
2015... 2018 

T-Cell Lymphomas: 

we are close to the 

finalization

Peripheral T-cell lymphomas-not otherwise specified

Francesco d’Amore, MD, PhD
Dept. of Hematology

Aarhus University Hospital
Aarhus, Denmark

7. Maj 2018
Bologna, Italy

Standard treatment in front-line



Disclosures (last 2 yrs)

• Advisory boards: Nordic Nanovector, Servier
Pharmaceuticals, Takeda/Millennium

• Speaker’s honoraria: Takeda, Servier
Pharmaceuticals

• Research support: Sanofi/Genzyme, Takeda, Roche, 
CTI Life Sciences, Servier Pharmaceuticals  



PTCL subtypes according to the International T-cell Project

PTCL accounts for10-15% of all lymphomas1

Vose J, et al. J Clin Oncol 2008;26:4124–30 

Subcutaneous panniculitis-like T-cell lymphoma

Peripheral T-cell lymphoma-NOS

Angioimmunoblastic lymphoma

Natural killer/T-cell lymphoma

Adult T-cell leukaemia/lymphoma

Anaplastic large cell lymphoma, ALK-positive

Anaplastic large cell lymphoma, ALK-negative

Enteropathy-type T-cell lymphoma

Primary cutaneous anaplastic large cell lymphoma 

Unclassifiable peripheral T-cell lymphoma

Other disorders

Hepatosplenic T-cell lymphoma

PTCL, peripheral T-cell lymphoma; NOS, not otherwise specified 

ALK-

ALK+

PTCL-NOS
26%

AITL
19%

ALCL
12%



Overall survival of patients with different subtypes of PTCL

Vose J, et al. J Clin Oncol 2008;26:4124-30
©2008 by American Society of Clinical Oncology

PTCL, peripheral T-cell lymphoma; ALK, anaplastic lymphoma kinase; 
ALCL, anaplastic large cell lymphoma



‘Standard’ approach for PTCL-NOS outside clinical trials



Outcome with conventional CHOP 

31 clinical trials: tot 2815 pts ( period:1990-2010)

Overall (all subtypes): 5 yr OS  38.5%

Abouyabi S, et al. ISNR Hematology 2011;2011:623924. doi: 10.5402/2011/623924

Meta-analysis of conventional  
chemotherapy without ASCT

(Emory University, Atlanta, US)

ALCL (alk pos+neg)                                     56.5%

Danish registry data

CHOP, cyclophosphamide, doxorubicin, vincristine, prednisone; PTCL, peripheral T-cell lymphoma; ALK, 
anaplastic lymphoma kinase; ALCL, anaplastic large cell lymphoma; T-LBL, T-cell lymphoblastic lymphoma; 
CTCL, cutaneous TCL; ASCT, autologous stem cell transplantation; pts, patients; yr, years; OS, overall survival; 
NK, natural killer; AITL, angioimmunoblastic TCL; NOS, not otherwise specified; pos, positive, neg, negative 



The addition of etoposide to CHOP
The German experience in aggressive lymphomas: retrospective PTCL subset analysis

Schmitz et al. 2010 Nov 4;116(18):3418-25

Event-free survival



Population-based data from the Swedish lymphoma registry

HR, 0.49; p 0.008

N=755 pts with
non-leukemic,

non-cutaneous PTCL

Ellin F, et al. Blood 2014;124:570-7
CHOP, cyclophosphamide, doxorubicin, vincristine, prednisone; PFS, progression free survival; 
PTCL, peripheral T-cell lymphoma; pts, patients; HR, hazard ratio



CHO(E)P-14d x 3

CHO(E)P-14d x 3

(stem cell collection)

HDT (BEAM)

Follow-up

Excluded: 

• Precursor TCL

• alk+ ALCL  

• CTCL

• Primary leukemic PTCL

CHO(E)P :

18-60 yrs: CHOEP-14 

(n=118)

61-67 yrs: CHOP-14 (n=42)

CR, PR NC,PD

CR, PR NC,PD

60 mo median follow-up

NLG-T-01: 1st PTCL-specific trial – Does upfront HDT improve outcome? 

JCO 2012;30(25):3093-9
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5 yr med foll up

d’Amore F, et al. J Clin Oncol 2012;30:3093-9

NLG-T-01 – CHOEP q2w x 6 + ASCT
5- and 10 yr median follow-up

d’Amore F, et al. ICML 2015;abstract 74

OS, whole cohort

42%

PFS, whole cohort

38%

10 yr med foll up

10-yr PFS

10-yr OS

Histology 5-yr OS

PTCL-NOS 47%

Histology 10-yr OS

PTCL-NOS 42%



A backbone alternative to CHOP/CHOEP?

CEOP-Pralatrexate
Gemcytabine-Methylprednisolone-Cisplatin (GEM-P)

Design Regimen Outcome Authors’ statement Reference

Phase 2 CHOP+Pralatrexate 2yr PFS: 39%
No obvious improvement
on historical CHOP data

Advani R et al. Br
J Haem 2015, 
172:535-44

Phase 2 
rand

CHOP vs GEM-P 
Hypothesis: 

GEM-P>CHOP
EOT-CR 70% vs 50%

EOT-CR:
CHOP 53%
GEM-P 47%

(p=0.24)

1) No efficacy difference
2) GEM-P had a higher

rate of study withdrawals

Gleeson M et al. 
14th ICML, 

Lugano 2017 
(abstr#64)



German auto vs allo trial (AATT)

Schmitz N, et al. ICML 2015;abstract 33 

Trial cohort

All Auto Allo

Randomized (tot) 104 --- ---

Interim analysis 58 30 28

Efficacy 

All Auto Allo

ORR 51% 53% 50%

1y EFS 41% 48% 48%

1y OS 69% 61% 55%

This analysis showed no significant differences in survival for pts randomized to autoSCT or alloSCT.
After interim futility analysis,…the DSMB/PIs decided to prematurely stop patient accrual.

ALLOGENEIC OR AUTOLOGOUS TRANSPLANTATION AS FIRSTLINE THERAPY FOR 
YOUNGER PATIENTS WITH PERIPHERAL T-CELL LYMPHOMA—RESULTS OF THE 
INTERIM ANALYSIS OF THE AATT TRIAL

Authors’ 
statement

Main problems: 
1) 38% not reaching consolidative SCT
2) GvL-effect of allo counterbalanced by high TRM

AATT, autologous allogeneic, transplantation trial; auto, autologous; allo, allogeneic; tot, total; ORR, overall response rate; y, 
year; EFS, event free survival; OS, overall survival; SCT, stem cell transplantation; GvL, graft verses lymphoma; TRM, 
treatment related mortality; pts, patients; DSBM, Data and Safety Monitoring Board, PI, principal investigators



1st line treatment of PTCL

2 yr

12%

7-10 yrs

Refractory Chemosensititve, but 
eventually relapsing

Cured

Specific biofeatures predictive for clinical behaviour
>> Ongoing correlative studies on trial-specific samples

18%

~40%

~30%

End of induction,

consolidation

7 yrDiagnosis

d’Amore F, et al. J Clin Oncol 2012;30:3093-9 
d’Amore F, et al.  Ann Oncol 2015; 26 Suppl 5:v108-15

What have we learned from the large upfront PTCL-specific trials?

PTCL, peripheral T-cell lymphoma; yr, years



Parrilla Castellar et al, Blood, 2014



• N=105 (ALCL, only)

• N= 32 ALK positive (30%)

• N=73 ALK negative (70%)

• ALK negative

• N= 22 DUP22+ (30%)

• N= 6 TP63+ (8%)

• N= 45 -/-/- (62%)

• N= 138 (PTCL-NOS, AITL, ALCL N=40)

• N=13  ALK positive (32%)

• N=27 ALK negative (68%)

• ALK negative

• N= 5 DUP22+ (21 %)

• N= 2 TP63+ (7%)

• N= 20 -/-/- (74 %)

Parrilla Castellar et al, Blood, 2014 Pedersen et al, Blood, 2017

(*Contributed equally)



PTCL-NOS patient
with co-occurrence of DUSP22+ and TP63+

• 1 pt. PTCL-NOS with rearrangements of both DUSP22 and TP63 had a poor clinical 
outcome.  

• no co-occurrence of DUSP22 and TP63 rearrangements in systemic ALCL

• confirmed the absence of DUSP22 and TP63 rearrangements in ALK+ ALCL and 
AITL. 

Pedersen et al, Blood, 2017



PTCL-NOS 
co-occurrence of DUSP22+ and TP63+

a diffuse 
infiltrate of 
mostly small 
to medium-
sized cells

CD30

DUSP22 rearrangemet
TP63 rearrangement

Focal findings of larger cells with cytological features of “hallmark” cells



Conclusion

• Confirms the good outcome of DUSP22+ ALCLs regardless 
of HDT/ASCT. 

• Suggests absence of DUSP22 and TP63 rearrangements in 
other PTCL subtypes than ALK- ALCL and (CD30+) PTCL-NOS 
(i.e. ALK+ ALCL, AITL, EATL, NKTCL)

• Supports the impression that non-DUSP22+ ALCL and PTCL-
NOS have a better survival when consolidated with 
HDT/ASCT.

• The only long-term survival in a patient with TP63+ ALCL 
was observed after up-front HDT/ASCT consolidation.



1st line treatment of PTCL

~30%

18%

12%

~40%

Im
p

ro
ve

in
d

u
ct

io
n

C
o

n
so

lid
at

e
re

sp
o

n
se

M
ai

n
ta

in
re

m
is

si
o

n

New trials
C

u
rr

en
t

st
ra

te
gy

O
K

Possible interventional strategies



ACT-1

ACT trials
Trial design

RANDOMIZATION

6 x CHOP-14
+ HDT-ASCT

6 x CHOP-14
with Alemtuzumab

+ HDT-ASCT

RANDOMIZATION

6 x CHOP-14
6 x CHOP-14

with Alemtuzumab

ACT-2

CHOP, cyclophosphamide, doxorubicin, vincristine, prednisone; HDT-ASCT, high dose therapy-autologous stem cell transplantation



O’Connor OA, et al. J Clin Oncol. 2013;31:Abstract  TPS8611.TCL, T-cell lymphomas. 

Study Design: Patients with newly diagnosed CD30+ ALCL and mature TCL

Endpoints:
• Primary: PFS per IRF
• Secondary

─ PFS per IRF for patients with sALCL
─ others: CR rates per IRF following completion of treatment, 

OS, ORR per IRF, safety and tolerability

Brentuximab vedotin 
1.8 mg/kg q3w

+ CHP 21 x6

CHOP
21 x6

R Evaluation

+HDT 
(opt)

+HDT 
(opt)

BV-CHP vs CHOP



Romidepsin-CHOP vs CHOP

 Romidepsin MTD (phase 1b): 12mg/m2 x6 d1+8 at each cycle of CHOP 

 Target population: 420 pts

 Enrolled pr Feb 2015: 108 pts

 1st interim analysis at 84 events (30% of the total expected)

Dupuis J, et al. Lancet Haematol 2015;2:e160-5




