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Outline

* Introduction and epidemiology

* Role of HSCT in:
- Diffuse large B-cell ymphoma (DLBCL)
- Folicular lymphoma (FL)
- Mantle cell ymphoma (MCL)

 Conclusions



Non Hodgkin Lymphoma

Epidemiology

* Incidence: 22.4 cases / 100.000

« 50 % pts. are under the age of 64 .

« Initial treatments responses rates are high

« Treatment response after relapse/refractory disease ??

« HSCT has an important role in the management of
relapsing and high risk patients



Indications for autologous

HSCT in Europe in 2010
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Indications for autologous
HSCT Argentina in 2010




Indications for allogeneic

HSCT in Europe in 2011
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Autologous SCT
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Allogeneic SCT
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 Anti-tumor effect
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Role of SCT in DLBCL

Natural History
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Role of SCT in DLBCL

Salvage therapy: CHT vs ASCT '
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Role of SCT in DLBCL

Salvage therapy: CHT + ASCI
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Risk factors in salvage

CHT + ASCT

Table 3. Response Rate and Survival According to Prognostic Factors
3-Year Event-Free 3-Year Overall
Response CR/CRu/PR Survival Survival
Total No.
Factor of Patients No. of Patients % P % P % P
All patients 398 246 63 3 50
CR/CRu 148 38 51 70
No 147 122 83 <.001 47 <.001 66 < .01
Yes 244 124 51 21 40
Relapse, > 12 months 160 140 88 < .001 45 < .001 64
Refractory, < 12 months 228 106 46 20 39 < .001
saalPl
=2 224 160 n < .001 40 62
-2 146 76 52 18 <.001 32 < .001
Abbrewiations: CR, complete response; CRu, unconfirmed complete response; PR, partial response; saalPl, secondary age-adjusted Intemational Prognostic Index.
A )
_ 0 ! |
£ oef —— GCB (n=8) ::_ . .
W \ =iy Gisselbrecht C. J ClinOncol. 2010;28:4184-4190
E£ os L_»_I o Cuccuini W et al. Blood 2012;119:4619-4624
g00d — e Thieblemont C et al. JCO 2011;29:4079-4087
£ 034 e |
g o2 o
a. 0.1 02
p= 008 031 mycr - 1 2
0 6 12 18 24 30 36 42 48 54 €0 oo P=.0322

Time {months) o ” 2 ::s - w0 A



Role of SCT in DLBCL

Novel conditioning regimens

BEAM-CBYV is standard of care: <5% mortality + low morbidity

Alternatives
« TBI-containing regimens
131 Tositumomab + BEAM

« 90Y jbritumomab tiuxetan +BEAM
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Role of SCT in DLBCL

Novel conditioning regimens

TBIl-containing regimens o0
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Role of SCT in DLBCL

Novel conditioning regimens
for ASCT

131] Tositumomab + BEAM
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Role of SCT in DLBCL

Novel conditioning regimens
for ASCT
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Role of SCT in DLBCL

Allogeneic stem cell
transplantation
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Role of SCT in DLBCL

Allogeneic stem
cell transplantation
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Role of SCT in DLBCL

EBMT recommendations

Allogeneic

Disease status Autologous HLA-matched HLA-

Sibling | Unrelated mismatched
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Role of SCT in FL

Natural History
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Role of SCT in FL

Autologous SCT In
first remission

Table 1. Autologous stem cell transplant in FL as first line treatment

PROTOCOLS RESULTS
. 5 years PFS:
Lenz et al, 2004 Alggf]-'ll(‘:[\lfznl\./lgill_llt(t::aﬁzy E‘PI)\T ASCT 64.7% No impact on OS
GLSG | Not ASCT 33.3% p

ASCT conditioning regimen: TBI+Cy

p<0.001
Jeconick et al. 2005 Induction: VCAP/DHAP ORR %
Gyan et al. 2009 ASCT vs Maintenance: ITFN ASCT 81% 45 months No impact on OS
GOELAMS ASCT conditioning regimen: TBI+Cy  Not ASCT 69% p<0.001
Sebban et al. ASC%‘ndutf\;[lo‘n:tCHOP. IEN ORR
2006 vs atnienance: ASCT 79%  Noimpacton PFS  No impact on OS
GELA ASCT conditioning regimen: Not ASCT 78%
TBI+Cy+VP16 v ¢
Ladetto et al. R-CHOP CR %‘
2008 Vs R-CHOP 62% Not ASCT 25(7 No impact on OS
GITMO R-HDS + ASCT ASCT 85% p<0.00] ¢

Mediterr J Hematol Infect Dis 2012; 4: Open Journal System

o0 benefit in overall surviva
Not recommended 21




Role of SCT in FL

Autologous SCT in
relapsed disease

Overall survival for patients randomized to three arms.
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Role of SCT in FL

Autologous SCT in relapsed
disease

Candidates for ASCT
« >CR1

* Chemosensitive disease
« No marrow involvement

« Good performance status

Standard conditioning regimens: chemotherapy based
23



Role of SCT in FL
Allogeneic stem

cell transplantation

Relapse according to type of SCT
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Role of SCT in FL
RIC allogeneic stem

cell transplantation

Median age, Prior

y (range)

26 55 (26-66) 0%

CALGB™ 44 (16 withFL) 53 (39-68) 0%
United Kingdom?2 82 45 (26-65) 26%
GELTAMO™ 37 50 (34-62) 46%
FHCRC7* 62 (54 withFL) 54 (33-66) 32%

=4
Flu/Cy/lY®
Flu/Cy
Flu/Mel/Alem
Flu/Mel
TBI = Flu
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MRD 76% 81% 9% 48y
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MRDURD  43% 52%  42%  36mo

CALGB indicates Cancer and Leukemia Group B; GELTAMO, Grupo Espaiiol de Linfomas/Trasplante Autdlogo de Médula Osea; FHCRC, Fred Hutchinson Cancer
Research Center; flu: fludarabine; Cy: cyclophosphamide; alem, alemtuzumab; mel, melphalan; MRD, matched related donor; URD, unrelated donor; DFS, disease-free

survival, Y Y™_ibritumomab tiuxetan.

A Phase 2 study in chemosensitive FL
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Role of SCT in FL
Recomendaciones EBMT 2012 |

Allogeneic
Disease status Autologous HLA-matched HLA-
Sibing | Unrolatod [ Mismatched

High-intermediate
FLIPI

Chemosensitive
relapse; CR2

Refractory
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Role of SCT in MCL
Cause specific survival in
B cell lymphoma

©2009 by American Society of Hematology
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Clinical and biologic characteristics of MCL
MCL diagnosis is based on morphology and

immunophenotyping
(CD20+, CD5+, CD23—-, FMCT7+).

A Lymph node biopsy C
classic blastoid

Mantle Cell Lymphoma Biopsies (n = 92)
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Role of SCT in MCL

Autologous SCT in first remission
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Role of SCT in MCL

Autologous SCT in relapsed disease

Overall survival from time of transplantation by disease status
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Role of SCT in MCL

Allogeneic SCT in first line
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Role of SCT in MCL .
Recomendaciones EBMT 2012+

Allogeneic
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HCT in lymphoma

Conclusions

Autologous and allogeneic HSCT for lymphoma
continues to evolve.

Timing and transplantation type are being refined.
Early referral to a TC is warranted

The low TRM of auto HSCT and for RIC allogeneic
HSCT allows more patients receive these beneficial
therapies.
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