 57.145 0.55 0.38,0.79
Female 146 73 40 66.828 73 56 53.183 0.53 0.35,0.80
Bulky disease at | Yes 113 | 53 32 68.116 60 55.336 0.63 | 0.40,1.01
baseline (=6¢cm) 220 |111 61 69.061 | 109 55.503 0.50 | 0.36,0.71
B symptoms (21) Yes 49 21 14 66.667 28 55.632 0.75 0.38,1.49
at baseline No 283 142 79 68.841 141 55.739 0.51 0.38,0.69
Double- 266 |129 77 66.922 | 137 51.455 0.56 | 0.41,0.75
refractory status 69 35 16 75.758 34 74.121 0.48 | 0.25,0.95
ECOG PS at 318 156 70.404 162 55.928 0.53 0.40,0.70
baseline 15 8 37.500 7 51.429 1.00 0.32,3.13
Refractory to R monotherapy 67 AS) 10 77.579 42 68.147 70.427 0.37 0.17,0.79
R-chemo induction 122 57 35 71.125 65 51.790 55.923 0.51 0.33,0.80
R-maintenance after 142 79 47 65.050 63 52.205 53.503 0.60 0.40,0.90
(immuno-)

chemotherapy induction

Favors G-B Favors B

=
—

—]
—]




Yan etkiler

Table 3. AEs by Treatment Phase (Safety Population)

Post-Treatment Follow-Upt, No. (%)

Overall Study*, No. (%) Induction, No. (%) Maintenance, No. (%) After Induction
AE G-B B Mono G-B B Mono G After Maintenance  After G-B  After B Mono

No. of patients 204 203 204 205 158 146 42 191
No. of events 3,187 2,565 2,219 2,242 177 177 14 334
Patients with at least one

AE 202 (99.0) 200 (98.5) 199 (97.5) 201 (98.0) 126 (79.7) 63 (43.2) 5(11.9) 104 (54.5)

Grade 3-5 AE 148 (72.5) 133 (66.5) 113 (65.4) 108 (52.7) b3 (33.5) 38 (26.0) 5 (11.9) 50 (26.2)

Grade 5 AE (fatal) 16 (7.8)% 3 (6.4)F 3(1.5)% b (2.4)% 1(0.6)% 916.2) 3 (7.1) 8 (4.2)

SAE 89 (43.6) 75(36.9)  58(284)  45(22.0) 26 (16.5) 25 (17.1) 5 (11.9) 36 (18.8)

AE that led to withdrawal 41 (20.1)  35(17.2)  29(14.2)  35(17.1) 13 (8.2) 0 0 0

of any treatment
AE that led to any study 102 (50.0) 86 (42.4) 86 (422) 87 (42.4) 32 (20.3) 0 0 0

drug modification

J Clin Oncol 2018; 36: 2259



Benzer Guvenlilik Profili
(INHL)

100.0%

90.0%

80.0%
67.0%

70.0%

60.0%

50.0% " Benda

® G-Benda

15.7% 18.0%

21 CAO 21 herhangi bir tedavinin 21 doz degisikligine yol agan AO 21 derece 3—4 AO Oliime yol agan AO
birakilmasina yol agan AO

AO, advers olay; Benda, bendamustin; iNHL, indolent Hodgkin

disi lenfoma Sehn L, et al. Lancet Oncol 2016;17:1081-93; Sehn L, et al. ASCO May/June 2015. Oral presentation
Sehn L, et al. EHA June 2015. Poster presentation; Cheson B, et al. ICML June 2015. Oral presentation



FL: MRD-negatif yanit

Periferik kanda indiiksiyon ortasi (5. siklus 1. giin) ve indiiksiyon bitiminden 6 ay
sonra MRD analizi *!

100
82%
77t (42/51)
80 (30/39)
S
= 00 43
© 40
g (10/25) (18/42)
@ 40
I
20
0
B G-B B G-B
Induiksiyon ortasi Induksiyon sonrasi 6. ay
) . Pott C, et al. Blood 2015;126:3978
*MRD was analyzed by t(14;18) and/or Ig variable domain allele-specific RQ-PCR in patients with a clonal marker detectable at screening in PB or BM by

consensus PCR and defined as negative if RQ-PCR and subsequent nested PCR produced a negative result; Tp<0.0029 vs B arm; p=0.0001 vs B arm

19



FL: MRD-PFS lligkisi
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1. Pott C, et al. Blood 2015;126:3978



GADOLIN Calisma Ozeti

G+Benda ile Benda'ya kiyasla

v'Daha Uzun Genel Sagkalim
v"Daha Uzun Progresyonsuz Sagkalim (+11,3 ay)

v'Daha Uzun Bir Sonraki Tedaviye Kadar Gecen Siire (+15,6
ay)



GAZYVA Folikuler Lenfoma Endikasyonu

- Rituksimab ile birlikte kemoterapi uygulanmig folikuler lenfoma olgularinda
yanitsizlik veya nuks gelismesi durumunda bendamustin ile kombine
kullanimda endikedir (yalnizca induksiyonda)

- Ik niikste kullanilabilir.



GAZYVA Premedikasyon

1. SIKLUS:
1 ve 2. gunler

Premedikasyon

INFUZYONDAN 60 DAKIKA
ONCESINE KADAR
Intravenoz kortikosteroid

ny

iNFUZYONDAN 30 DAKIKA
ONCESINE KADAR
Antihistaminik ilag

INFUZYONDAN 30 DAKIKA
ONCESINE KADAR
Analjezik/Antipiretik

SONRAKI INFUZYONLAR

Onceki inflizyonla Onceki inflizyonla Grade 3

Grade 1-2 (hafif-orta | (siddetli) IRR gdrillen ya da

siddette) IRR goriilen | yeni tedavi dncesi lenfosit sayisi
: bir >25x10/1 olan hastalar




Early Relapse of Follicular Lymphoma After Rituximab Plus
Cyclophosphamide, Doxorubicin, Vincristine, and
Prednisone Defines Patients at High Risk for Death: An

Amnalysis From the National LymphoCare Study

Evaluable patients in NLCS with newly diagnosed FL

(N =2,655)
Stage I, I, IV Stage | or unknown
(n=2,168) (n =487)
Watchful waiting R-CVP R-Flu Other treatment First-line R-CHOP
(n =388) (n = 280) (n =208) (n=703) (n =588)*
Early POD: Reference Group: Excluded
Relapse within 2 No relapse or death Lost to follow up (n = 46)
years of diagnosis within 2 years Death without POD (n = 12)
(n=110) of diagnosis within 2 years of

(n =420) diagnosis

Casulo C. J Clin Oncol 2015; 33: 2516-22



llk 24 ayda progresyon koétii prognoz ile iligkili
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== Early POD
Reference

12 24 36 48 60 72 84
Time From Risk-Defining Events (months)

No. at risk

Early POD 110 82 66 b6 50 42 32 14
Reference 420 408 387 363 344 253 145 34

Casulo C. J Clin Oncol 2015; 33: 2516-22



Randomized Phase II Trial Comparing Obinutuzumab
(GA101) With Rituximab in Patients With Relapsed CD20 "

Indolent B-Cell Non-Hodgkin Lymphoma: Final Analysis of
the GAUSS Study

1.0
“©
=
— 0.8 -
—1
w —
—
> -2 0.6-
I—l— | —
é g— 3+ + P=.74
% = 0.4 4 Randomized treatment T llk basamakta R iceren bir rejime yanith FL
g — == Obinutuzumab L hastalarinda niiks aninda R, G kadar etkili
P Rituximab
= 0.24
— Hazard ratio = 0.93
O (95% CI, 0.60 to 1.44)
0] 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time (months)
No. at risk

Obinutuzumab 74 62 56 47 42 39 31 30 28 27 19 15 7 3 0 .
Rituximab 75 63 56 50 41 39 34 34 29 27 10 8 5 1 0 Sehn LH. J Clin Oncol 2015; 33: 3467-74




Bendamustine plus rituximab versus fludarabine plus
rituximab for patients with relapsed indolent and
mantle-cell lymphomas: a multicentre, randomised,

open-label, non-inferiority phase 3 trial

A Follicular lymphoma

100

Progression-free survival (%)

—— B-R: n=114, 75 events, median 34-2 months (95% Cl 23.5-52.7)
—— F-R: n=105, 86 events, median 11-7 months (95% Cl 8-0-16-1)

Log-rank test: p<0-0001
ITT

Number at risk
B-R 114
F-R 105

12

87
49

65
36

T T | T T T T 1
36 48 60 72 84 96 108 12C

Time (months)

48 43 35 29 22 13 8 2
26 21 15 10 7 5 4 0

100 -

80

Progression-free survival (%)

20

Number at risk
B-R
F-R

604

40-

—— B-R: n=58, 35 events, median 54-5 months (95% Cl 23-0-not reached)
—— F-R: n=53, 40 events, median 22-9 months (95% Cl 11.7-32-3)
Log-rank test: p=0-01

N

0
0

58
53

12

48
31

| | 1
24 36 48 60 72 84 96 108 120 132

28 32 29 23 18 12 8 6 1 0
24 16 14 10 7 6 5 4 0 0

Rummel M. Lancet Oncol 2015; 17: 57-66




100 —

30

60

404

Overall survival (%)

20 =

—— B-R: n=114, 55 events, median 109-7 months (95% Cl 50-2-not reached)
—— F-R: n=105, 71 events, median 49-1 months (95% Cl 36-2-59-0)
Log-rank test: p=0-012 ITT

Number at risk
B-R 114
F-R 10§

12

100
37

24

34
73

| I

36 483 60 /2 34 96 108 120
Time (months)

/5 67 57 43 40 26 16 3

64 50 37 30 25 18 10 1

Rummel M. Lancet Oncol 2015; 17: 57-66



Rituximab Viaintenance for thhe Treatment
of Patients With Follicular Lymphoma: An
Updated Systematic Revievw and Vieta-
analysis of Ranmndomized Trials

Study or Subgroup log[HR] SE Weight HR (95% CI) HR (95% CI)
Maintenance in first remission

Ardeshna 2010 0.19 0.61 2.7% 1.21 (0.37 to 4.00) -

Hochster 2007 1.5067 1.155 0.8% 4.51(0.47 to 43.40) = >
Hochster 2009 -0.51 0.3537 8.1% 0.60 (0.30 to 1.20) L

Martinelli 2010 0.073 0.5775 3.0% 1.08 (0.35 to 3.34) =

Salles 2010 -0.14 0.27 13.8% 0.87 (0.51 to 1.48) - =

Subtotal (95% CI) 28.4% 0.86 (0.60 to 1.25) -‘*

Heterogeneity: Chi* = 3.55,df =4 (P = .47); I = 0%
Test for overall effect: Z=0.78 (P = .44)

Maintenance for relapsed or refractory lymphoma

Forstpointner 2006 -0.72 0.5 4.0%  0.49 (0.18 to 1.30) -
Hainsworth 2005 -0.1526 0.2819 12.7%  0.86 (0.49 to 1.49) —
Martinelli 2010 -0.624 0.304 10.9%  0.54 (0.30 to 0.97) — =
Pettengell 2010 -0.13 0.25 16.1%  0.88 (0.54 to 1.43) — =
van Qers 2010 -0.36 0.19 27.9% 0.70 (0.48 to 1.01) —
Subtotal (95% CI) 71.6%  0.72 (0.57 to 0.91) <

Heterogeneity: Chi? = 2.60, df =4 (P = .63); 7= 0%
Test for overall effect: £ = 2.80 (P = .005)

Any treatment line

Witzens-Harig 2010 Mo deaths Mo deaths Mot estimable

occured occured
Subtotal (95% CI) MNot estimable

Heterogeneity: Mot applicable
Test for overall effect: Mot applicable

Total (95% CI) 100.0% 0.76 (0.62 to 0.92) &
. . £ = - = . 2 —_ o L 1 1 1 1 ]
Hoteragenaty O - 005, 1= ¢ - 05~ 0% bids s 13 4
- ' ' Favors MR Favors control Vidal L. J Natl Cancer Inst 2011; 103: 1799-806

Test for subgroup differences: Chiz = 0.69, df =1 (P = .41), I? = 0%



AUGMENT: A Phase Ill Study of Lenalidomide Plus
Rituximab Versus Placebo Plus Rituximab iIn
Relapsed or Refractory Indolent Lymphoma

Lenalidomide
20 mg/glin 1-21/28 Lenalidomide
+ Rituximab 20 mg/glin 1-21/28
375 mg/m2 D1, 8, 15, 22 (1. siklus) (7 siklus)
D2 (2-5. siklus)

R/R FL (grade 1, 2, /
3a) veya MZL

(n = 358) \
%82 FL, %18 MZL

Plasebo
20 mg/day 1-21/28 Plasebo

+ Rituximab 20 mg/day 1-21/28
375 mg/m2 D1, 8, 15, 22 (1. siklus) (7 siklus)
D2 (2-5. siklus)

Leonard JP. J Clin Oncol 2019:; 37: 1188-99



1.0
0.9
0.8
0.7

0.6
0.5

0.4
0.3
0.2

PFS (probability)

0.1

No. at risk:
Lenalidomide + rituximab
Placebo + rituximab

R? (n=178) R-P (n=180)

Medyan PFS, (ay) 394 14.1
- (%95 GA) (22.9-NR) (11.4-16.7)
" 7
- * HR (%95 GA) 0,46
g (0.34-0.62)
e
— 1
— . -5-ﬁ
Lenalidomide + rituximab
- ¥ et - =t
I--..._‘l- L ' "
i -“t"--'ll-l-l--q-
- "'""L----l'-l. Placebo + rituximab
e & ===
Hazard ratio for progression or death 0.46 (95% CI, 0.34 to 0.62)
4 P<0.0001
1 | 1 1 1 1 1 1
0 6 12 18 24 30 36 42 48
Time Since Random Assignment (months)
178 148 124 91 59 39 20 7 0
180 132 92 58 40 26 10 4 0

Leonard JP. J Clin Oncol 2019:; 37: 1188-99



1.0
0.9

0.8 S

0.7

0.5
0.4
0.3
0.2
0.1

0S (probability)

No. at risk:
Lenalidomide + rituximab
Placebo + rituximab

0.6 -

Mﬁe plus rituximab group
7 +""-"l'l'l|- it i

B TP

Placebo plus rituximab group
7 2 yilhk tahmini sagkalim: %93 vs %87
- Hazard ratio for death, 0.61 (95% CI, 0.33 to 1.13)
0 6 12 18 24 30 36 42 48 54
Time Since Random Assignment (months)

178 167 155 143 122 80 44 15 1 0
180 176 167 145 116 79 40 14 3 0

Leonard JP. J Clin Oncol 2019:; 37: 1188-99



Lenalidomide + rituximab Placebo + rituximalb

Subgroup a T /SN HR (95%. CI)
Owerall —a— 68/178 115/180 0.46 (0.24 to 0.62)
Rituximab naiwve

wes k - 1 10/26 17/30 0.40 (0.18 to 0.89)

MNo —a— 58/152 98/150 047 (0.24 to 0.66)
Age category, vears

- 65 —a— I9/96 &66/107 0.49 (0.22 to 0.732)

= 65 —a— 29,/82 A9 T3 0.432 (0.27 to 0.68)
Time since last antilymphoma therapwy, vears

= 2 —a— 36/89 62,/92 0.45 (030 to 0.69)

= 2 —a— 22/89 53/88 0.4948 (0.21 to 0.75)
Sex

MNen —a— 34,75 &65/97 0.56 (0.37 to 0.85)

WWWormen —a— 34/1032 50/83 0.42 (0.27 to 0.65)
Race

VWhite —a— 45/118 TS5 0.52 (0.27 to O.77)

Other races —a— 21/54 41,64 040 (0.23 to 0.67)
Region

United states —a— 4,23 o117 0.25 (0.08 to 0.83)

Europe —a— I5/81 54/849 0.60 (0.29 to 0.917)

Other —a— 2974 52/79 0.329 (0.25 to 0.62)
MNo. of prior systemic antilymphoma regimens

1 —a— 25/102 s58/97 0,496 (0.21 to O.71)

= 1 —a— 2376 57/83 047 (0.21 to O0.732)
Aann Arbor stage at enrollment

1-2 ; - 1 12/417 26/56 0.680 (0.20 to 1.20)

3-4 a1 56/137 s89/124 0.40 (0.28 to 0.56)
Prior rituxirnmab containing chemotherapy regimean

wes —a— 54,1320 85/129 0.52 (0.27 to 0.74)

MNo —a— 14/48 20/51 0.217 (0.16 to 0.59)
Refractory to last prior regimen

wes — 13/30 22/26 0.20 {(0.09 to 0.44)

MNo —a— 55/148 9z/154 0.50 (0.26 to 0.70)
High tumor burden ({GELF)

wes a— 40,9T 61/86 0.40 (0.27 to 0.61)

MNo —a— 28/81 59/94 0.50 (0.22 to 0.79)
Chemoresistant

wes H&»— o/25 21/26 0.18 (0.07 to 0.45)

MNo —a— 59/1532 94,154 0.517 (0O.27 to 0.71)
Unfit for chemotherapw

Yeas —a— 21/54 321/49 0.54 (0.21 to 0.94)

MNo —a— a4TFF124 84,1321 0.4944 (0.21 to 0.63)
Disease histology

Follicular Iymphorma Ha— S5/ 147 9Q9/148 0. 40 (0.29 to 0.56)

Marginal zone Iymphoma [ , i 12/321 16/32 T1.00 (0. 47 to 2.13)

Leonard JP. J Clin Oncol 2019:; 37: 1188-99



En az 2 sira tedavi almis R/R FL: FDA onayl oral
PI3K inhibitorleri -1

Idelalisib

vfaz-2

v'125 erigkin iNHL (%58 FL)

v'Oncesinde medyan 4 dize tedavi

vORR: %57 (%6 CR)

v'"Medyan PFS: 11 ay

v'"Medyan OS: 20 ay

Gopal AK. N Engl J Med 2014, 370: 1008



En az 2 sira tedavi almis R/R FL: FDA onayl oral
PI3K inhibitorleri -2

Copanlisib

vfaz-2

v'142 eriskin iNHL (104 FL)

v'Oncesinde medyan 3 dize tedavi

v ORR: %59 (%12 CR)

v'"Medyan PFS: 23 ay

v'1 yilhk OS: %80

Dreyling M. J Clin Oncol 2017; 35: 3898



En az 2 sira tedavi almis R/R FL: FDA onayl oral
PI3K inhibitorleri -3

Duvelisib

vfaz-2

v 83 FL

v' R+KT veya RIT direncli

v ORR: %42 (%1.2 CR)

v'"Medyan PFS: 9.5 ay

v'"Medyan OS: 28.9 ay

Flinn IW. J Clin Oncol 2019:; 37: 912



Biopsy to confirm relapse and evaluate
for histologic transformation *

Relapse confirmed. Histologic
no histologic transforrmation transformation confirmed
w w

Are any of the following indications for treatment present?:
= Local symptoms due to progressive or bulky modal disease

Cytopenias due to extensive bone marrow infilbration, autocimmune
hemolytic anemia or thrombococytopenia. or hypersplenism
An increase in disease tempo

= Compromise of normal organ function due to progressive or bulky disease

= Presence of systemic B symptoms (ie. fevers, weight loss, night sweats) Treat for histologic
= Presence of symptomatic extranodal disease (eg, effusions) transformation 1
-

Yes

¥

= Progression within

= Progression within

treatment with BR.,

Is there "early treatment failure™?

249 months of initial
R-CHOP, or R-CWVP
12 months of initial

treatment with single agent rituximab?

Observation{

L]
Yes

¥

No

¥

Options include 8:

= Chemoimmunotherapy
Candidate for HCT? < = Nowel agents
= Single agent rituximalb
- RIT
1
! 1
Yes No
v W
T Iy ——.. » Serial treatment with
ey nowvel agents and/or RIT

CR No CR

A4 v

Options indude < :

Consider high d":'_ge for autologous HCT in CR
chemotherapy with - RIT

tol T +
= < H ¢ =) = Allogensic HCT
- -T therapy (on trial)

= Serial nowvel agents with plan




-
iy ew
-

ST

R o

=

» i oty

#
o
RITTITIE T



Withdrew from
induction
AE
PD
Physician decision
Patient decision
Death

Withdrew from
maintenance

AE
PD
Physician decision
Patient decision
Death
Other

Randomly assigned
(N =413)

I_l_l

G-B
(n = 204)

Started induction
(n =204)

Completed induction
{n = 169)

Started
maintenance
(n = 158)%

(n =84)

(n=13)
{n =57)
(n=3)
(n=3)
(n=3)
(n=5)

Completed
maintenance
(n = 64)

Started follow-up
(n=189)9

B monotherapy*
(n=209)t

Started induction
(n=206)%

Withdrew from
induction

AE
PD
Physician decision
Patient decision
Death
Other

Completed induction
{n =143)

Started
maintenance
(n=2)]

Completed
maintenance
(n=0)

Started follow-up
(n=192)9

{n =60)

(n=33)
(n=15)
(n=1)
(n=8)
(n=2)
(n="1)

J Clin Oncol 2018; 36: 2259



