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THE UPDATED WHO CLASSIFICATION OF HEMATOLOGICAL MALIGNANCIES

The 2016 revision of the World Health Organization classification of
lymphoid neoplasms

Steven H. Swerdlow,' Elias Campo,? Stefano A. Piler,® Nancy Lee Harris,* Harald Stein,® Reiner Siebert,® Ranjana Advani,”
Michele Ghielmini,? Gilles A. Salles,? Andrew D. Zelenetz,'® and Elaine S. Jaffe™

Diffuse large B-call lymphoma (DLBCL), NOS
Geminal cantar B-call type®
Activatad B-call typa®

T-call histiocyte-nich lame B-call ymphoma

Pramary DLBCL of the central narvous system (CNS)

Primary cutaneous DLBCL, leg type

EBV" DLBCL, NOS®

EBV' mucocutansous wicer

DLBCL associated with chronic inflammation

Lymphomatoid granulom atosis

Primary mediasiinal (thymic) large B-cell lymphoma

Infravascular large B-call lymphoma

ALK™ large B-call lymphoma

Plasmablastic lymphoma

Primary affusion lymphoma

HHVE" DLBCL, NOS

Burkitt lymphoma

Burkitt-fike lymphoma with 11q abemation

High-grade B-call ymphoma, with MYC and BCL2 and/or BCL S reamangameants®

High-grade B-cell lymphoma, NOS®

B-call lymphoma, unclassifiabla, with faatures inlermeadiate batweean DLBCL and
classical Hodgkin lymphoma




THE UPDATED WHO CLASSIFICATION OF HEMATOLOGICAL MALIGNANCIES

The 2016 revision of the World Health Organization classification of

lymphoid neoplasms
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Table 2. Highlights of changes in 2016 WHO classification of lymphoid, histiocytic, and dendritic neoplasms

Diffuse large B-cell lymphoma, NOS

= Distinction of GCB vs ABC/non-GC type required with use of immunohistochemical algorithm
acceptable, may affect therapy.

» Coexpression of MYC and BCL2 considered new prognostic marker (double-expressor lymphoma).

« Mutational landscape better understood but clinical impact remains to be determined.

EBV"' DLBCL, NOS

EBV* mucocutaneous ulcer

Burkitt lymphoma
Burkitt-like lymphoma with 11g aberration

e This term replaces EBV" DLBCL of the elderly because it may occur in younger patients.

» Does not incdlude EBV™ B-cell lymphomas that can be given a more spedific diagnosis.

« Newly recognized entity associated with iatrogenic immunosuppression or age-related
immunosenescence.

¢ TCF3or ID3 mutations in up to ~70% of cases.

« New provisional entity that closely resembles Burkitt lymphoma but lacks MYC rearrangement and has

some other distinctive features.

High-grade B-cell lymphoma, with MYC and BCL2
and/or BCLE translocations
High-grade B-cell lymphoma, NOS

« New category for all “double-/triple-hit" lymphomas other than FL or ymphoblastic ymphomas.

« Together with the new category for the “double-/triple-hit" lymphomas, replaces the 2008 category of
B-cell lymphoma, unclassifiable, with features intermediate between DLBCL and Burkitt lymphoma
(BCLU).

« Includes blastoid-appearing large B-cell lymphomas and cases lacking MYC and BCLZ2 or BCLE
translocations that would formerly have been called BCLU.




DLBCL: GCB vs ABC/non-GCB: IHC
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Courtesy of David Scott



DLBCL: GCB vs ABC/non-GCB: Nanostring

Progression-Free Survival Overall Survival
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Lymph2Cx applied to biopsies from 339 patients with de novo DLBCL (BCCA)
Uniformly treated with R-CHOP

1% assay failure rate

Scott D et al, Blood 2014; Scott D et al, J Clin Oncol 2015.



Recurrent translocations in DLBCL: the nhew WHO
2016 entities
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New entity I

WHO 2016

Courtesy of David Scott



DLBCL: the new WHO 2016 entities

How | treat?

v'GCB vs ABC/non-GCB
v'High grade B-cell lymphoma




DLBCL: the new WHO 2016 entities

How | treat?

v'GCB vs ABC/non-GCB




Pathways Targeted By Treatments in ABC and GCB
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Mehta-Shah et Younes, Semin Hematol 2015.



Targeting B-Cell Receptor Signhaling Through
Inhibition of Bruton Tyrosine Kinase (BTK)

Chronic Active Constitutive
BCR signaling MYD88 signaling
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inhibition of proliferation
adhesion disruption
apoptosis




Ibrutinib in DLBCL, by COO subgroups

The Bruton’s Tyrosine Kinase (BTK) inhibitor, ibrutinib (PCI-32765) has a
preferential activity in ABC DLBCL: phase Il interim results

Table 1 Baseline characteristics by DLBCL subtype b 100-
ABC GCB Unclassified Unknown 90
Characteristics (N=38) (N=20) (N=17) (N=5) 804
o
Median age, years (range) 60 (34-89) 65 (28-92) 63 (44-85) 65 (58-78) °-+ 70
Sex (male) 66% 70% 82% 60% % 60 - -
ECOG performance score = 2 5% 20% 24% 40% E 50 : !
RIPI (poor) 63% 59% 50% 60% § 404 (14/38)
Median time from diagnosis, months (range) 19 (4-118) 17 (11-104) 21 (7-332) 19 (9-57) $ 304
Median number of prior regimens (range) 3(1-7) 3.5(1-7) 3(1-4) 3(1-3) & 204
Prior ASCT 13% 30% 24% 40% 10 (1/20)
Chemotherapy-refractory disease 66% 65% 59% 50% 0 ] [ |
ABC GCB
C Median PFS d Median OS
1.0~ (months) 1.0 4 (months)
S o84 mABC 2024 . g .84 MABC 1032
g m GCB 1.31 g mGCB 3.35
2 064 b8 1 10
[ =)
= =
= 0.4+ = 0.4 1
1] 1]
Qo 2
2 0.2+ S 0.2
o o
0 rrrrrrrrrrrrrorrerrnrrrrnrunrd D I | I | | I I I
012345678910 12 14 16 18 20 22 0 3 6 9 12 15 18 21
Progression-free survival (months) Qverall survival {months)
At risk: ’I:‘IL.- \E‘ ?..2 ‘4 ':"{] B - 3 2 At risk: \ 38 :’ 'lT 1_ l .
GCB:2013420 0O 0 O 0 5 4 3 3

PR, partial response; SPD, sum of the products of the greatest perpendicular diameter.

Wilson WH, et al. Nat Med. 2015;21:922-6.



R-CHOP + iBtk for untreated DLBCL, non GCB

Screen Phase Treatment Phase Follow-up Phase
-30 davs _ 6 or 8 cvcles Up to 5 years
R
a
E Treatment A: Placebo+R-CHOP
* nonGCB o i

| 1:1
| | . - T

Treatment B: Ibrutinib+R-CHOP

[oN =g

Population:
Subjects with DLBCL who in non-GCB sub-population determined by central IHC
Stratification factors:
= R-IPIl score low risk (1) vs. intermediate risk (2-3) vs. high risk (4-5)
= Region (United States/Western Europe vs. Rest of World)
=  Number of treatment cycles (6 vs. 8 cycles)

i PHOENTX
* *IHC based on Hans’ algorithm. 7. ...

¥



Efficacy of bortezomib combinations in different
subtypes of DLBCL

A Gana
iy hls.iﬁl”ﬁﬁ’n‘ﬁm 1.01
co10 BER S OS
Relapsed/Refractory Bi 'I yroog 0.8
DLBCL %
(N=49)
O T 581 ABC DLBCL
Part A | Median Survival 10.8 mo.
Bortezomib AEI'_-DLEI'_.L GUB DLBCL ABC DLBCL  GCB DLBCL 0_4 i ¢ - ; f
(N=23) {H=5) {N=10) {N=12) {N=12)
Treat until disease progression or ’ I
maximum allowable cycles
lv 0.2 4 GCB DLBCL
amw?:.:.fzfﬁ?.epucu e . Median Survival 3.4 mol.| $-0.0026
el it W 0 1 2 3 4
o 12y (e1s) Overall survival following Bortezomib / EPOCH
(vears)
Complete Partial No
Subtype Total response response response p-value
ABC DLBCL 12 5(41.7%) 5(41.7%) 2(17%) 0.0004
GCB DLBCL 15 1 (6.5%) 1(6.5%) 13 (87%) |

Dunleavy et al. Blood 2009



PYRAMID: Study Design, non-GCB DLBCL

Prospective randomized, open-label phase Il study

Treatment-naive, Bortezomib 1.3 mg/m2 IV Days 1, 4 +
non-GCB DLBCL R-CHOP* 21 days x 6 cycles
by Hans IHC with / (n=92)

measurable disease,

ECOG PS 0-2 .
(N = 183) R-CHOP* 21 days x 6 cycles

(n=91)

Outcome, % V(I:I-SH;Z))P I::::H:ll; HR (95% Cl)

CR 56 49

2-yr PFS rate 82 78 0.73 (0.43-1.24)  .611
2-yr OS rate 93 88 0.75 (0.38-1.45) .763
Limits:

-a probable patient selection in the PYRAMID trial > R-CHOP alone better
outcomes than expected

-IHC based on Hans algorithm Leonard P.J et al, ASH 2015



REMoDL trial

Consent

Biopsy sent to
HMDS for R-CHOP #1

molecular profiling

Randomisation
Stratified for molecular phenotype and IPI

5x R-CHOP +
bortezomib 1.3mg/m2 days 1+8

i

Samples with successful profile

Unclass.
21.7%

DASL, cDNA-mediated annealing, selection, extension and ligation;
HMDS, Haematological Malignancy Diagnostic Service.

Patients with DLBCL in need of full course R-CHOP (stage Il x-1V)

1132 patients registered.
1085 patients eligible and
randomised.

Median turn around = 10 days
Treatment-naive,

ABC DLBCL
by DASL assay

| REMoDL-B |

L

Proportion event free

L

0.00 025 050 075 1.00
|

T T T T T T T T T I

0 6 12 18 24 30 36 42 48

Time (in months)
Number at risk

Fail 156 104 85 60 52 4 0 0 0 0
ABC 244 184 145 94 64 40 15 4 ] 0
GCB 475 366 266 176 131 67 34 15 1 0

Unc 198 149 101 55 30 15 9 4 0 0

————- Fail ABC
GEB| ssEsRas Unc

Davies A, et al. Blood 2015;126:812a.
(Updated data presented in oral presentation at ASH annual meeting.)



Mechanisms of action of lenalidomide in lymphoma
cells and nodal microenvironment

o NK-Cell Effects
Activation and proliferation Numb d activity of NK cell
t Immune synapse formation ! Eu;:l er adnAggéVIty o celis
[ ioicallacty ‘{ In":ms::es napse formation and
Stimulation of cytotoxic CD8+ and e ki‘;"n"
helper CD4+ T cells g
1 Dendritic cell antigen presentation

Immune synapse

formation

~

ADCC and enhanced
T cytotoxicity
| st

T-cell activation
and proliferation

0\,.-1\

t
+
IL-8 4

Malignant B-Cell Effects

T p21WAr- - AP-1

| CDK2, CDK4, CDK6, Rb

| Akt, Gab1 phosphorylation
1 G,IG, arrest; | proliferation

Microenvironment Effects
1 Anti-inflammatory cytokines:
IL-2, IL-8, IL-10, IFN-y, TNF-a

| Inflammatory cytokines:
IL-1, IL-B, IL-12, TNF-a

Stromal cell

Gribben JG, et al. J Clin Oncol. 2015;33:2803-11.



Activity of Lenalidomide in R/R DLBCL

Median
R/R DLBCL n | ORR [ CR/CRu | PFS, mo
All patients!? 26 | 19% | 12% 4.0*
All patients? 108 | 28% 7% 2.7
All patients? 40 | 28% | 15%" 2.6
GCB by IHC 23 | 9% 4% 1.7
Non-GCB by 17 | 53% 29% 6.2
IHC
All patients® 51 | 27% N/A 3.1
GCB by IHC 23 | 26% N/A 2.3
Non-GCB by 28 | 29% N/A 3.5
IHC 14 | 21% N/A 3.0
GCB by GEP 11 | 46% N/A 18.9
ABC by GEP

*Included all patients in mixed NHL population.
'CR only (not CRu)

Please note: Direct comparisons between trial designs
should not be made due to differences between trial

designs and patient characteristics.

Day

1 7 14 21

N RN

Lenalidomide 25 mg orally

Therapy continued as tolerated or

until disease progression

Q
w0
=
o
o
[0}
Q
—_
G
o
o
o

GCB phenotype non-GCB phenotype | Al patients
(N=23) (N=17) (N = 40)

Median PFS, . _
months @s%cy 17 0.25-3.14) 6.23 (2.87-9.6) 2.56 (0.92-4.21)

1. Wiernik PH, et al. J Clin Oncol. 2008;26:4952-7.

2. Witzig TE, et al. Ann Oncol. 2011;22:1622-7.

3. Hernandez-llizaliturri FJ, et al. Cancer. 2011;117:5058-66.
4. Czuczman MS, et al. ASH 2014. Abstract 628.



i,

Lenalidomide + R-CHOP in elderly patients with  Fz=aE

untreated DLBCL, REALO7 phase I-Il trial

Study design Treatment cycles \
Day -28 to 0

Pre-treatment screening to
8 Lenalidomide*

e
DLBCL or FL grade lllb
Day +1 Cycle 1
Day +21 Cycle 2 Lenalidomide at MTD:
Day 42 Cydle 3 15 mg daily on days 1-14

Day +53 to +62 Restaging CR, CRu, PR

ITALIANA LINFOMI

(M) Rituximab 375 mg/m?
Day +63 Cycle 4 Cyclophosphamide 750 mg/m?
Doxorubicin 50 mg/m?
Day +84 Cycle 5 Vincristine 1.4 mg/m? (capped at 2.0 mg)
Day +105 Cycle 6 Prednisone 40 mg/m? on days 1-5

CNS prophylaxis according to Italian Society of Hematology guidelines
Pegfilgrastim or G-CSF as neutropenia prophylaxis
Low Molecular Weigh Heparin as DVT prophylaxis

Lenalidomide provided free by Celgene

G-CSF, granulocyte-colony stimulating factor; DVT, deep vein thrombosis;
FL, follicular lymphoma; MTD, maximum tolerated dose;

Il 8 (16%)
v 35 (71%)
International Prognostic Index risk
Low-intermediate risk 19 (39%)
High-intermediate or high risk 30 (61%)
Lymphoma type
Diffuse large B-cell ymphoma 45 (92%)
Follicular lymphoma grade 3b 4 (8%)
Bone marrow involvement 17 (35%)
B symptoms 21 (43%)
Increased lactate dehydrogenase concentration® 22 (45%)
Increased 3, microglobulin® 34 (69%)

Data are median (IQR) or n (%). *Higher than the upper limit of normal.

Table 1: Baseline clinical characteristics

Chiappella A, et al. Haematologica. 2013;98:1732-8.
Vitolo U, et al. Lancet Oncol. 2014;15:730-7.




REALO7 Phase Il R2-CHOP21 in Elderly Untreated FonpSonE
DLBCL: PFS and OS; PFS by COO and PFS by IPI

Median follow-up 011;02_8 months
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g
o
0 I 1 I I T I | | 0
0 6 12 18 24 30 36 42 48 ' ' ! : ' ' ' '
) 0 6 12 18 24 30 36 42 48
Time, months
Number at risk Time, months
49 45 41 34 25 15 9 6 4 Number at risk
100 100 2 28 17 11 7 5
* R
S 75 - T 75 -
e e
(I:) 1L (‘,3—) I
(0] (0] -
2 50 | IHC(Hans) 2-Year PFS £ 50 - 2-Year PFS
< : i 9
% GCB 71% '5 LI risk 89%
» a 0
@ 1 ) o @ ||_-|/H 74%
3 25 Non-GCB 81% § 25 4| risk
o — GCB a —— Low-intermediate (LI) sk
Non-GCB High-intermediate risk or high (IH/H) risk
U i T T I i T [ T 0 T T T T [ 1 [ 1
0 6 12 18 24 30 36 42 48 0 6 12 18 24 30 36 42 48
Time, months Time, months
Number at risk ;
Number at risk
GéB 16 14 12 11 8 6 s 3 Ll 20 19 18 15 10 6 2 2 2
Non-GCB 16 15 15 12 10 5 3 3 1 HUH 29 o6 o3 19 15 9 ; " 7

Vitolo U et al, Lancet Oncol 2014



) : MAYO
Phase Il R2-CHOP21 in Untreated DLBCL andCLINIC

comparison with historical R-CHOP21 group
Historical R-CHOP R2-CHOP

e 100 PFS 12 months 24 months 100
h GCB 73% 64% = L
S g0 Non-GCB 39% 28% 2 80- N
= £<0.001 = 1
cn cD Ll 1L 1
o 60 o 60
2 L PFS 12months 24 months
S 40 S 40— GCB 64% 59%
@ D Non-GCB 72% 60%
»n
© 207 . o 20 F=0.083
> GCB o> — GCB
Q Non-GCB e NOI’]-GCB
o 0 a
' ' ' ' ' 0 T T T T T
0 6 12 18 24 30 0 6 12 18 24 30
Time, months Time, months
Number at risk ) ’
Ges 59 49 43 39 s 28 %m( 26 18 13 11 6
Non-GCB 28 17 11 8 6 3
Non-GCB 22 20 14 10 5 4
100 100 —,
O\O 80— O\O 80_ ‘_|_\_‘_‘-1u—|1 Wl Wl L Il 1
T ©
g >
< 60 z 607
5 >
A 5
= 40— 08 12 menths 24 months = 40— ©O¢ 12 months 24 months
= GCh 90% 74% S GCB 88% 75%
3 20 Non-GCe 61% 46% 3 oo Non-GCE 95% 83%
P<0001 — GCB F-061 — GCB
Non-GCB Non-GCB
0 T T T T T 0 T T T T T
0 6 12 18 24 30 0 6 12 18 24 30
Time, months Time, months
Number at risk Number at risk
GCB 59 57 53 47 39 37 GCB 33 30 27 18 13 7
Non-GCB 28 23 17 14 1 5 Non-GCB 22 21 18 13 6 6

IHC (Hans)

Nowakowski et al, J Clin Oncol 2015



DLC-002 (ROBUSI1 ): Phase lll Ranhdomized a

FONDAZIONE

MAYO
CLINIC Efficacy and Safety Study of Lenalidomide

Plus R-CHOP vs. Placebo Plus R-CHOP in

Patients With Untreated ABC-type Diffuse ““v

| arae B-cell Lvmnhoma

Sponsor: Celgene Corporation. Team leader: FIL and Mayo Clinic. Pls: U. Vitolo, T. Witzig.
Writing committee: U. Vitolo, A. Chiappella, M. Spina, T. Witzig, G. Nowakowski.

(Lenalidomide 15 mg x 14 days + R-CHOP21
6 cycles*
L n =280 )
ROBUST" ABC p g
Placebo x 14 days + R-CHOP21
6 cycles*
Newly Select by - n =230 Y
diagnosed GEP *Qption for 2 additional rituximab doses after completing treatment
DLBCL regimen (if considered standard of care per local practice).
GCB, | o
unclassifiedJ > Ineligible

o Newly diagnosed ABC DLBCL; IPI 2 2; ECOG PS < 2; age > 18 years
o Primary endpoint = PFS; N = 560
o 90% power to detect 60% difference in PFS (control median PFS estimate = 24 months)



Comparison of COO determination between trials

/(PY RAMI

D
\ )
lllumina .
Sub-typing method DASL assay Nanostring
Central pathology Yes Yes
review
. . Global us UK Global
Site locations

CEIDNOECEEUIN |« Gold standard, investigational

PYRAMID (IHC) © + IHC, discordance compared to GEP
PHOENIX (IHC) ~  IHC, discordance compared to GEP

Sub-typing

Barrans SL, et al. Br J Haematol. 2012;159(4):441-53.



Take home messages

R-CHOP21 is still the standard of care in DLBCL

COO determined by investigational NanoString assay should
identify ABC as a poor prognosis subgroup

The addition of novel drug to R-CHOP may be an option

The real role of lenalidomide in first line setting, in addition to
standard R-CHOP, in ABC-DLBCL or ibrutinib in addition to R-CHOP
in non-GCB DLBCL, should be demonstrated in randomized phase

Il clinical trials



DLBCL: the new WHO 2016 entities

How | treat?

v'High grade B-cell lymphoma
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MYC-IG rearrangements are negative predictors of survival in DLBCL
patients treated with immunochemotherapy: a GELA/LYSA study

Christiane Copie-Bergman, Peggy Cuilliére-Dartigues, Maryse Baia, Josette Briere, Richard Delarue,
Danielle Canioni, Gilles Salles, Marie Parrens, Karim Belhadj, Bettina Fabiani, Christian Recher,
Tony Petrella, Nicolas Ketterer, Frederic Peyrade, Corinne Haioun, Inga Nagel, Reiner Siebert,
Fabrice Jardin, Karen Leroy, Jean-Philippe Jais, Herve Tilly, Thierry Jo Molina and Philippe Gaulard

LNHO03-B and LNHO1-5B cohort
n=1696

854 patients with
available paraffin tissue
blocks for TMA

Preanalytical TMA tissue cores validation

n=774
selection of cases with
interpretable FISH
signals with MYC probe
122 6CL2 Study population 9 i P
157 BCL6 n=574
156 BCL2/BCL6
MYC-R
n=51* | ;
19 MYC-SH | | 32 MY€-DH | | 24 MYC-G || 26 MYC-non-IG

19 MYC/BC

23 MYC-IGH
7 MYC/BCL6 | T MYC/IGL
. 6 MYC/BCLZ2/BCL6

* 1 case was not evaluable for MYC partner gene

Figure 1. Flow-chart of LNH03-B and LNH01-5B cohort, case selection, and FISH
results. BCL2-R, DLBCL with BCL2 gene rearrangement; BCL6-R, DLBCL with BCL6
gene rearrangement; MYC-R, DLBCL with MYC gene rearrangement; MYC-IG, MYC
gene rearrangement with /G partner gene; MYC-non-IG, MYC gene rearrangement
with non-/G partner gene.

v Prospective, homogeneously
treated (R-CHOP/R-ACVBP)

v’ 774 DLBCL

v" 51 MYC-R(FISH)

v" MYC translocation partner:

— Gene-IG (MYC-IG) in 24
— MYC-non-IGin 26



A

Survival Probability

Overall Survival according te MYC gene rearrangement (MYC-R)
With Number of Subjects at Risk and 95% Confidence Intarval

1o -— + Censored
ogrank p=0.0058
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No. of Subjects Event Camsored  Median Survival (95%Cl)
MY C rearrangement 51 35.3% (18) 64.7%(33) Mot reached
No MYC rearrangement 523 20.7% (10B) 79.3% (415) Not reached

Figure 2. Univariate analysis of MYC-R for OS. (A) The global population, (B) SH, and (C) subgrou;E

B Overall Survival according to MYC Single Hit (MYC-SH) gene rearrangement
With Number of Subjocts at Risk and 85% Confidence Intorval
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No. of Subjects Event Cemnsored  Median Survival (85%CI)
MYC-SH 19 36.8% (V) 63.2% (12) Mot reached
No MY C-SH 523 20.7% (108) 79.2% (415) Naot reachad

C Overall Survival according to MYC Double Hit (MYC-DH) gene rearrangement
With Number of Subjects al Risk and 95% Confidence Interval
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Mo. of Subjocts Eveont Censored Median Survval (95%Cl)
MYC-DH 32 34.4% (11)  65.6% (21) Mot reached
No MYC-DH 523 20.7% (108) 79.3% (415) Mot reached

of DLBEL patients.
opie-Bergman

C et al, Blood 2015



MYC-IG MYC-SH-IG
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Double Hit Lymphoma (DHL)

DOUBLE HYT LYMPHOMA
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Progression-free Survival
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Double Hit Lymphoma (DHL)

129 pts DHL ; median age 62; IPI 2-3 =61%; MYC/BCL2 pos=72%; triple Hit= 11%; GCB 90%
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RD-CODOX-M/IVAC with rituximab and intrathecal liposomal
cytarabine in adult Burkitt lymphoma and ‘unclassifiable’ highly
aggressive B-cell ymphoma
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Overall survival

Double Hit Lymphoma (DHL)

Outcome of Patients with Double-hit Lymphomas Treated with CODOX-M/IVAC + R
followed by HSCT in British Columbia

Overall survival in all double-hit lymphoma patient: Event-free survival by chemotherapy regimen and transplant Event-free survival by pathology
1.0 107 10
0.8 087 0.8
© "
2 2
S 06— >
061 45% 3 Magrath+HCT g 06
Q [ + +
(4]
3 &
0.4 € 047 . £ 04
' g Other regimen o
w >
11]
0.2— q
0.2 ' 024 BCL-U/other high-grade lymphoma
_['] Survival Function
+ Censored
004 0.0 oo P=0.28
J J I ! I I ! I 0 10 20 2 w0 50 5 70 ' ' ! ' ' ' ' '
0 10 20 30 40 50 60 70 0 10 20 30 40 50 60 70

Time from diagnosis (months)

Time from diagnosis (months) Time from diagnesis (months)

v’ Patients with DHIT NHL treated with R-CODOX-M/IVAC plus SCT can have durable CR
v’ Patients with DLBCL histology may have a more favorable outcome than those with BCL-U
v Progression during initial therapy prior to SCT remains a significant problem

Savage et al, ASH 2013
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DA-EPOCH-R in MYC-
Rearranged Aggressive B-
Cell Lymphoma: Early data
suggest that DA-EPOCH-R
showed good efficacy in
MYC-R DLBCL and BCL-U

Dunleavy K, ASH 2014



FONDAZIONE

FIL experience — DLCLO4
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From 2005 to 2010, 412 untreated DLBCL were enrolled into the FIL-DLCLO4 phase Il
randomized trial aimed at investigating the benefit of intensification with high dose
therapy + autotransplant (R-HDC+ASCT) compared to R-dose-dense therapy as first
line in young DLBCL at poor risk (aa-IPI 2-3).

| mcHor | mecwor | mecwor [ mchor [
CHOP | | CHOP CHOP CHOP E
] = I oo [ ..o _
R R R R U R R|lB s
g s c
' I Vol T
0 +14 +238 +42 g +70 +98 +126

0 +14 +28 +42 +56 +70 +36 +100
R R R R R R R R
CHOP CHOP CHOP CHOP CHOP CHOP CHOP CHOP

Vitolo U, ASH 2012; Chiappella A, SIE 2013.
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Chiappella A, Agostinelli C, SIE 2015.



Take home messages

High-Grade B-cell lymphomas

VIt is important a correct diagnosis performed by expert hemopathologists.

v'A consensus has not yet been reached to provide specific guidelines as to
which DLBCL should have FISH.

v'Some believe that all DLBCL should have genetic studies for the detection of
MYC, BCL2, and BCL6 rearrangements, whereas others would limit them, for
example, to cases with a GCB phenotype and/or high-grade morphology or to
cases with 40% MYC cells.

v'HGBL with MYC and BCL2 and/or BCL6 rearrangement should be treated with
intensified schemes.

v'The treatment of HGBL in the elderly is still an unmeet clinical need.
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DILBCL AGGRESSIVI MYC+, DOUBLE/TRIPLE HIT
ILINEA

Se FISH positiva solo per mye: trattamento come DLBCL classico o come linfoma aggressivo a seconda della
presentazione clinica

Se double/triple hit (FISH positiva per myc e per bel2 +/- bel6). trattare come linfoma aggressivo:

— < 65 anni o elegibili a terapia ad alte dosi + ASCT:
- protocolli Burkitt-like +FEAM/BEAM + ASCT
- R-Magrath (R-CODOX-M + R-IVAC) + PL con Depocyte (off label) o con PL triplice +
FEAM/BEAM + ASCT

—» > 65 anni o non elegibili a terapia ad alte dosi + ASCT:

R-Magrath al 75% della dose (FIT)

R-DA-EPOCH a dosi piene o ridotte 0 R-EPOCH (FIT/UNFIT)
R-CHOP-Metotrexate (UNFIT)

regimi a mtensita ridotta o palliazione (UNFIT o frail)
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