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Mature (peripheral) T-NHL

Histologic Subtypes

Anaplastic large cell lymphoma, T/null cell primary systemic type (ALCL)

Angioimmunoblastic T-cell lymphoma
Peripheral T-cell lymphoma, not otherwise characterised (PTL)

Subcutaneous panniculitis-like T-cell lymphoma
Hepatosplenic gamma-delta T-cell lymphoma
Enteropathy-type T-cell lymphoma

Extranodal NK/T-cell lymphoma
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Prognostic factors in aggressive NHL

Histology: T-NHL
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Fig 2. Overall survival of 228 non-ALCL cell and 60 T-ALCL lym-
phoma patients compared with 1,595 diffuse BCL patients.
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Prognostic factors in aggressive T-NHL

Is ALCL ALK- better than PTCL-NOS ?
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T-CELL LYMPHOMAS

In Studies of the
German High-Grade Lymphoma Study Group

N. Schmitz, M. Ziepert, M. Nickelsen,
L. Trimper, B. Glass,
M. Loffler, A. Ho, B. Metzner, N. Peter,
M. Pfreundschuh

December 5, 2008
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T-cell lymphomas in DSHNHL trials D§HNI-!L

%

Histologic subtypes by reference pathology (n=329)

n %
ALC/ALK+ 73 22.2
ALC/ALK- 108 32.8 58.3%
ALC/ALK unknown 11 3.3
PTCL 68 20.7
AILT 28 8.5
T/NK 18 5.5
Lymphoblastic 7 2.1
Intestinal T/NK 2 0.6
Hepatosplenic Y0 2 0.6
Subcutaneous panniculitis-like 1 0.3
T-cell, NOS 8 2.4
T-cell, subtype technically not possible 3 0.9
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T-cell lymphomas in DSHNHL trials DSHNHL

Which patient from which trial? (n=329)

trial n age LDH IPI treatment

NHL-B1 98 18-60 =N all aalP!I CHO(E)P-14 or -21

NHL-B2 40 61-75 all all IP1>0 CHO(E)P-14 or -21
High/CHOEP phase Il 13 18-60 all* all aalP!I hi-CHO P-21 vs. hi-CHOEP-14
High/CHOEP phase Il 61 18-60 all aalP10,1 hi-CHOEP-21 vs. CHOEP-21
Mega/CHOEP phase I 33 18-60 >N allaalPI>0 MegaCHOEP dose escalation
Mega/CHOEP phase Il 25 18-60 all aa lPl 2,3 MegaCHOEP vs. CHOEP-14
RICOVER-60 59 61-80 all al IP1>0 6 x CHOP-14 vs. 8 x CHOP-14

* LDH > N, any LDH after amendement

recruitment period: Oct 1993 - Feb 2006
median observation time: 43 months
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T-cell lymphomas in DSHNHL trials DSH!:L

Event-free survival - histological subtypes (n=295)

— 1. ALK+ (n=73)
2: ALK- (n=108)
3: PTCL (n=68)
4: AILT (n= 28)
5: T/NK (n= 18)

.§ p-values:

‘g 2 3 4 5

o 1 <0.001 <0.001 0.001 <0.001
2 0.361 0.897 0.468
3 0.468 0.947
4 0.494

O 10 20 30 40 50 60 70 80 90 100 110
Months
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ALK-negative and other T-cell lymphomas DSHNHL

Event-free survival according to IPI score (n=234)

EFS 3y

ALK+  75.1% (95% CI: 64.5%-85.7%)

RO R B ALK 46.8% (95% CI: 37.2%-56.4%)

:E: g vS. 2-5. ng.gslag PTCL:  42.0% (95% CI: 30.0%-54.0%)

vS. 4-o. P70 AILT: 48.8% (95% Cl: 29.8%-67.8%)

TINK: 38.1% (95% CI: 15.4%-60.8%)
I5 IPI 0-1 (n=118)
% IPI2 (n= 57)
o IPI3 (n= 33)
IPI 4-5 (n= 26)

O 10 20 30 40 50 60 70 80 90 100 110
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ALK-negative and other T-cell lymphomas

NHL-B1 trial (=60 years, LDH = N, n=57), EFS: role of etoposide

1
6x CHOEP-14/21 (n=28)
c
9
S
8 6x CHOP-14/21 (n=29)
o
O 10 20 30 40 50 60 70 80 90 100 110
Months
3 years EFSrate:  with Etoposide: 63.2% (95% CI: 45.0%-81.4%)

without Etoposide: 48.3% (95% CI: 30.1%-66.5%)
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CHO(E)P + Alemtuzumab-Konsolidierung

DSHNHL 2003-1: Ergebnisse

no CAM: 12 (29.3%) CAM: 29 (70.7%)

1 PRO 1 PRO

o fleflel]lel]lg]]e
Q Q Q ,Q ,Q ,Q - Alemtuzumab
m m m m m m 133 mg/4w
T T T T T T

1 PRO 2 NC 1 PRO
1 Stadium 1A 2 NC
1 ALK+
3 andere
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CHO(E)P + Alemtuzumab-Konsolidierung

DSHNHL 2003-1: Ergebnisse

EFS OS

1 7 | 1 7 L|
0.9 <= 60 Jahre 0.9 7 | ___ <=60Jahre
— (n=27) (n=27)
0.8 7 > 60 Jahre 0.8 1 > 60 Jahre
(n=14) (n=14)
0.7 - L\L 0.7 A
0.6 T - 0.6 T
0.5 T I_ 0.5 T
0.4 T 0.4 T
0.3 T 0.3 T
0.2 T 0.2 T
0.1 T 0.1 T
0 T T T T T T T T 0 T T T T T T T T
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Alemtuzumab + CHOP

Design: Phase Il Studie — 24 konsekutive Patienten mit PTL
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Alemtuzumab + CHOP

Design: Phase Il Studie — 24 konsekutive Patienten mit PTL

B Failure free survival (24 pts)
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DSHNHL 2006-1B D§HNI—3L

!

Primartherapie fur PTCL bei alteren Patienten (>60 J.)
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Autologous Stem Cell Transplantation as

First-line Therapy in T-cell lymphoma

83 pts 65 pts 95 pts
4-6 CHOP DexaBEAM  HDT and TBI

(ITT population)
18 pts (22%) 22 pts (27%)
relapsed

3-year PFS

36%

Reimer et al., JCO 2009; 27:106 % o



Autologous Stem Cell Transplantation as

First-line Therapy in T-cell lymphoma
Ergebnisse: Progression Free Survival, ITT

1.0 -
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Phase 11/ 111 study in aggressive B- and T-cell lymphoma ©°Sthtt

MegaCHOEP

PBPC PBPC » PBPC
mCHOEP 1 mCHOEP 2 mCHOEP 3
CYC 1500 CYC 4500 CYC 4500
ADR 70 ADR 70 i ADR 70 v !
VCR 2 —(O— VCR 2 -O—O— VCR 2
ETO 600 ETO 600 (960) ETO 600 (960)
PRD 500 PRD 500 PRD 500
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Phase Il / 111 study in aggressive B- and T-cell lymphoma

MegaCHOEP

Event-free survival according to histolog

DSHNHL

100
90 o
80
70 A
60 - B-cell (n=147)
50 -

40 1 p<0.001
20 - T-cell (n=33)

Event-free survival (%)
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Patients with Mature T-Cell Lymphoma Show
High Relapse Rates after High Dose Therapy
and Autologous Stem Cell Transplantation

M Nickelsen, C Canals, C Kyriakou, N Schmitz,
ISoryeeeeppsseeel | Engelhardt, T Relander, W Linkesch, V Koza,
/\ G Meloni, D Caballero, A Lopez-Guillermo, K
EB Indrac, H Wandt, N Theorin, B Glal3, A Sureda

on behalf of the Lymphoma Working Party of EBMT

European Group for Blood and
Marrow Transplantation

ASH Annual Meeting San Francisco December 2008

The European Group for Blood and Marrow Transplantation




% ASCT In pTCL: Study design

e Retrospective EBMT study

e Mature T-cell lymphoma (PTCL NOS, AILT,
ALCL)

 High dose therapy and autologous SCT In
EBMT centres between 2000 and 2005

N = 394 patients

The European Group for Blood and Marrow Transplantation



% ASCT in pTCL: histologic subtypes

Peripheral T-cell ymphoma NOS 176
(45%)

Anaplastic large cell lymphoma 98 (25%)
ALK pos 19 (5%)
ALK neg 42 (10%)
ALK unknown 37 (9%)

Angioimmunoblastic T-cell lymphoma 120 (30%)

The European Group for Blood and Marrow Transplantation



ASCT In pTCL: patient characteristics n = 394

@ in science
European Group for Blood and
Marrow Transplantation

Male (%) 62.9

Age at diagn. (years) 49.7 (14-72)
Stage II/IV (%) 71.6

LDH > N (%) 57.8

IP1 high / high-intermediate (%) 36.2

> 2 previous treatment lines (%) 67

ECOG > 2 at SCT (%) 3
Transplanted within 1 year (%) 65
BEAM-like conditioning (%) 77
TBl-based conditioning (%) 9

The European Group for Blood and Marrow Transplantation




- ASCT in pTCL.

At 3 years
PFS: 66%
RR: 33%

NRM 3.3%
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] ASCT In pTCL: Patients transplanted
@ with chemosensitive disease (n=199)

o- At 3 years
- — PFS: 47%
---. RR:49%
— NRM 3%

Months after ASCT

The European Group for Blood and Marrow Transplantation



] ASCT In pTCL: Patients transplanted
@ with chemorefractory disease (n=18)

At 3 years
PFS: 15%
. RR: 61%
NRM 22%
0.0 ra: ........................
0 12 24 36 48 60

Months after ASCT

The European Group for Blood and Marrow Transplantation



ASCT In pTCL: Multivariate Cox
analxsis for NRM and Relagse Rate

Risk factors for non-relapse mortality

Tr antation

/Em in science
European Group for Blood and.
Marrow Transplantatic

p-value relative risk (95% CI)
Poor Performance status 0.2 3.2 (1.2-9.1)
Refractory disease at ASCT <0.001 6.7 (3.0-14.9)

Trend: male gender

Risk factors for relapse rate

p-value relative risk (95%Cl)
Sensitive disease vs CR1 0.001 1.9 (1.3-2.7)
Refractory disease vs CR1 0.001 3.3 (1.7-6.3)
PTCL NOS 0.02 1.4 (1.1-2)

Trends: age > 60 years, IPI high/ high intermediate

The European Group for Blood and Marrow Transplantation




T-NHL

Allogeneic SCT : Relapse rates by type of transplant: EBMT data 1990-2006

Relapse or Prog

auto

Sensitive disease

Refractory disease

48 72

Months after SCT

Relapse or Prog

allo

Months after SCT
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Aggressive NHL (n=111)

Myeloablative allogeneic SCT from related and unrelated donor
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T-NHL

RIC allogeneic SCT

Thiotepa 10 mg/kg

Fludarabine 30 mg/mq
Cyclophosphamide 30 mg/kg

MTX
MTX MTX
L 7 I I

6 -4 -3-2-10 +1 +3 46 +30 +60 +70 +90 +120 +150 +180

IR |

MRD monitoring

Allo-SCT

Cyclosporine
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Update in relapsed PTCL

Patients Characteristics n= 38

Age 44 (15-64)

No. lines (range) 2 (1-4)
Previous autologous SCT 54%

CR pre-allogeneic SCT 35%

PR pre-allogeneic SCT 40%

Median time diagnosis 15 months

to allo-SCT (6-99 months)

P. Corradini — personal communication %-



Update in relapsed PTCL

Results, Overall survival

100 Median Follow-up 50 months

53%

0O 12 24 36 48 60 72 84 96 108 120
time (months)

21 of 38 patients are alive (n=19 in CR, n=2 with disease)
12 death of disease
5 death of NRM

P. Corradini — personal communication %-



ALK negatives T-NHL

Phase 111 Studie: HDT + ASCT vs allo SCT in der Erstlinienbehandlung

first-line treatment of mature (peripheral)
T-cell lymphoma (PTCL), patients <60 years

~ ,

inclusion criteria
c c c c
« Peripheral T-cell lymphoma, unspec’d (PTCLu) 5 5 5 5 » | H » | E S
* Angioimmunoblastic T-cell lymphoma (AIL) p p p P A A ©
» Anaplastic large cell ymphoma, ALK negative P M T
» Extranodal NK/T-cell lymphoma, nasal type R
 Enteropathy type T-cell lymphoma
» Hepatosplenic T-cell ymphoma c c c c 5
* Subcutaneous panniculitis type T-cell lymphoma H H H H CR,PR, N(i H _ | F S
ollo|lo]|lo A " g $
K-all stages and IPI except stage | with aalPI 0 / PIH PR P P
days 1 15 29 43 64— 4 -6 weeks ——|
R = At diagnosis, patients are randomized to allogeneic or autologous transplantation. Donor search (family or unrelated) will be

initiated only in patients randomized to allogeneic transplantation. Patients randomized to allogeneic tx but without a donor
will receive autologous tx. Peripheral blood stem cells are harvested after DHAP in patients who are to receive autologous tx
(randomized or crossed over from the allogeneic transplant arm because no donor is available).

ASCT = autologous stem cell transplantation, SCT = allogeneic stem cell transplantation

. = lass.
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T-NHL

Zusammenfassung

% Unter vergleichbarer Therapie haben ALCL ALK- und andere mature T-NHL eine
erhebliche schlechtere Prognose als aggressive B-NHL. Bei mehr als 1 IPI
Risikofaktor liegt das EFS bei <30 %

s Ohne IPI-Risikofaktoren werden mit konventioneller Chemotherapie akzeptable
Ergebnisse erzielt. CHOEP dem CHOP vermutlich Gberlegen.

s Alemtuzumab verbessert potentiell die Ergebnisse einer Chemotherapie.
Entsprechende Phase IlI-Studie fiur Patienten > 60 Jahre uberprift die
Wirksamkeit.

s HHDT und autologe SZT sinnvolle konsolidierende Therapie fur Patienten mit
chemosensiblem T-NHL . Rate primé&r chemo-refraktarer T-NHL ist hoch (ca.
30%). Nach HDT und SZT ist die Rezidivrate bedeutsam. PFS (Intent to treat)
zwischen 30% und 40% nach 3 Jahren

% Periphere T-NHL sind empfindlich fir den GVL-Effekt der allogenen
Stammzelltransplantation. Bei Rezidivpatienten EFS zwischen 40 % und 70%
nach 3 Jahren.

% Der Stellenwert der allogene SZT in der primaren Behandlung der T-NHL wird in
einer Phase Ill — Studie Uberpruft.
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Aggressive B-NHL
Einladung

Studientreffen der DSHNHL 2009
24. und 25. April 2009

Anmeldung:
dshnhl@uks.eu
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T-cell lymphomas in DSHNHL trials

Histologic subtypes by reference pathology (n=329)

n %

ALC/ALK+ 73

ALC/ALK-
ALC/ALK unknown 11
PTCL 68

AILT 28
T/NK 18

Lymphoblastic
Intestinal T/NK

Subcutaneous panniculitis-like

T-cell, NOS
T-cell, subtype technically not possible

.
2
Hepatosplenic Y0 2
1
8
3

YA DSHNHL 05.12.2008




T-cell lymphomas in DSHNHL trials
Which patient from which trial? (n=329)

trial age LDH IPI treatment

NHL-B1 18-60 all aalP!I CHO(E)P-14 or -21

NHL-B2 61-75 all IP1 >0 CHO(E)P-14 or -21
High/CHOEP phase Il 18-60 all aalP!I hi-CHOEP-21 vs. hi-CHOEP-14
High/CHOEP phase Il 18-60 aalP10,1 hi-CHOEP-21 vs. CHOEP-21
Mega/CHOEP phase I 18-60 allaalPI>0 MegaCHOEP dose escalation
Mega/CHOEP phase Il 18-60 aa Pl 2,3 MegaCHOEP vs. CHOEP-14
RICOVER-60 61-80 all IP1>0 6 x CHOP-14 vs. 8 x CHOP-14

* LDH > N, any LDH after amendement

recruitment period: Oct 1993 - Feb 2006
median observation time: 43 months

DSHNHL 05.12.2008




T-cell lymphomas in DSHN

HL trials

c
9
=

=
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o
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o

Event-free survival - histological subtypes (n=295)

1: ALK+ (n=73)
2: ALK- (n=108)
3: PTCL (n=68)
4: AILT (n= 28)
5: T/NK (n= 18)

p-values:
2 3 4 5

<0.001 <0.001 0.001 <0.001
0.361 0.897 0.468

0.468 0.947

0.494

10 20 30 40 50 60 70 80 90 100 110

Months ALK+:

ALK-:
3-years EFS-rate: PTCL:

AILT:

DSHNHL 05.12.2008 T/NK:

75.1% (95% CI: 64.5%-85.7%)
46.8% (95% ClI: 37.2%-56.4%)
42.0% (95% CI: 30.0%-54.0%)
48.8% (95% CI: 29.8%-67.8%)
38.1% (95% CI: 15.4%-60.8%)




T-cell lymphomas in DSHNHL trials

ALK-negative and other T-cell lymphomas

Event-free survival according to IPI score (n=234)
1

IPI 0-1 vs. 2: p=0.004
0.9 IPI2vs.3: p=0.395
IP1 3 vs. 4-5: p=0.017

0.8

a9 IPI 0-1 (n=118)

0.6 - IPI2 (n= 57)

0.5 - IPI3 (n= 33)

0.4 IPI 4-5 (n= 26)

c
9
=
=
)
o
o
=
o

0.3

0.2 1

0.1

O 1 1 1 1 1 1 1 1 1 1

O 10 20 30 40 50 60 70 80 90 100 110
Months
3-years EFS-rate: IPI O-1: 58.2% (95% ClI: 49.0%-67.4%)
IPI 2: 35.4% (95% ClI: 22.7%-48.1%)

2, IPI 3: 29.5% (95% CI: 13.6%-45.4%)
s ist DSHNHL 05.12.2008 IP1 4-5: 11.5% (95% CI: 0.0%-23.8%)




T-cell lymphomas in DSHNHL trials

ALK-negative ALCL and other T-cell lymphomas
NHL-B1 trial (=60 years, LDH =N, n=57), EFS: role of etoposide

1
0.9 7
0.8
0.7 -

T 6x CHOEP-14/21 (n=28)

0.5+

0.4 - 6x CHOP-14/21 (n=29)

c
9
=
=
)
o
o
=
o

0.3 +

0.2 -

10 20 30 40 50 60 70 80 90 100 110
Months

. 3 years EFSrate:  with Etoposide: 63.2% (95% CI: 45.0%-81.4%)
RS DSHNHL 05.12.2008 without Etoposide:  48.3% (95% Cl: 30.1%-66.5%)




DEUTSCHE STUDIENGRUPPE HOCHMALIGNE NON-HODGKIN-LYMPHOME™

German High Grade Non-Hodgkin's
Lymphoma Study Group - DSHNHL

MegaCHOEP

mCHOEP 1

CYC 1500
ADR 70
VCR 2
ETO 600
PRD 500




Mega-CHOEP study (Phase I/ 1)

event-free survival

100
90
80 7
70 4
60 - B-cell (n=147)
50 7

40 1 p<0.001
30 - T-cell {(n=33)

Event-free survival (o)

20 7
10 A

u 1 1 I I 1 1 1 1 1

0 10 20 30 40 50 60 70 80 90 100

months

T-cell lymphomas except ALK-positive ALCL

Nickelsen et al., subrmitted
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(58%)

(ITT population)
(27%)
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High-risk Relapse of aggressive NHL

Intermediate Conditioning, GVHD-Prophylaxis by Rituximab

alloPBSC
- MRD
Y MUD
no
aNHL
18-65y
ER(1y)
PD
Post ASCT MMF
\ ) 1 ] Tacrolimus
FI|F||F||F||F
A 25| [25] |25| [25| |25
CR
Salvage -5 LI ]|C||C
Therapy | | gp 17 ][ 1(60] |60
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4114 |4
A I MMF
R R R R | Tacrolimus R R R R
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DSHNHL 2004-R3

Patient characteristics

Age (median, years) range
49,6 21 - 65
Gender %
male 73.3
female 26.7

Prior transplant

none 28.3
1 38.3
2 23.3
< 12 months 79.3
> 12 months 20.7

Stage at Tx %
CR 7.2
/11 32.7
i/ 1V 60.0
LDH at Tx

elevated 51.9
normal 48.1

a-IPl at Tx )
0/1 48.1
2/3 51.9




DSHNHL 2004-R3
Overall Survival and Histology

0 5 10 15 20 25 30 35 40
Time after SCT (months)
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52%

0O 12 24 36 48 60 72 84 96 108 120
time (months)

Median time to Relapse 140 days (range, 38-603 days)

Median Follow-up 50 months %
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Relapsed/Refractory

Relapsed/First-line

T-NHL

HDT and autologous SCT (retrospective)

Author

Year

17

25 (8 allo)
29
36

14 6 ALCL)

27 (only AlL)

40 (14 ALCL)

115 (24 ALCL)

37 (14 ALCL)

HDT

diverse

diverse
diverse

Melph/Eto

Cyc/Eto (Thio)

diverse

diverse

diverse

BEAC/BEAM

CR

0S

35% (2y)
74% (3y)
39% (3y)
48% (3y)

30m (med OS)
10.8m (med OS)
58% (3y)

56% (5y)

54% (5y)
35% Non-ALCL

. 2 Glass.

Q"‘LL“IKJ‘ . Liass
) >

& 2

SELE,
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% ASCT In pTCL: Conclusion

High dose therapy and ASCT are feasible and
safe for patients with chemosensitive T-cell
lymphoma

Even for patients transplanted in first CR,
relapse rate is relatively high

Patients with chemorefractory disease do not
benefit from high dose therapy and ASCT

Further studies are necessary to identify
patients who can be cured by ASCT

The European Group for Blood and Marrow Transplantation



HDT / ASCT in T cell ymphoma as part of primary treatment
Prospective Phase Il Trials

Corradini
(Leukemia 2006)

62
(incl.19 ALK+ ALCL)

Lopez-Guillermo
(ASH 2006, #3070)

41
(no ALK+ ALCL)

Reimer
(ASH 2005, #2074)

65
(no ALK+ ALCL)

D Amore
(ASH 2006, #401)

121
(no ALK+ ALCL)

Median age 43y

47y

49y

55y

1) 2xAPO>2xDHAP
»HD Mito./Mel

2) MACOP-B>HD AraC/Mito
» BEAM

Regimen

3xmaxiCHOP +
3xESHAP altern.

4-6xCHOP-21 +
DexaBEAM

»HD Cy + TBI

6xCHOEP-14
» BEAM

ASCT (%) 74%

41%

65%

73%

56%/16%

CR/PR pre Tx

49%/10%

47%/26%

50%/35%

TRM 4,8%

3%

3%

4%

oS 34% (12y) [21%*]

39% (4y)

50% (3y)

67% (3y)

EFS / FFS/IPFS 30% (12y) 18%*

30% (4y)

n.d.

n.d.

Follow-up 76mo

3,9yrs (survivors)

10mo after Tx

med. 24mo

[* Non ALK+ ALCL]




T-NHL

RIC allogeneic SCT

median follow-up 44 months

100y 106 —— specified
- unspecified
0 Ve,
75 54% A 530
,\C? ['] ['] [ \o - . [ | |.| .
7 50 S{ 0] |
O O 51%
251 257 p=0.76
0, ' ' ' ' ' ' ' | O v J J J J J J |
O 12 24 36 48 60 72 84 9¢ O 12 24 36 48 60 72 84 9%
months months

N = 20 alive (n= 18 CR, n= 2 relapse)
N= 15 death (n= 12 disease, n=3 TRM)

P. Corradini %
A 5 9.1.2009 54




T-cell lymphomas in DSHNHL trials

0.9 7

0.8 -
6x CHOEP-14/21 (n=28)

0.7 1

0.6
0.5 - 6x CHOP-14/21 (n=29)

0.4 -

Proportion

0.3

0.2 1 p=0.430
0.1

O 1 1 1 1 1 1 1 1 1 1

O 10 20 30 40 50 60 70 80 90 100 110
Months

3-years OS-rate: with Etoposide: 74.2% (95%,Cl: 57:5-90.9%)
without Etoposide: 68.8% (9*3:3 3: 51.9-85.6%)




T-cell lymphomas in DSHNHL trials

Proportion

0.9 7

0.8

0.7 7

0.6

0.5

0.4 1

0.3

0.2 1

0.1

p=0.729

6x CHOP-14 (n=28)

L

8x CHOP-14 (n=23)

10

20

30 40 50 60 70
Months

3-years EFS-rate: 6x CHOP-14: 35.7% (95% Cl; 17.9-53.5%)
8x CHOP-14: 30. 4%%% Cl: 11.6-49.2%)



DSHNHL 2003-1: Studiendesign

O O O O O O
CI) CI) cI) cI) cI) (Ig N Alemtuzumab
m m m m m m 133 mg/4w
T 3V, T T T 3V,
| | | | | L
| | | | | |
1 15 29 43 57 71 92
Tag
Binder et al., Blood (ASH Annual Meeting Abstracts) 2007; 110: 3431a

& e s, 5. Slass
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T-NHL

RIC allogeneic SCT

Age 43 (15-64)
No. lines (range) 2 (1-4)
Previous autologous SCT 57%

CR pre-allogeneic SCT 29%

PR pre-allogeneic SCT 42%
Median time diagnosis 17 months

to allo-SCT

(6-99 months)

P. Corradini

=oabaaa
. Tiuos

,0(’ Wil .'T'nf%

§ 2

% § 9.1.2009
Sgrp 190
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T-NHL

Neue Therapieansatze: A-CHOP

Failure free survival (24 pts)

10 S

08 -

06

04 -

02 * censored obsenations

Cunulatve proporion of survival
:
;.l'

00 T | |

Years from diagnosis

Gallamini et al, Blood 2007; 110(7): 2316-2323 3. Glass

% 5 9.1.2009 59



DSHNHL 2006-1B

Primartherapie fur PTCL bei alteren Patienten (>60 J.)

AlCllalCl{alC||lA|lC||A|C||A|C
30| H | |80 H | [30| H | |30| H | |30| H | 30| H -
mg| O | Img| O [ [mg| O [ |mg| 0 [ Img| O [ |mg| O n=150
= = = = = =
C C C C C C
H H H H H H
o o o o) o) o n=150
= = = = = =

A = Alemtuzumab

2, Glass,
. Tiuos

,0(’ ‘;urfq»% A

g %

= =)

% § 9.1.2009 60
Sgrp 190



MegaCHOEP Phase Il T vs B: EFS

1 L

i (n = 146)
__ T-Cell (Alk -)
0.7
(n =24)
0.6
0.5
0.4
0.3
W 3-Year EFS (95% CI):
S B-Cell: 59.8% (51.7%; 67.8%)
T-Cell ( Alk-): 25.0% ( 7.7%:; 42.3%)
O . = = = N
0 1 2 3 4 5 6 7

Time (years)

= abaas
S RS ES )

GLINT,

.~°¢L Tlﬁwe

g %

E 2

3 5 9.1.2009 61
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Event-free Survival (%)

P=0.005

10 ALCL alk+
O\O
g 62%
=75 -
&
f Selr ISl
2 50F
(@)

251

ol 1 1 1 1 1 ]
1000 25 50 75 100 125 150

time (months)
P=0.02
75 IPI 0-1
50F
24%

ogl IPI2-3

O 1 1 1 1 1 ]

0 25 50 75 100 125 150

time (months)

Event-free Survival (%)

B
10
P=0.006
75 ALCL alk+
54%
50
non-ALCL alk+
25 18%
C 1 1 1 1 1 ]
0 25 50 75 100 125 150

time (months)

prognostic factors for
auto-SCT in PTCL.:

aalPI
ALK-positivity
pre-transplant CR

Corradini et al. Leukemia 2006; 20(9): 1533-8

=N
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Overall Survival (proportion)

T-NHL

Histologischer Subtyp und Langzeitprognose

1.0 p<0.001

0.9 L
0.8
0.7

Cut ALCL

0.6 ALK-pos
0.5

0.3 |

ALK-neg
0.2 ,  PTCLU

0.17

0.07

AILT

I I I I I I I I I I I I I I I I I I I I
o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19

Time (Years)

‘ = ataaa
og‘;u.\n% IS

(Vose ASH 2005 811a) G sixe o

Sgrp 1



T-NHL

Resultate der konventionellen Therapie

 Anthracycline-based (CHOP-like) regimen

« Treatment analog to aggressive B-NHL

. Poor outcome

Author
Lippman

Coiffier
Ascani

Melnyk

Lopez-G.

Kim
Rudiger

Huang

Year

5y OS
15%

med OS 42m
(8y 0S) 38%
39%
(4y 0S) 38%
36%
26%

22%

Comment

Non-ALCL

ALCL incl
ALCL incl
ALCL incl
ALCL incl
Non-ALCL

Only NOS

o@«‘;m

NSELED,

. IIS’J}

Dypao

Sgrp 1
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Aggressive B-Zell Non-Hodgkin-Lymphome

Histologische Einteilung

Follicular lymphoma 9690/3
grade 1-2
grade 3A /3B
Diffuse large B cell Lymphoma,NOS 9680/3
T-cell/histiocyte rich large B-cell lymphoma 9688/3
Primary DLBCL of the CNS 9680/3
Primary cutaneous DLBCL, leg, type 9680/3
EBV positive DLBCL of the elderly 9680/3
DLBCL associated with chronic inflammation 9680/3
B cell lymphoma unclassifiable DLBCL / Burkitt 9680/3
Primary mediastinal (thymic) B-cell lymphoma 9679/3
Intravascular large B-cell lymphoma 9712/3
ALK positive large B-cell lymphoma 9737/3
Plasmablastic lymphoma 9735/3
Large B-cell lymphoma in HHV8+ Castelman 9738/3
Primary effusion lymphoma 9678/3
B cell lymphoma unclassifiable HD / Burkitt 9596/3
Burkitt lymphoma 9687/3

= abaas
. Tiuos

WHO Classification of Tumours of Haematopoetic and Lymphoid Tissues;;%?g
“Sa@¥° 2162006 65

4th Edition, 2008



DLBCL, NOS

Histologische Varianten

Diffuse large B cell Lymphoma,NOS 9680/3
Common morphologic variants

centroblastic
Immunoblastic
anaplastic
Rare morphologic variants
Molecular subgroups
Germinal centre B-cell like (GCB)
Activated B-cell-like (ABC)
Immunhistochemical subgroups
CD5-positive DLBCL
Germinal centre B-cell-like (GCB)
Non- Germinal centre B-cell-like (GCB)

WHO Classification of Tumours of Haematopoetic and Lymphoid Tissuesfs%iﬁﬁ e
4th Edition, 2008 2162006 66



B-Zell Non-Hodgkin-Lymphome

Haufigkeitsverteilungf

u Diffuse large B-cell 37%
® Follicular 29%
MALT lymphoma 9%
Mantie cell lymphoma 7%
mCLL/SLL 12%
@ Primary med large B-cell 3%
m High Grade B, NOS 2.5%
Burkitt 0.8%
FOLLICULAR y B Splenic marginal zone 0.9%

LYMPHOMA
® Nodal marginal zone 2%

Lymphoplasmacytic 1.4%

) JEes
. Class

WHO Classification of Tumours of Haematopoetic and Lymphoid Tissues;;%&g

4th Edition, 2008 21.6.2006 67



