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NHL amo B-kuttapa: Tavopnon
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CLL/SLL

FOLLICULAR
LYMPHOMA

m Diffuse large B-cell 37%
m Follicular 29%
MALT lymphoma 9%

Mantie cell ymphoma 7%

m CLL/SLL 12%

m Primary med large B-cell 3%
m High Grade B, NOS 2.5%

' Burkitt 0.8%

m Splenic marginal zone 0.9%
m Nodal marginal zone 2%

Lymphoplasmacytic 1.4%
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XAN: pehetn GENUINE

2tnV KAWLKN peAetn ¢aonc Il GENUINE peAetnOnke n

xopnynon tn¢ Bpoutwvifnc == oUUIMALTOUELUAUTTN, EVOC
Kalvotopou avtl-CD20 povokAWVLKOU OVTLOWLOTOC

Stratified by prior
lines of therapy

Pts with R/R CLL with
measurable disease;
confirmed del(17p),

del(11q), and/or TP53

mut; ECOG PS 0-2; no hx

of transformation of CLL;

no prior BTK inhibitor Ibrutinib 420 mg QD
(N =126) (n=62)
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XAN: pehetn GENUINE - avtamokploelg

ORR in Treated Population

MRD Negativity (PB
100 - P < .001 J y (PB)

*Pts enrolled > 4 mos before data cutoff
included in pts evaluable for MRD.

ORR (%)

Ublituximab + Ibrutinib
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XAA: uehétn GENUINE - PFS

IRC-Assessed PFS
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HR: 0.599 (95% Cl: 0.216-1.443; COX P = .229)
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XAN: pehetn GENUINE - to€ikotnta

AEs Occurring in Ublituximab + Ibrutinib

2 10% of Pts in Either Ibrutinib (n =58)
Arm, % (n =59)

Any Grade Any Grade 3/4
Grade 3/4 Grade

Infusion reaction 54 5 -- --
Diarrhea 42 3 40 3
Fatigue 27 -- 33 2
Insomnia 24 -- 10 2
Nausea 22 -- 21 2
Headache 20 -- 28 2
Arthralgia 19 2 17 --
Cough 19 -- 24 --
Abdominal pain 15 -- 9 --
Stomatitis 15 2 9 2
il:]?ep;irorr(]aspiratory 15 B 12 5
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Idelalisib or placebo in combination with bendamustine and 3 ®
rituximab in patients with relapsed or refractory chronic
lymphocytic leukaemia: interim results from a phase 3,

= 2 z Lancet Oncod 2017
randomised, double-blind, placebo-controlled trial
Andrew DZelenetz, Jacqueline C Bamrientos, Jennifer R Brown, Berrand Coiffier, Julio Delgado, Mikios Eqyed, Paolo Ghia, Arpdd lllés,
Wojciech Jurczak, PaulaMarlton, Marco Montillo, Franck Marschhauser, Alexander S Pristupa, Tadeusz Robak, Jeff P Sharman, David Simpson,
Lukd3 Smolej, Eugen Tausch, Adeboye HAdewaye, Lyndah K Dreiling, Yeonhee Kim, Stephan Stilgenbaver, Peter Hillmen
(A)
100 4 <L fdelalisib L Placedo
Medisa PFS (mo) 208(166,264) 111(89.11°1)
Harard Ratio (95% CI) 0-33(0°25,0'4)
540 patients assessed for efigibility 2 80 Pralue <0.0001
;J' Median follow. up time = 14 mosths
o
124 not eligible :3: 60-
97 did not meet inclusion criteria c
12 withdrew consent o
5 physician decision = 404
— 4 denied by insurer _'§
3 died before randomisation =
2 sponsor decision &
1 opted for another study 204
)
A 4
416 patients randomly assigned* 0 T r T r v T
0 6 12 18 24 30 36
¢ ¢ Time (Months)
N at risk (events)
207 assigned to idelalisib inAadditJ’on 209 assigned to placebo in addition Idelalisib + BR 207(0)  136(25) 118(34)  40(73) 18(79) 3(83) 1(84)
W bemm"slme PAS fumTan w be"dam"sl"m’“"s"“'mab Placeba + BR 2000) 146(46)  63(118) 16(138) 2(148) 0(149)  0(149)
N patients ceasored
Idelalisib + BR 0 26 35 94 110 121 122
Placebo « BR 0 17 28 &5 59 ol 60
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Idelalisib or placebo in combination with bendamustine and 3 ®
rituximab in patients with relapsed or refractory chronic
lymphocytic leukaemia: interim results from a phase 3,
randomised, double-blind, placebo-controlled trial

Lamcet Oncad 2017

Andrew DZelenetz, Jacqueline C Bamrientos, Jennifer R Brown, Berrand Coiffier, Julio Delgado, Mikios Eqyed, Paolo Ghia, Arpdd lllés,
Wojciech Jurczak, PaulaMarlton, Marco Montillo, Franck Marschhauser, Alexander S Pristupa, Tadeusz Robak, Jeff P Sharman, David Simpson,
Lukd3 Smolej, Eugen Tausch, Adeboye HAdewaye, Lyndah K Dreiling, Yeonhee Kim, Stephan Stilgenbaver, Peter Hillmen

Idelalisib, bendamustine, Placebo, bendamustine,

and rituximab and rituximab
d e I 1 7 p Median progression-free 11.3 (95% Cl 8-8-16-6) 8.3(95% (155-8-5)
1004 survival (months)
HR 0-47 (95% (1 0-31-072) p<0-0001
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£
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2
c 60+
2
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g 40
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o
20—
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0 I I 1 1 1 1
0 6 12 18 24 30 26
Time (months)
Number at risk (events)
Idelalisib, bendamusting, 63 (0) 45(14) 28(31) 9(29) 4(40) 1(41) 1(41
and rituximab 68 (0) 35(23) 10(44) 4(48) 1{(50) 0(51) 0(s1
Number of patients
(censored)
Placebo, bendamustine, © 6 10 21 25 27 27
andrituximab O 10 14 16 17 17 7
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Idelalisib or placebo in combination with bendamustineand 3 ®

rituximab in patients with relapsed or refractory chronic
lymphocytic leukaemia: interim results from a phase 3,

CroeeMark

i : . Lancet Oncal 2017
randomised, double-blind, placebo-controlled trial
Andrew DZelenetz, Jacqueline C Bamrientos, Jennifer R Brown, Berrand Coiffier, Julio Delgado, Mikios Eqyed, Paolo Ghia, Arpdd lllés,
Wojciech Jurczak, PaulaMarlton, Marco Montillo, Franck Marschhauser, Alexander S Pristupa, Tadeusz Robak, Jeff P Sharman, David Simpson,
Lukd3 Smolej, Eugen Tausch, Adeboye HAdewaye, Lyndah K Dreiling, Yeonhee Kim, Stephan Stilgenbaver, Peter Hillmen
100 -
~ 801 Idelathily Placebo Favors Favors O Hazaed mtlo
3 08 08 ldolisib  Phacobo (95 CI)
=~ Pationts  Patients with | Patents Patients with —
8 Events Events i
60 - Overall 201 " 209 L] — 0.62 (042, 0.92)
Come
o) 17p delotion ] 18 0 20 s 0.72 (036, 1.42)
= No 17 deletion 16 2 1% 30 - 0.6% (040, 1.06)
= X TP Refractary 0 18 s 20 —a—s 0.50 (0.42, 1.82)
= 401 —- Idelalisib - Placede Relapsed 13 2 m 30 ~-i 0.60 (0.36, 0.99)
2 IgHV matated 1 o 36 " . 0.4% (0%, 1.30)
dc_i__ No. of deaths (%) 43020'8) £9(28-2) IgHV unsmiated 17 ] 173 18 —8— 0I5 (047, 1.12)
A L .
50  Medina0s gmo) NRORNR)  S1-6(21-4.NR) del(17p) TPS3 either w 28 08 3 -y 061 (036, 103)
dol(17p) TP neither 134 18 " 2 —a~4 0.65 (036, 1 18)
Hazard Ratio (95% CT) 0:62 (0-42,0-92) Male 160 3 156 i —o—-! 0.69 (044, 1.106)
P valoe (stratified) 0-031 Female 7 10 A I8 _‘.—:— 061(028 13
0 Age <68 y R]] u 1o 0 —a— 0.59 (034, 101
3 y ¥ > . 2 Afe 268 v % 19 % 20 e 082 (0.46, 1.46)
0 6 12 18 24 30 36 e 17 1 190 50 .t 077 (051, 1.16)
Time (Months) Noo- white 20 2 19 v . i 0,17 (0.04, 0.79)
N\ atrisk (events) not 0t 10 20
Idelalisib + BR  207(0) 184(14) 158(30) 75(38) 29(41) 4(43) 1(43)
Placebo + BR 209000  182(21) 149(35) 51(53) 19 (58) 4 (58) 1(59)
N patients censored
Idelalisib + BR o 19 94 137 160 163
Placebo + BR 0 6 25 105 132 147 149
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Olwdec Aepdwpa - oprtvotouvlovpapn

H oumvotouloupdfn amotelel vewtepo avit-CD20 HovOKAWVLKO avTiowua Tou dpa
O€ ETMITOTO TOU PEPLKWE ETUKAAUTITETAL LE TOV ETILTOTIO IOV Spa N PLtouELUafn

H opmwvotouloupdfn mrpe mpoodata £ykplon o€ cuvbuaouod pe xnuelobeparneia,
akoAouBoUpevn amnod povoBepareia pe oumwvotoulovpdfn oe acBbeveic pe un

npoBeparmnevpevo olwdec Aépudwpa otadiov I, Il kat IV
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The NEW ENGLAND JOURNAL of MEDICINE N Engl ] Med 2017;377:1331-44.

ORIGINAL ARTICLE

R. Marcus, A. Davies, K. Ando, W. Klapper, S. Opat, C. Owen, E. Phillips,
Obinutuzumab for the First-Line Treatment R. Sangha, R. Schlag, J.F. Seymour, W. Townsend, M. Trnény, M. Wenger,

R G. Fingerle-Rowson, K. Rufibach, T. Moore, M. Herold, and W. Hiddemann
of Follicular Lymphoma -

Stratified by chemotherapy,

FLIPI, geographic region INDUCTION MAINTENANCE

Tx-naive adult 1 Obinutuzumab +

Obinutuzumab §

pts with CD20+ CHOP, CVP, or Bendamustinel [Eas (n = 539)
iNHL, including / (n=601)
FL (grade 1- CRor PR
3a)"; stage y at EOI visit*
HI/IV or \ Rituximab* + .
. Rituximab!'
stage Il bulky CHOP, CVP, or Bendamustine’ s o
disease (= 7 (n = 601) (n= )
cm);
ECOG PS 0-2
(N = 1202)
,f;t‘) EBVIKO kot Karodiotplakd OEPATMEUTIKA
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The NEW ENGLAND JOURNAL of MEDICINE N Engl ] Med 2017;377:1331-44.

ORIGINAL ARTICLE

R. Marcus, A. Davies, K. Ando, W. Klapper, S. Opat, C. Owen, E. Phillips,
Obinutuzumab for the First-Line Treatment R. Sangha, R. Schlag, J.F. Seymour, W. Townsend, M. Trnény, M. Wenger,

: G. Fingerle-Rowson, K. Rufibach, T. Moore, M. Herold, and W. Hiddeman
of Follicular Lymphoma ingerle-Rowson, K. Rufibac or er iddemann

A Progression-free Survival

Obinutuzumab-based chemotherapy

&
2
§,§ 60
°= Rituximab-based chemotherapy
X § 50
X -
r 40
5a
i) 30—
5 20— Hazard ratio for progression, relapse, or death, 0.66 (95% Cl, 0.51-0.85)
= P=0.001
& 10
0 1 I I I I I I I 1
0 6 12 18 24 30 36 42 48 54
Months
No. at Risk
Obinutuzumab-based chemotherapy 601 570 536 502 405 278 168 75 13 0
Rituximab-based chemotherapy 601 562 505 463 378 266 160 68 10 0
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ORIGINAL ARTICLE

R. Marcus, A. Davies, K. Ando, W. Klapper, S. Opat, C. Owen, E. Phillips,
Obinutuzumab for the First-Line Treatment R. Sangha, R. Schlag, J.F. Seymour, W. Townsend, M. Trnény, M. Wenger,

: G. Fingerle-Rowson, K. Rufibach, T. Moore, M. Herold, and W. Hiddeman
of Follicular Lymphoma ingerle-Rowson, K. Rufibac or er iddemann

B Overall Survival

100—HHH=HH-H-—Hpegc i Obinutuzumab-based chemotherapy
90
3 s Rituximab-based chemotherapy
° 3
g 70
0
) 50
N —
= 40-
g 30—
- Hazard ratio for death, 0.75 (95% Cl, 0.49-1.17)
& P=0.21
10—
0 | I I | | | | | | |
0 6 12 18 24 30 36 42 43 54 60
Months
No. at Risk
Obinutuzumab-based chemotherapy 601 584 573 563 549 416 271 161 55 0 0
Rituximab-based chemotherapy 601 588 566 549 527 399 265 160 58 2 0

S E6vko kat Kamobiotplakd OeparneuTikn £ 59
{ Navemotipo ABnvwv KAwikA R ,J




Nepdwpa opraknc {wvne

o

sqsssssassessP

EBVLKO Kat Karodiotplakd OEPATMEUTIKA
{  MNaverotipo ABnvav KAwikn




Nepdwpa opraknc {wvne - BpoutwviBn

AmtoteAel pLa etepoyev) opada B-KUTTapLKWY KAKONBELWWVY yLa TV omoia
dev umtapyxeL kaBlepwpévn Bepareia

H (Bpoutivifn €AaBe npoodata Eykplon yLa tnv Beparmneio aoBevwy pe
AEpdwpa oplaknic {wvng oL omoiol
1) Elxov utotpoTmldoel 1y eixov avOekTikr) vooo xprilovoa Bepareiog

2) Elyav AdBEL TOUAQXLOTOV LD YPOLUN) CUCTNMOTLIKAC Beparmeiog pe avTi-
CD20 povokAwVLKO avtiowpa

Regular Article

CLINICAL TRIALS AND OBSERVATIONS

Targeting Bruton tyrosine kinase with ibrutinib in relapsed/refractory
marginal zone lymphoma
Ariela Noy,"* Sven de Vos,? Catherine Thieblemont,* Peter Martin,* Christopher R. Flowers,® Franck Morschhauser,®

Graham P. Collins,” Shuo Ma,® Morton Coleman,® Shachar Peles,'® Stephen Smith,'""'? Jacqueline C. Barrientos, '®
Alina Smith,'* Brian Munneke,' Isaiah Dimery,'* Darrin M. Beaupre,'* and Robert Chen'®
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Pts with R/R MZL with

1 anti-CD20-directed 560 mg PO once da”y progression or
regimen, ECOG PS 0-2 unacceptable toxicity
(N = 63)
100 4 100
Independent Assess |
90 -~ .
80 - ==
= 70- E
= "
& 60 &
S sofORRas% o o
;g 40 35% 5
& 30 o
20 £ 204 . . . .
Méon Siapkela mapakoAovOnong 19,4 pRveg
10 1 I 10 MEoo PFS 14,2 unveg
0 - T T
= CR sSD G-'|--|'-|-'|--|'-|'-|"|--|'-|
m PR 8] 3 5] g 12 15 18 21 24 27 30
Response to ibrutin Months _
(N = 60) at Risk 60 49 38 31 29 21 13 =] 4 1
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c 100 -
gﬂ_w
80 -

70 -
60 -
0
40 -
30 -
20 -
10 -

Overall survival (%)

-—_—T—T—TT 1T
0 3 6 a 12 15 18 21 24 27 30 33

MNo. at Risk 60 59 83 21 49 47 30 21 11 2 1
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AEpdwpa amo kuttopa povoua

Hairy-cell leukaemia
Profymphocytic isukaemia

DEpEL TNV XOPAKTNPLOTLKN
avtlpetdBeon t(11;14) pe
unepekdpaocn TN KukAivng D1

{ DLECL (ABC-type)
’ Primary mediastinal
| B-oel lymphoma.

Memory B cell

[ éblét'pc marginak 1 E (EL!:
zone lymphoma
, , , . y [ MALT lymphoma
Eudavilel cuxva emBeTIKN : _
Mumme myeloma |

BloAoyikny cupmneplpopad He
Taxela UTTOTPOT LETA ATO

A
'

" Plasmablast Plasma

’ ' ..e%l .
GuuBathn Xn HELO' Naive B cell . O))
/] (\ e/
avoooBeparneia \ \/,
i
’ ’ : Lympheplasmacytic lymphoma :
H akaAaBpoutvifn €ival v Primary offusion lymphoma |
) ) 8-CLL
VEOTEPOG AVOOTOAEQG TNG BTK | nmutates v gene _
kot EAaBe poodaTa £ykplon sl BLOLL (onmtated v 1egion gaes
yla tn Beparmeia appwoTtwy e | T !’:mn-s.
avOEeKTLKO ) uTtotpornialov :gtggﬁgge;g?a | ‘“al”‘ b
’ ' | Lymphiocyte- predommam | Post Aranspiant|
Aeppwpa pavéua |Hodgkin's hymphoma [ptomas b
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Acalabrutinib in relapsed or refractory mantle cell lymphoma 2> @ ®

(ACE-LY-004): a single-arm, multicentre, phase 2 trial

Michael Wang Simon Rule, Pier Luigi Zinzani, Andre Goy, Olivier Casasnovas, Stephen D Smith, Gandhi Damaj Jeanette Doorduijn, Thierry Lamy,
Franck Morschhauser, Carlos Panizo, Bijal Shah, Andrew Davies, Richard Eek, Jehan Dupuis, Ericjacobsen, Arnon P Kater, Steven Le Gouill,
Lucie Oberic, Taduesz Robak, Todd Covey, Richa Dua, Ahmed Hamdy, Xin Huang, Raquel Izumi, Priti Patel, Wayne Rothbaum, | Greg Slatter,

Wojciech Jurczak

/ Me péco Xpoviko diaotnua napakoAoudnong 15
HNVWV, To 81% TwV aoOevwv avtanokpidnke

1l

CrossMark

[Progressive disease
Il Stable disease

[ Complete response
[ Partial response

n

To LECO XPOVIKO SLdoTnHa yla TNV enitevén
BéAtioTnG avtanokplong ATav 1,9 PAVEG Kat yla Thv
enitevén nAnpoug OPeong 3,4 UNVeS

Investigator- IRC-assessed ESU_
25
assessed response  response 800
Overall response (complete 100 (81%; 73-87) 99 (80%; 72-87) = 759
response + partial response — - . ;
i ) g 30 otnv Oepaneia ko 1o 40% métuxe CR
Best response vi 35 I
E
Complete response 49 (40%; 31-49) 49 (40%; 31-49) E_I -+ —.-I - —
Partial response 51 {41%; 32-50) 50 (40%; 32-50) g -5 ]"“““
Stable disease 11 (9%; 5-15) 9 (7%; 3-13) © =504
Progressive disease 10 (8%; 4-14) 11 (9%; 5-15) 1 nonm
Not evaluable 3 (2%;1-7) 5 {4%; 1-9) -100
_ 100-
f’
T 80
2 6o
7
B 20- Median progression-free survival: not reached
£ 12-month progression- free survival: 67% (95% I 58-75)
T 1 3 i © & & & & » 2 X
Number
atrisk 124 111 97 8 76 73 28 2 8 5 2 0
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘

Rituximab after Autologous Stem-Cell
Transplantation in Mantle-Cell Lymphoma

S. Le Gouill, C. Thieblemont, L. Oberic, A. Moreau, K. Bouabdallah, C. Dartigeas,
G. Damaj, T. Gastinne, V. Ribrag, P. Feugier, O. Casasnovas, H. Zerazhi,
C. Haioun, H. Maisonneuve, R. Houot, F. Jardin, E. Van Den Neste,
O. Tournilhac, K. Le Da, F. Morschhauser, G. Cartron, L.-M. Fornecker,
D. Canioni, M. Callanan, M.C. Béné, G. Salles, H. Tilly, T. Lamy, R. Gressin,
and O. Hermine, for the LYSA Group*

299 Patients were assessed for eligibility

N Engl ) Med 2017;377:1250-60.

\

20 Were excluded

3 Died from toxic effects
1 Had septic shock
1 Had pulmonary embolism
1 Had unknown cause

5 Had disease progression

1 Had protocol violation

1 Had allergy to rituximab

1 Had hepatic toxic effect

6 Had renal toxic effect

1 Had tuberculosis reactivation before treatment

2 Withdrew consent

279 Received 4 doses of R-DHAP

20 Received R-CHOP

8 Were excluded
7 Had disease progression
1 Had toxic effect

14 Were excluded

4 Were not eligible for autologous
stem-cell transplantation

2 Had failure to obtain stem cells

2 Declined to participate

2 Had renal toxic effect

1 Had neuropathic toxic effect

1 Could not take rituximab

1 Had other cancer

1 Had hemorrhage

257 Underwent autologous stem-cell

No. of Patients Patients with Median
Patients with Event Censored Data  Survival
no. (%)
Rituximab 120 20 (17) 100 (83) Not reached
Observation 120 43 (36) 77 (64) Not reached
1.0+
.E Rituximab
S o8-
8
§p—ﬂ| 0.6+
=
a g
Ea 0.4+ Observation
% . P<0.001 by log-rank test
g To 4eteg PFS Ntav 83% évavtl 64%
o 0.0 T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 7
Months
No. at Risk
Rituximab 120 114 112 112 112 108 96 75 55 44 29 20 7
Observation 120 116 109 101 95 93 77 57 37 29 13 6 1

; ';\ EBVLKO Kat Karodiotplakd
4 Mavemotiuio ABnvwv

transplantation

O Héoog Xpovog mapakoAouOnong
ao0evwv Atav 50 HAVEG HETA TNV A

TWV
SCT

17 Were excluded

8 Died during autologous
stem-cell transplantation

2 Could not take rituximab
1 Had other cancer
2 Had prolonged aplasia
1 Had infection
1 Had hemorrhage
1 Had disease progression
1 Was lost to follow-up

240 Underwent randomization

l

120 Were assigned to observation

120 Were assigned to rituximab
maintenance therapy

|

37 Had disease progression
70 Had no event
25 Died

4 Had severe infection

2 Were lost to follow-up

16 Had disease progression
95 Had no event
14 Died

4 Had severe infection

1 Was lost to follow-up




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Rituximab after Autologous Stem-Cell
Transplantation in Mantle-Cell Lymphoma

N Engl ) Med 2017;377:1250-60.

Patients Patients with  Median

Patients with Event Censored Data  Survival

no. (%)
13 (11) 107 (89)
24 (20) 96 (80)

Not reached
Not reached

Rituximab
LA O R e

Observation

P=0.04 by log-rank test

Rituximab
Observation
1.0~
T 03-
o
33 o
ze
= A 0.4-
1y
£
e 0.2+
a
0.04+—
0 6
No. at Risk
Rituximab
Observation

12 18 24 30 36 42 48 54 60 66 72

Months

120 118 116 114 112 111 100 79 60 48 32 20 7
120 117 116 115 111 109 90 71 50 39 23 10 3
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Aepdwpa amo peyala B-kottapa

m Diffuse large B-cell 37%

AmtoteAeL TNV cUXVOTEPN
urtoopada NHL Aepdpwpdtwy

m Follicular 29%
PMLBCL _

MALT lymphoma 9%
CLL/SLL Mantle cell ymphoma 7%

m CLL/SLL 12%

KaBlepwuévn Bepareia
amnoteAel o cuvbuaouog R-
CHOP yia 6-8 kUKAoUG

OL UTTOTPOTIEC TNC VOOOU
avtlpetwriil{ovral pe __
XNUELOavVOoOoBepareia Kol SEEGE] e (PRSI
QUTOAOYN HETAUOOXEUON O .. ca (o o
em\eypévoug aoBeveig oy —% -

m Primary med large B-cell 3%

m High Grade B, NOS 2.5%
Burkitt 0.8%

FOLLICULAR m Splenic marginal zone 0.9%

LYMPHOMA

= Nodal marginal zone 2%

Lymphoplasmacytic 1.4%

Ot CAR-T AepupOKUTTAPLKEG / © © N ~ i
QVTLKOLPKLVIKEG Beparmeieg 080 ‘g% o —o-Q
epappolovrol TAEoV o€ | @ " O
MOAUOEPATIEVUEVOUC = C g
aoBeveic pe emBETIKN VOOO



CAR-T cells oe DLBCL

presented by MHC

TCR gene- infusion
) ~ engineered with IL-2
Chimeric e :
' antigen receptor : >
n ! ey
T cell : ( \
: ( J& |
¢ )
Antigen {‘
expressed on —
\‘ . the cell surface ‘ Preconditivning
\ ~ with chemotherapy
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Refractory subgroup at study entry — no. (%)

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Axicabtagene Ciloleucel CAR T-Cell Therapy
in Refractory Large B-Cell Lymphoma

S.S. Neelapu, F.L. Locke, N.L. Bartlett, LJ. Lekakis, D.B. Miklos, C.A. Jacobson,
l. Braunschweig, O.O. Oluwole, T. Siddiqi, Y. Lin, J.M. Timmerman, P.J. Stiff,
J.W. Friedberg, |.W. Flinn, A. Goy, B.T. Hill, M.R. Smith, A. Deol, U. Farooq,

P. McSweeney, J. Munoz, I. Avivi, J.E. Castro, J.R. Westin, J.C. Chavez, A. Ghobadi,

K.V. Komanduri, R. Levy, E.D. Jacobsen, T.E. Witzig, P. Reagan, A. Bot, . Rossi,

L. Navale, Y. Jiang, J. Aycock, M. Elias, D. Chang, J. Wiezorek, and W.Y. Go

Primary refractory 2(3) é
Refractory to second-line or subsequent 59 (77) g
therapy 9
Relapse after autologous stem-cell trans- 16 (21) g
plantation =
g 12
©@ 5
(4)
mm

ORR __ SD __ PD  NE
DLBCL (N=77)
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ORIGINAL ARTICLE

Axicabtagene Ciloleucel CAR T-Cell Therapy
in Refractory Large B-Cell Lymphoma

B Progression-free Survival

100+
_ 9
£ 3504
3 704
2
3 6o+
% il - . - Me pHEOO XPOVIKO Slaotnua
304 ! ’
g ol e s nopakoAovbnong 15,4 Iur]veq,
* o s 10 42% Twv aoBevwy
T I T I T I i b O Lk kL ke e A& s ks %5 OUVEXLOOV VA QVTOIOKpivovTal
, Montns evw to 40% mapepevay oe CR.
No. at Risk 108 101 50 71 &1 S8 52 SO 49 49 47 47 34 21 20 12 &6 & 4 13 3 ) 3 3 1 0
C Overall Survival
100+ To mooooTo oAKNG emLBlwong
G0+
o otoug 18 pnveg ntav 52%, to
3 o orolo eival onpavtiko koBwe n
z e 7 ’ 1
a Heon erBiwon ywa avtn tnv
- 404
| opada twv acBevwyv givat
204 Median (95% C1) s s
ol i TLEPUITOU 6 UNVEC
Ff T TR TR R S . D TR N, 5%, K P S L o G g, e g
Months
No. at Risk JO8 I0S 102 101 98 91 84 82 78 74 72 66 63 S1 40 3O 23 16 11 8 4 3 3 3 2 1 0
EOvVKO kat Kamodiotplako OepameuTIKN

Mavemotipo ABnvwv KAwkn
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Axicabtagene Ciloleucel CAR T-Cell Therapy
in Refractory Large B-Cell Lymphoma

Cytokine release syndrome

Any 94 (93) 81 (80) 13 (13)
Pyrexia 77 (76) 66 (65) 11 (11)
Hypotension 41 (41) 32 (32) 9(9)
Hypoxia 22 (22) 13 (13) 9(9)
Tachycardia 21 (21) 20 (20) 1(1)
Chills 20 (20) 20 (20) 0
Sinus tachycardia 8 (8) 8 (8) 0
Headache 5(5) 5(5) 0

B E6vO kal KamoSiotploko OeparneuTikn
I {  Navermotuio ABnvwv KAwikn
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Lenalidomide Maintenance Compared With Placebo in
Responding Elderly Patients With Diffuse Large B-Cell
Lymphoma Treated With First-Line Rituximab Plus
Cyclophosphamide, Doxorubicin, Vincristine,

and Prednisone

Catherine Thieblemont, Hervé Tilly, Maria Gomes da Silva, Rene-Olivier Casasnovas, Christophe Fruchart,
Franck Morschhauser, Corinne Haioun, Julien Lazarovici, Anida Grosicka, Aurore Perrot, Judith Trotman,
Catherine Sebban, Dolores Caballero, Richard Greil, Koen van Eygen, Amos M. Cohen, Hugo Gonzalez, Reda
Bouabdallah, Lucie Oberic, Bernadette Corront, Bachra Choufi, Armando Lopez-Guillermo, John Catalano, Achiel
Van Hoof, Josette Briere, Jose Cabegadas, Gilles Salles, Philippe Gaulard, Andre Bosly, and Bertrand Coiffier

Induction Maintenance: 24 months

Lenalidomide

1:1
random assignment

R-CHOP
6 or 8 cycles 25 mg/d* for 21 of 28 days
Placebo
> CR
T = i
i i
cccccccc
C6 c12 21
1 2 3 45678
< p— =I <€ >
Registration 1 Registration 2 *10 mg lenalidomide for patients with CrCl 20-60 mL/min

EOvVKO kat Kamodiotplako
Mavemotipo ABnvwv

OEPATMEUTIKA
KAwkn

Hoef



PFS (probability)

W
U1 YN

Registered before R-CHOP

(n = 437)
| ] |
Lenalidomide maintenance Placebo maintenance
(n=323) {n =327)
o elasinad ME, HecO xpovol
3 Log-rank P=.0135 TapakoAoUBnong 39 pfveg, to 1.0 ; 1C:nsored
HR, 0.7 % CI, 0. ; . . - : =
i e peoo PFS dev emuteUxOnke M SRS
0.8+ otnv opdda tng 0.8 - o b
AevaAdopidng evavti 59 =
0.6 UNAVEC Yl TNV opada Tou E o -
EKOVIKOU papudakou I
=
0‘4— & 0.4_
’ ’ m . -
Mot oL acBeveig w DLBCL arné germinal center
0.2 0.2
— Lenalidomide — Lenalidomide
Placebo Placebo
T T T T T T T T T T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72
1.0 4 + Censored
Log-rank P=.8364
0.8 -
=
S 0.6
= e
& e
~— 0.4 :
w - .
o activated B-cell like DLBCL
0.2
- Lenalidomide
Placebo
EOvVKO kat Kamodiotplako T ; ; . T T T ; . i T T T OepameuTIKN
Maveruotito ABvav 0 6 12 18 24 30 36 42 48 54 60 66 72 78 Khuvue



Nepdwpa pe SutAn yovidilakn avadiatoén
(MYC kot BCL-2)

» AmnoteAel pla erBetTikn popdn Aepdwpatoc Le SUoUEVH MPOyvwaon

» Me TIc KaBlepwUEVEC BEPATIEVUTIKEC MPOOEYYLOELC yia To pn-Hodgkin
AEpuPwpa, ol acBeveic autol £xouv XElpOTEPN EKBOON O OXEON LLE TOUC
aoBeveic ou dev PEPoUV AUTEC TIC AvadLATAEELC

» Z€ oUTOUC TouC aoBevelg €xouv xopnynBel mepa amo tnv KAAOGOLKNA
Bepareia pe R-CHOP kot 1o eMIBETIKEC ELOOYWYLKEC Beparteieg OMwe T
oxnuata R-EPOCH, R-hyperCVAD kat R-CODOX-M/IVAC

DLBCL
GCB ABC

™ 24
,."',:"-‘" EBVkS kat Kamodlotplakd OEpaTEVTIK R $oss

) & { Navermotuo ABnvwv KAwkn
N



Nepdwpa pe SutAn yovidilakn avadiatoén
(MYC kot BCL-2)

» EmutA€ov og autoU¢ Touc aoBeveic £xeL e€etaoBel N xopnynon autoAoyou
LLETALOOXEVONC LETA TNV ElOAYyWYLKNA Beparmeia oav Bepameia edpaiwong Tou
BEPATTEVTIKOU ATTOTEAECUATOC

A\

O oto)0oC €lval N pHelwon Tou KvSUVOU UTIOTPOTIAC

A\

Ye pla mpoodatn ueAEtn 159 aoBeveic mou meTuyav mpwtn MARPN Vdeon PETA
TNV eLooywylkn Beparmneia tuxoomoliOnkav va utoBfAnBouv 1 OxL os Bepareia
edpailwong e autoAoyn LETAUOOXELUON

» Ta moocootd Twv acBevwyv pe TpLeTEC PFS kalt kol TpLleteg OS Atav mapopoLa Kol
oTLC SUOo opAdec aoBevwv.

» AvtiBeta, to tpLleteg PFS Atav tng tdéng tou 56% yla toug acBbeveic mou
e\aBav eloaywyikn Beparmeia pe R-CHOP vavtl 88% yLa ekeivouc mou eAafav
TILO ETILOETIKNA €loaYWYLKN Bepareia.

» Ano tnv napamndavw HeAETN dev avadeixBnke to 0dheAOC TNC AUTOAOYNC
LETAMOOXELONC oav Bepareia cuvtApnonc aAAd n ala TNG EMBETIKAC
ELOOYWYLKNC Beparmeiag

| EOVKO kat Kamodiotplako OEPAMEVTIKA
e Mavemotipo ABnvwv KAwkn




ANepdwpa ano T kutTTapd

» Toa Aspdpwpata amnod T-Aspdokitropa
£XOUV CNUAVTLKA ULKPOTEPN
ouyxvotnta epdaviong amno ta B-
Aepdwporta.

@ Peripheral T-cell Lymphoma - NOS 25 8%

A ’ ’ m Angioimmunoblastic 18.5%
» H Baowkn BepameuTIKn QVTLLETWTTILON

OUVLOTATOL OTN Xopnynon
XNUeLoBeparmeiag pe oxAuato TUTTOU
CHOP, pe tnv mpocOnkn n oxt
ETITAEOV TTOPOYOVTWV OTIWGE N ,
gtonooidn (m.x. oxiua CHOEP) ka o€
OPLOUEVEC TIEPLITTWOELC UE
gvtaTtikomnoinon tn¢ Beparmeiag pe
OUTOAOYN UETAUOOYEVON.

0 Extranodal natural killer/T-cell lymphoma 10,4%
0 Adult T-cell leukemiallymphoma 9.6%

m Anaplastic large cell lymphoma, ALK+ 6.6%

@ Anapiastic large cell lymphoma, ALK- 55%

@ Enteropathy-type T-cell® 4.7%

0 Primary cutaneous ALCL 1.7%

| Hepatospienic Tcell 1.4%

B Subcutaneous panniculitis-like 0.9%

0 Unclassifiable PTCL 2.5%

@ Other disorders  12.2%

» MEXPL OAUEPA Ol OTOXEUMEVEC
Beparelec eival oxeTIKA
TLEPLOPLOUEVEC OE AUTA TNV OpAda TwV
AEUPWHATWV.

"),
lﬁ:"-‘" EOvVKO kat Kamodiotplako OepameuTIKN
. & { Navermotuo ABnvwv KAwkn
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Aeppatiko AvamAaotiko AEpdwpa amo
neyada T kUuTTOpQ

» To 6epUATIKO AVATTAQOTIKO AEUdWHO OO HeEYAAa KUTTOpO
amoteAel pla uTtoopdda SEPUATIKWYV AEUPWHATWY oo T
AepdokutTapa

» Ta kaBlepwpéva oxnuata pe cuvoéuaououc
XNUELOBEPATIEVUTLKWY ELVAL YEVIKOTEPO OVATTOTEAEOUATLKA,
ETILTUYXAVOVTOC Ppaxuxpovia Udeon TN vooou (3-6 pnvec)

» Yrndpyouv, OUwC, urtoopddec aoBevwy, Pe BAon Ta LOPLOKA
XOLPAKTNPLOTIKA TNC VOOOU, TIOU £XOUV SLAPOPETLKN KALVIKN
TIOPELA KAl AVTOTTOKPLON oTn Bepareia

EOVKO kat Kamodiotplako OepameuTik
0 Mavemnotipto ABnvav KAwkn



Brentuximab vedotin or physician’s choice in CD30-positive
cutaneous T-cell ymphoma (ALCANZA): an international,
open-label, randomised, phase 3, multicentre trial

H Miles Prince*, Youn HKim®, Steven M Horwitz, Reinhard Dummer, julia Scarisbrick, Pietro Quaglino, Pier Luigi Zinzani, Pascal Wolter,

Jose A Sanches, Pablo L Ortiz-Romero, Oleg E Akilov, Larisa Geskin, Judith Trotman, Kerry Taylor, Stephane Dalle, Michael Weichenthal,

Jan Walewski, David Fisher, Brigitte Dréno, Rudolf Stadler, Tatyana Feldman, Timothy M Kuzel, Yinghui Wang, Maria Corinna Palanca-Wessels,
Erin Zagadailov, William L Trepicchio, Wenwen Zhang Hui-Min Lin, Yi Liu, Dirk Huebner, Meredith Little, Sean Whittakerf, Madeleine Duvicf,

on behalf of the ALCANZA study group#

Avtiotolya to 16% Twv
aoBevwv rou EAafav
BpevtouLuaBn
TETuxav MANpn Vdeon
(CR) évavtitou 2% tng
opadag eAéyyxou.

To HEOO XPOVLKO
dtdotnua eAevBepo
vooou Atav 17 pARveg
yla Toug aoBeveig mou
€\afavPBpevtouvéLuaBn
EvavTL 4 LAVEG
avtiotolya yla tnv
opada eAéyyxou.

Number at risk
Brentuximab vedotin

Frogressionfree survival (%)

131 patients enrolled

v

131 randomly assigned

|
v

66 assigned to brentundmab vedotin

100 =

90+

B0+

704

60+

v

65 assigned to physician's choice
I

HR 0-270 (95% C1 0-169-0-430); p<0-0001

—— Brentweimab vedotin + Censored
—— Phiysician’s choice of methotrexate or bexarotene 4 Censored

B0 - g e

40

304

methotrexate or
bexarotens

1 T 1 T T T = T T T 1 I T T [ T T I T T 1 1 717
01 2 3 4 5 6 7 B 5 1011 12 13 14 15 16 17 18 19 20 21 22 23 24 35 26 7 28 25 30 31 32 33 34 35
Time from randomisation {months)

64 59 58 54 51 50 48 47 40 43 38 38 29 ¥ 27 23 195 17 13 12 12 11 10 B
Physician'schoiceof 64 54 42 24 24 17 12 12 11 8 8 7 7 6 6 5 5 5 4 4 4 3 1 1

777 63 3 3 11 . .
o 00 O0O0CO0O OO0 GO0 L L

@i ®
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Brentuximab Vedotin oto Aspdpwpa
Hodgkin

* Avtt- CD30 HOVOKAWVIKO

AVTILIOWHO oUVOESEUEVO E = — | = . |
novopeBulauplotativn E

, - 2 dropped cut before start
(TO&LV n ) of treatment

o Jtadwo IV k\aoowoU HL: L ey oy
BEACOPP s —_ ~7

* MeAg€tn Eichenauer kot ouv: | e
ddaong 2, avolxtn, Ke

, , 49 included in primary 52 included n primary
fhcacy end t fhic ey t
ouppetoxn 104 acBevwv T vt i

BrECAPP=brentuximab vedotin, etoposide, cyclophosphamide, doxorubicin,
procarbazine, and prednisone. BrECADD=brentuximab vedotin, etoposide,
cyclophosphamide, doxorubicin, dacarbazine, and dexamethasone.

o~

A e

"‘_":_"- EBVIKO kat Karodiotplakd . OEPAMEVTIKA
' MaVenoT o ABnVoV Eichenauer DA, et al. Lancet Oncol. Dec 2017;18(12):1680-1687. K
Ve



Brentuximab Vedotin oto HL

 BrECAPP: CR: 46/49
(94%) acBeveic

« BrECADD: CR: 46/52
(88%) aoBeveic

e Kot ta Vo oxnuata
gtloou
QTTOTEAECUATIKA

100
904
80
704
60+
50
40—
304

Progression-free survival (%)

20+
10+

e e S Ll
L L L

— BrECAPP
— BrECADD

0
0

Number at risk
(number censored)

T
12

Time since randomisation (months)

BrECAPP 49 (0) 49(0) 37(12) 18(30)
BECADD 52 (0) 50(1) 34(15) 14(34)

(>
I EOvKO Kat Kanobiotplakd

'»‘“"'3}\' Mavemotipo ABnvwv
174 3N

OepameuTIKN
KAwkn
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Phase II Study of the Efficacy and Safety of Pembrolizumab

for Relapsed/Refractory Classic Hodgkin Lymphoma

Robert Chen, Pier Luigi Zinzani, Michelle A. Fanale, Philippe Armand, Nathalie A. Johnson, Pauline Brice, John
Radford, Vincent Ribrag, Daniel Molin, Theodoros P. Vassilakopoulos, Akihiro Tomita, Bastian von Tresckow,
Margaret A. Shipp, Yinghua Zhang, Alejandro D. Ricart, Arun Balakumaran, Craig H. Moskowitz, for the
KEYNOTE-087 Investigators

*  MOVOKAWVIKO avVTiowHa, TtPOOKOAAATOL KoL aTmoKAElel Tov umtodoxEa
npwteivneg PD-1

o Evbeitelc: peAavwpa, NSCLC, oupoBnALako KapKivwua.

 KEYNOTE-087: peAétn ¢paonc 2 yla avOeKTIKA i umotporialovca vOoo

ne 210 aoBeveic
pembrolizumab 200 mg once every 3 weeks
Cohort 1 Cohort 2 Cohort 3
69 patients started treatment 81 patients started treatment 60 patients started treatment
pneta ASCT + BV HeETA XMO + BV pneta ASCT xwpic BV
g’i‘) EOvVKO kat Kamodiotplako OepameuTIKN
. Mavemotipo ABnvwv KAwkn
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HeTA XMO + BV

—
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2UUTIEPAOHOTOL

» NewTtepec otoxeVUEVEC Bepareiec eykpiOnkav to 2017 otn Beparmeutikn
QVTLLLETWTTILON OAO KOlL TIEPLOCOTEPWV HOPPWV AEUPWUATWV
e |6ehaAloiBn+BR: XAA
* |Bpoutwifn: umtotporitalov Aépudwpa TNG opLakng lwvng
e AkaAaBpoutvifn: vrtotpomnialov Aépudpwpa tou povdia
e Oumwotouloupdpn: olwdec Aépdwpua
e Prtovélpuafn: cuvtripnon oto Aépdwpa ano KuTTapo Tou pavdva
* Bretuximab vedotin: SeppaTIKO avaTTAQOTIKO AEpPwLaL
* MeumnpoAllovpdpn: vrtotpornialov Aépdpwpa Hodgkin

» Kawvotopecg Beparmeiec onwc ot CAR-T Aepdokuttaplkeg Beparmeiec divouv
AUoeLc og moAuBeparmevpevouc aoBeveic e avBekTIkO Aspdwpa

» H e&éAen TwV KalVOTOUWY BepaTELWV AVOUEVETOL VO AAAAEEL TOV
BepameVTIKO AAYOPLOLLO TTOAAWY ALUATOAOYLKWY KOKONOELWVY ApeEC

EOVKO kat Kamodiotplako OepaTEUTLKN
R Mavemnotipto ABnvav KAwkn



