g ESH-EHA 12th Tutorial
« EH Diagnostic Work-Up of Hematological Malignancies
. *ESHL; Focus on Lymphoid Malignancies

gt

Type Ill Tutorial

New modalities for Hodgkin Disease

Presenter: Mustafa Cetin

Kayseri, Turkey

September 25-27, 2009



Presenter
Presentation Notes
No I will come to relapsed HD



Progressive and relapsed HD
after first-line polychemotherapy

1.0 GHSG 1988 - 1999 (n = 513; total: 3809)
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Presentation Notes
One of the most important PF in relapsed is the duration of response. As you can see on this slide patients with late relapse defined as a relapse more than 1 year after the end of treatment have an OS of 60% after five years in contrast to pts relapsing within one year after first-line therapy or pts with PD who the poorest outcome.



A prognostic score in relapsed
Hodgkin's disease (n = 422)

Factor Groups with
4-year OS
Duration of 1. remission Early relapse 47%
VS.
Late relapse 73%
Stage at relapse Stage III/IV 46%
VS.
Stage I/l 7%
Hemoglobin F <10.59/dl; M <12.0g/dl 40%
VS.

F > 10.5g/dl; M > 12.0g/dl  72%
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Presentation Notes
In a large analysis from the GHSG beside duration of first remission, stage and anemia at relapse could be identified in multivariate analysis.



OS: Relapse after chemotherapy

Prognostic score: early relapse, stage lll/IV, anemia
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Presentation Notes
Combining these factors into a prognostic score showed that pts with none of the three unfavorable PF had ann OS of 90% in contrast to pts with 2 or 3 unfavorable factors were the OS decrease to less than 30%.



Treatment of relapse after
primary chemotherapy

» Salvageradiotherapy
» Conventional chemotherapy
» HDCT und ASCT

» Allo SCT
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In general there are different...(ablesen)



» Salvage Radiotherapy Alone For
Euss Relapse After Chemotherapy

Author n 5y FFP 5y OS Prognostic
(%) (%) factors for FFP
Josting, 2003 100 29 51 B symptoms
stage at relapse
Wirth, 1997 53 26 57 B symptoms
extranodal sites
histology
Leigh, 1993 44 38 48 extranodal sites
Petzner, 1994 28 40 63 n.e.
Brada, 1992 10 38 60 n.e.
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Presentation Notes
SRT alone has been used rarely and published in retrospective analysis. However, SRT is an effective treatment for localized relapsed and for patients without systemic symptome with FFP and OS rates ranging from ... (ablesen)



Conventional salvage chemotherapy

Regimen n gse(rcgi? ssl é%) RR (%) T(I)?M
pse Progress (%)
DHAP 102 88 92 65 0
ASHAP 57 70 85 51 2
ESHAP 22 73 73 0 5
ICE 65 38 n.e. n.e. 2
Dexa-BEAM 55 60 70 52 4
Mini-BEAM 44 74 85 52 0
CEVD 32 58 100 53 0
MINE 100 73 93 49 3
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Presentation Notes
In general, conventional chemotherapies  are used to reduce the tumor burden prior to the administration of HDCT. Response rates and toxicity profile of salvage chemotherapy are different, and a detailed comparison is difficult because  no randomized trial exists comparing the effectiveness of different conventional salvage chemotherapies.  More recently, platinum based regimens have been reported with ...(ablesen)


BNLI-trial

BEAM + ABMT vs. mini-BEAM

n TRM EFS (3y) P
BEAM+ABMT 20 5 53%
0.025
mini-BEAM 20 9 10%

Linch, Lancet '93
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Presentation Notes
Two randomized studies exists comparing conventional salvage chemotehrapy with HDCT and ASCT. One was performed by the British National Lymphoma Investigation (BNLI) ...(ablesen).



GHSG/EBMT: HD-R1-trial
Study design

Randomisation

Arm A Arm B
2 X Dexa-BEAM 2 X Dexa-BEAM
CR or PR CR or PR
2 X Dexa-BEAM BEAM + ASCT
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Presentation Notes
The largest randomized trial was performed by the GHSG/EBMT. In this study...(ablesen)



Freedom from Treatment Failure
Edal chemosensitive patients after early relapse
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And these are updated results with a 7 year FU results, showing that FFTF is superior with HDCT for pts with early relapse.



»  Freedom from Treatment Failure
Edal chemosensitive patients after late relapse
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and late... (ablesen)


Dose-intensification strategies
In relapsed lymphoma

Late intensification Upfront HD-CT
Sequential HD-CT Cologne high-dose sequential
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Presentation Notes
Here you can see different dose-intenmsification strategies. First a late intensivication where a pts first receive several cycles of conventional therapy and finaly a HDCT. Second an upfront Tandem-HDCT program. A seqeuntial HDCT wwhich means that single agent are given in high-doses. And you can finally see that we combine different parts of dose intensification in our Cologne HDCT regimen.



Cologne high-dose sequential (HDSC)
Bl Study design

l. Induction: Two cycles DHAP + G-CSF
PRorCR _ _ HDSC

Il. HDSC.: High-dose cyclophosphamide + G-CSF
PBSC — apheresis
High-dose methotrexate + vincristine
High-dose etoposide + G-CSF
BEAM + PBSCT + G-CSF
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Cologne high-dose sequential

Dose

Drug Dose (mg/m?)
Cyclophosphamide 4000
Methotrexate + 8000
Vincristine 1.4
Etoposide 2000
BCNU 300
Etoposide 1200
Ara-C 1600
Melphalan 140
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¢, Cologne high-dose sequential
ELy OS: Hodgkin lymphoma (n = 102)
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Josting et al, Ann Oncol 2005
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HDR-2: Study design

GHSG, EORTC, EBMT, GEL/TAMO

THD - Istanbul 2009 -



HDR2 study for patients with relapsed HL
PFS (final analysis 2-09)
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Standard 119 92 75 55 35 22
Intensified 122 90 75 53 34 22
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HDR2 study for patients with relapsed HL
OS (final analysis 2-09)
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New reagents Iin early clinical trials
in Hodgkin Lymphoma

e Anti-CD30 (MDX060)

e NYttrium-Daclizumab (anti-CD25)

« HCD122 (anti-CD40, Novartis)

« SGN35 (Immunotoxin, Seattle Genetics)
« Bevacicumab (plus Gemcar, Roche)

« Lenalidomide (IMID, Celgene)

« LBH589 (H-Dac Inhibitor, Novartis)

e MGCD103 (H-Dac Inhibitor, Methylgene)
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Results with allo SC

Reference n TRM Qutcome

Gajewsky 96 100 56% 15% DFS (2y)
Milpied 96 45 48% 15% PFS (4y)
Anderson 93 53 53% 26% EFS (5y)

Jones 90 21  52% 12% EFS (5y)
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Presentation Notes
Results with allogeneic Tx and conventional conditioning are poor with due to a very high TRM rate.



Conventional vs RIC allo-SCT

Bl Transglant related mortalltx
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You can see that with the use of RICR the TRM rate can be reduced.



W

Progression-Free Survival
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However the PFS is low in these ingeneral heavily pretreated Pts.


Conclusions

8 x BEACOPPesc in advanced stages
PET good NPV in pts after chemo (HD15)
HDCT and ASCT for pts with relapse

Development of new drugs ongoing

v YV YV VYV V¥V

Need better definition of individual risk
profiles and reduction of long-term toxicity
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Lymphoma Registry: SCT activity
2000-2007

e Allo-SCT n= 6587 HL n=1407 / NHL n= 5180
e Auto-SCT n= 40008 HL n=9664 / NHL n= 30344

SCT activity by year of SCT

M Allo-SCT
Auto-SCT

2000 2001 2002 2003 2004 2005 2006 2007
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Lymphoma Registry: SCT activity
2000-2007

Italy

France
Germany

0

20% United Kingdom

Spain
o Poland
16% Netherlands, The

Belgium

10% Israel
W Austria

7% Hungary

2% 2% 3% 4% B Greece
B Sweden

O Others

THD - Istanbul 2009 -



Lymphoma Registry: SCT activity
2000-2007

Allo-SCT: Donor type

B HLAd sib

B MUD

B Mismatched Unrel

B Mismatched Rel

B Matched other relative
B Syngeneic

B Unrelated (not specif)
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Lymphoma Registry: SCT activity
2000-2007

Allo- SCT: Donor type by year of SCT

100%

75% °
B Other
50%- ~ H MUD
B HLA id sib

25%1 "

0% 1 1 1 1 1 1 |
2000 2001 2002 2003 2004 2005 2006

THD - Istanbul 2009 -



Allo-SCT: Conditioning by year of SCT
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RIC compared with conventional
allogeneic SCT In relapsed or refractory
Hodakin's lvymphoma

n=190 1st allo-SCT 1997-2001 / Previous failed ASCT46%
Male sex 51%; median age 30 y (9-64)

Conventional RIC
93 (49%) 97 (51%)
Period of SCT: 1997-1998 / 1999-2001 42% / 58% 16%/84% < 0.001

p value

Previous ASCT 44% 61% 0.03
Diagnosis — Allo-SCT (months) 31 (7-181) 40 (4 —242) 0.01
Donor: HLA matched sib./MUD/Others 76%/10%/14%  78%/12% /9% n.s.
Stem cell source: BM /PB 40% / 60% 15%/85%  <0.001
Chemorefractory disease at SCT 54% 56% n.s.
Median Follow—up (months) 50 (12 - 94) 54 (17 -109) n.s.

Sureda et al. J Clin Oncol. 2008; 26:455-62
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RIC compared with conventional allogeneic
SCT in relapsed or refractory Hodgkin's

lymphoma
NRM PFS
1.0 - RR 2.42 (95% CI 1.58-3.96) 1.0 7 RR 1. 38 (95% Cl 0.9-1.96)
0.8 7 0.8 -
Conventional (n=93)
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02 aa” 02 7 Tem——-———
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0.0 00
I I T ] T T T I T T T T T
0 6 12 18 24 30 36 0 12 24 36 48 60
Time after SCT Time after SCT

Estimate of the NRM and PFS based on a COX model, adjusted by all covariates with impact
on the outcomes. RR and p values from multivariate Cox model.

Sureda et al. J Clin Oncol. 2008; 26:455-62
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RIC Allo-SCT for Hodgkin’s disease:
|dentification of prognostic factors
predicting outcome

Adverse Fc for NRM: ¢ age > 45 years Risk of disease progression after 9 months
* poor performance of RIC according to the development of
» chemorefract disease cGVHD (Landmark analysis)
1.0 - 1.0 7
; NRM } Progression
. 08 ] p=0.008

] No ¢ GVHD (n=63)
0.6 1 0.6
] 2-3 adv Fc (n=27)

0.4
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L FeEEEEEEEEEEEEEEEEEEEEsEEEEsEEEEEEEEEEEs 0.2 .
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.................. 0.0
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Robinson et al. J Clin Oncol (submitted)
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RIC Allo-SCT for Hodgkin’s disease:
ldentification of prognostic factors predicting

outcome
1.0 1 PFS 1.0 Overall Survival
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PFS and OS for patients with chemosensitive disease and good performance status at SCT
treated with a RIC SCT in the period 2002-2005 (n=104).

Robinson et al. J Clin Oncol (submitted)
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Allogeneic Hematopoietic SCT in Children and
Adolescents With Recurrent Hodgkin’s
Lymphoma
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RIC regimens are associated with a lower NRM the first period after Allo-SCT (p=0.1), but are
followed subsequently by an increased risk of progression, with a trend to a lower PFS.

Claviez et al. J (in preparation)
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Analysis of risk factors for outcomes after UCB
transplantation in adults with lymphoid malignancies

 n=104 Unrelated CBT 1996-June 2007 <+ NRM at 1 year: 28%
e NHL n=62 / HL n=29 / CLL n=13  Relapse or prog at 1: 31%
* Neutrophil engraftment at day 60: 85% « PFSatly: 41%
 a GVHD at day 100: 24% e Overall survival at 1: 47%
Relapse or progression PFS
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Arrais et al. (Submitted)
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