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ALEMTUZUMAB AND CHOP IN T-CELL LYMPHOMA
THE ACT-1 and ACT-2 TRIALS

ACT-1 (younger patients)
A randomized phase lll study to evaluate the efficacy of chemoimmunotherapy with
the monoclonal antibody Campath-1H (Alemtuzumab) given in combination with 2-
weekly CHOP versus 2-weekly CHOP alone and consolidated by autologous stem
cell transplant, in young patients with previously untreated systemic peripheral T-
cell ymphomas

ACT-2 (elderly patients)

A randomized phase lll study to evaluate the efficacy of chemoimmunotherapy with
the monoclonal antibody Campath-1H (Alemtuzumab) given in combination with 2-
weekly CHOP versus 2-weekly CHOP alone in elderly patients with previously
untreated systemic peripheral T-cell lymphomas



NLG-T-01 and ACT trial — Time line up to FPI
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NLG-T-01: OS and PFS

Median follow-up: 5 yrs (range 2-8 yrs)
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NLG-T-01: Overall and subtype-specific outcome (N=160)
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Overall survival

Overall survival
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1st line treatment of transplant-eligible PTCL
Patterns of treatment failure

26%
18% 70
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Dose-dense induction + alemtuzumab
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ACT study
Trial design
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NLG-T-01 and ACT trial — Time line up to FPI
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Why alemtuzumab?

At the time of planning (2005-2007)
the most mature phase Il experience
in combination with chemotherapy
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Efficacy of Alemtuzumab in combination with dose- /@
adjusted EPOCH in untreated nodal PTCL :
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The ACT trial -

Original schedule
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Dose and age amendment
Due to 2 cases of aspergillosis in pts aged >60yrs

* Dose reduction of Alemtuzumab from 360mg
(60mg/course for 6 courses) to 120mg (30
mg/course ford courses)

e Sharp age cut-off: 60 yrs



The ACT trial

AFTER the dose/age amendment

R ‘ 60 yrs R ’
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HDT HDT |

N=133 - N=250 N=117



ACT-1

Interim analysis cohort

9 59 68

N pts
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ACT-1

SAEs before and after the ALZ dose amendment

SAE per patient

Before After

amendment amendment
(n=7) (n=56)

Treatment group

6x CHOP-14 (n=31) 2/3(0.67)  13/28(0.46)
6x CHOP-14 +A(n=32)  13/4(3.25) 24/ 28 (0.86)

Total (n=63) 15/7 (2.43) 37/56 (0.66)
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Proportion

Schedule adherence

1.0

0.9 1 = 6 x CHOP-14

0.8 - median: 73
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Days
Infections

Infection type 6x 6x
(grade 23) CHOP-14 CHOP-14 + A
Bacterial 58.3% 38.1%
Fungal 16.7% 4.8%
Viral 25.0% 42.9%

ACT-1

Feasibility

Haematological toxicity

CTC

S 6 x 6 x
(grade 23) CHOP-14 | CHOP-14 + A
Leukocytopenia 24.0 69.0 48.1
Thrombocytopenia 20.0 12.0 15.6
Anemia 19.4 31.2 25.4

SC harvest and recovery

6x 6x .

Parameter CHOP-14 | CHOP-14 + A Va‘:ue
|_Median | Median

0.2

N reinfused CD34+ cells
(108)/ kg b.w. 4.0 3.6

Days to ANC >0.5x109/ 12 1" 0.8

Days to PLTS >50x10%I 15 18 0.4



35

ACT-1 study

Hematopoietic Recovery
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ACT-1

Response rates and time-related end-points

Results of the final analysis: July 2015

Response rates Time-related end-points (not arm-specific)
» Primary » Secondary
N (%) ] EFS " PFS
ORR 42 (67)
CR/CRu 38 (61) ..l .
PR 4 6) CrT T IEI ORI IA v EEEEEE
o 3 m
PD 16 (25) 55% (42-67)
Not evaluable 2 (3) PFS 54% (42-67)
Total 63 (100) oS 78% (67-88)

d’Amore et al, ASH 2012 abs #57
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2008 WHO classification of PTCL subtypes:
Comparison of NLG-T-01 and ACT
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Adapted from Swerdlow SH, et al. WHO Classification of Tumours of
Haematopoietic and Lymphoid Tissues. 2008.



ACT-1 vs NLG-T-01
ORR and 1-year PFS/OS

ACT-1 NLG-T-01
(not arm-specific) (without ALCL)
50% CHOP -14x6 CHOEP-14 x6 +ASCT
50% A-CHOP-14 x6 | +ASCT
ORR % 67 64
CR-CRu (%) 61 56
54.4 57,5
= o ’
1-yr PFS (%) (95% Cl: 42:67) (95% Cl: 50; 65)
77.6 68,3
= ) ’
1-yr 05 (%) (95% Cl: 67:88) (95% CI: 61; 75)

The non arm-specific outcome of the ACT-1 trial is similar to the
one of the NLG-T-01 trial for both ORR, CR and 1-yr PFS and OS




ACT-1 Interim Analysis

DSMB vote after evaluation of arm-specific results
Statement to investigators

» No indication to stop the trial due to futility,
overt superiority or feasibility concerns.

» Results should not yet be unblinded to
physicians or patients.
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The ACT trial

Final analysis e
R | "
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Bl AEU EFS, PFS, O et studies studies

A+Cvs B+D ACT-1+2 ORR



NORDIC LYMPHOMA GROUP

The ACT trial
Joined NLG-T-01/ACT analysis with regard to ASCT  smwssssvezionsasars

R ’ ﬂ NLG-T-01 (>60yrs)
CHOP-14 - &Pl_i o CHO(E)P-14
CHOP-14 &P-i CHO(E)P-14
CHOP-14 - CHOP-14 CHO(E)P-14
CHOP-14 ii CHO(E)P-14
ii $P-1—74 | CHOP-14 | CHO(E)P-14
- CHOP-14 | CHOP-14 | CHOP-14 CHO(E)P-14
| \ e

Auto

"Meta- Cohort
analysis”
NLG-T-01 61-67 yrs (CHOP + HDT)
60-70
Std ACT-1 50-60 yrs (CHOP + HDT)

Std ACT-2 61-70 yrs (CHOP) 60-70



PTCL restricted prospective trials with > 100 pts

1st line treatment

: Cohort Accrual

ACT phase 3 250 Closed ASH 2012

NLG-T-01 phase 2 160 Closed JCO 2012

Relapsed/refractory

NCI/Rmdps phase 2 130 Closed JCO 2012

PROPEL phase 2 109 Closed JCO 2011



ORRs of selected compounds given as
monotherapy in systemic PTCL
+15 line phase Il trials

T o e M
Enblad et al, Blood 2004 Alemtuzumab (CD52) 36% Rel/ref ACT-1 and -2




