
Owen O'Connor: 00:00 Hello everyone, my name is Owen O'Connor. I am an American 
Cancer Society Research Professor, and a Professor of Medicine 
and Experimental Therapeutics, and Director of the Center for 
Lymphoid Malignancies here at Columbia University in New 
York City.  

  And I am welcoming back today my colleague and friend, Dr. 
Lorenz Trümper who is a Professor and Chairman at the 
University of Göttingen in Germany. And in this podcast we are 
going to be discussing updates and newly diagnosed peripheral 
T-cell lymphoma (PTCL). Welcome back, Lorenz.  

Owen O'Connor: 00:38 So, I want to get started, and jump in by getting a feel from you 
on what are the treatment options that are typically available to 
physicians taking care of patients with PTCL in the frontline 
setting? And what kind of factors go into your thinking about 
the selection of that therapy? 

Lorenz Trumper: 01:00 The important point is that you do not look at PTCLs as one 
disease. Peripheral T-cell lymphoma is, for the pathologist, a 
very challenging disease. So the first thing that comes to my 
mind is the diagnosis. When the patient shows up in the clinic 
with that diagnosis, I look at the pathology report and I 
challenge the pathology report, which I always do. 

  So, there are different subtypes. It is important to know that 
your pathologist does a number of tests, 
immunohistochemistry, possibly molecular biology test, and 
gives you a full report, so you can really start thinking about the 
patient. 

  That includes a number of surface antigens, including CD30 
nowadays, but it also includes things like Das 22 and so on and 
so on. So please be aware, you need a good pathology report 
because it is a challenging disease and you want to have all the 
information. 

  So, what do I have available? Well, chemo. The chemo regimen 
that we use was devised in 1976, so it is quite old, to be honest.  

  There are a number of reports that this chemo base, the top 
regimen may not be enough, so you can augment it by drugs, 
um, that are very frequently used in T-cell lymphoma like 
etoposide. But using etoposide in addition to CHOP 
(cyclophosphamide, doxorubicin, vincristine, prednisone) is 
based on retrospective series on registry data and not on a 
properly designed Phase 3 trial and that makes it difficult to find 
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out which patient is suited for CHOP and which patient is suited 
for CHOEP (cyclophosphamide, doxorubicin, etoposide, 
vincristine and prednisone). So that is the basis of treatment 
that we have, and that is not, you know, that is not satisfactory, 
to be honest. 

Owen O'Connor: 03:08 So how do you think about advancing the future? And we have 
both talked a little about strategies to do that by either 
developing novel platforms or, but by, also thinking about how 
we can addend the current CHOP- or CHOEP-based backbone. 
So how do you think we should be moving forward in terms of, 
let us focus on the latter first, how do you think we should be 
moving forward in terms of thinking about adding new drugs, 
and what examples do we have where that has produced some 
compelling data regarding treatment outcomes and T-cell 
lymphoma?  

Lorenz Trumper: 03:50 I think you have to go back to the patients with CHOP or CHOEP 
at the moment, and you have to know exactly which patients 
fail and why do they fail in terms of the peculiar or specific 
biology of their disease. So, you know, a certain percentage of 
patients are cured and, of course, if you know that a patient is 
cured with the standard chemo, there is no reason to add either 
a consolidated transplant or something else. And I think we are 
coming a long way now in delineating failures, the biological 
factors that come into role, so it helps us to design our clinical 
trials. 

  Number two is, as I said before, pathology, so for example, if 
you know that, you know, CD30 is expressed on the surface of 
those cells, there are data that will show you that adding a drug 
that targets CD30 with an antibody drug conjugate—
brentuximab vedotin—that that adds to the success in care on 
this patient. But not all patients, even if, you know, look at this 
trial, are cured, and we have to learn about the fact that one 
good example is looking at the Das kinase telling you 
beforehand that patients who have this and that molecular 
pattern have a better or worse prognosis, and then selecting 
those with a burst prognosis for novel agents. And the other 
way to look at it is of course to go and look at refractory 
patients and combine drugs in a way that, you know, you are 
the specialist in looking at the big, drug combinations, learning 
from those patients that respond in those relapse trials and 
then taking this forward to the frontline. 

  So, we are coming a long way. We are not as far as B-cell 
lymphomas, but we have learned a lot and have seen some 
success in treatment. I should mention one thing, briefly 
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mention stem cell transplant now. There are two stem cell 
transplants, autologous and allogeneic. Autologous is used in 
many centers around the world to consolidate the success of 
CHOP and CHOEP after a patient has reached a remission. That 
field is open, there are debatable data. There is no properly 
randomized Phase 3 to support the use of autologous 
transplant. It is used widely in Europe, less in France, than in 
Germany or the United Kingdom, for example. I do not know 
exactly about the states. And the other one is allogeneic 
transplant. That is being used in a randomized fashion in 
frontline, and yes it works but it is too toxic to be used in 
frontline in all patients, full stop. So, it should not be used as a 
frontline treatment, except in very, very rare, subtypes like 
angioimmunoblastic T-cell lymphoma (AITL) and so on, that 
have a very, very bad prognosis. That is a very individual 
decision that I take on in patients, you know, when I see them in 
the clinic, but basically, we are not using that anymore.  

Owen O'Connor: 06:57 So as you know, the ECHELON-2 results of which you and I both 
contributed, were published earlier this year. Can you give us a 
rundown on that particular trial and how you see it impacting 
the day to day management of patients with PTCL? 

Lorenz Trumper: 07:20 Sure. Well, ECHELON-2 was a very, very straightforward and 
simple design, which I actually like in a Phase 3 trial. So, it was 
CHOP versus CHOP without the vincristine plus brentuximab 
vedotin. It was a double-blind randomized trial though, so bias 
was eliminated as much as possible. And it was used in two 
patient groups. Primary endpoints were geared towards those 
patients who had anaplastic large cell lymphoma, which is 
characterized by a high level of CD30 expression on the tumor 
cells in anaplastic large cell lymphoma kinase (ALK) negatives for 
all and ALK positives in the subgroup with an inferior prognosis, 
and they made up about 70% of the patient population. And 
that answer was very, very clear cut and very simple. If you use 
CHOP without vincristine plus brentuximab vedotin in those 
patients, they have a progression free survival and that, even at 
the early time of looking at the trial translated into an improved 
overall survival. So there is no question that those patients do 
benefit if we give them brentuximab vedotin instead of 
vincristine, full stop clear cut.  

  Now, the second group that cohort was expanded by the 
sponsor of this trial was actually not as clear cut but very 
interesting. These were those patients who had peripheral T-cell 
lymphoma otherwise with some CD30 expression, more than 
10% on the slide. And since this was a small group and the trial 
was not geared toward showing a superiority in the small group, 
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the results were not as conclusive. But they were interesting 
because there are patients in there, even if they do not have an 
ALCL that benefit from this treatment; and this has to be 
followed up in further trials. And of course, we are looking at 
the data from the trial at CD-30 levels and so on to determine 
where we should go from there. So very interesting trial, very 
informative on the primary population, and hypothesis 
generating on the secondary population, and I think that that is 
what we expect from a Phase 3 trial. 

Owen O'Connor: 09:54 Yep, so we've learned a ton listening to you, and the last 
question I have for you is going to be a practical one. Let us take 
a patient with PTCL that comes in, and I am going to make it a 
little challenging, just to get your instincts. Now let us say that 
they are CD30-positive, PTCL-not other specified (NOS) with 
staining that is reported between 5% and 10% CD30-positive 
staining. How would you treat that patient today in the frontline 
setting? 

Lorenz Trumper: 10:29 Well, you know that my- 

Owen O'Connor: 10:32 Now, let us imagine you are working with me here in New York, 
and access to the drug is not a challenge. 

Lorenz Trumper: 10:39 Which I would like to do, work in New York, but to be honest- 

Owen O'Connor: 10:42 Oh, we would love to have you. 

Lorenz Trumper: 10:44 (Laughs) Yeah. 5% to 10% you know what I would like to know, I 
would like to know which cells is it on. I am very intrigued by the 
bystander cell paradigm. So, we are hitting something in the 
micro-environment of the T-cell lymphomas that are very 
similar to other lymphomas, chronic lymphocytic leukemia (CLL) 
or follicular lymphoma, keeps the lymphoma alive. So, I think it 
is too early to really say, "Yes, that is a patient where I would try 
it." So, my answer is frontline. 

Owen O'Connor: 11:15 That patient, you would do what frontline? You would CHOEP. 

Lorenz Trumper: 11:20 CHOEP, we do CHOEP you know, I said before what the 
limitations are. I use it on the majority of patients up to 65, with 
granulocyte-colony stimulating factor (G-CSF), we have not seen 
problems in our registries in terms of secondary malignancies. 
But again, it is not randomized, and I would then debate the 
question of autologous consolidation. And as I have said before, 
based on the French data I am not as convinced as I was 3 or 4 
years back, based on the Nordic trial that this option should be 
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used in each and every patient. So that is a very individual 
decision I am making then. 

Owen O'Connor: 11:58 So that same day that you saw the patient with 5% to 10%, you 
actually saw another patient with angioimmunoblastic T-cell 
lymphoma, and that case also had some modest CD30 staining 
and let us say that that was at 15%, would your management 
change? 

Lorenz Trumper: 12:20 Because it is angioimmunoblastic, Number 1, which is a very 
peculiar disease, and you know what we have tried this disease 
in the 15%, I would start thinking about brentuximab vedotin 
exactly in this patient. Even though if you go to the published 
data from the ECHELON-2 trial, especially in AITL, the forest plot 
seemed to show that there is no difference. But again, small 
cohorts, you know, it this trial data were premature, and we 
would really love to do the trial in this patient group now and 
look at it. Again, you have seen probably their data that were 
shown at American Society of Clinical Oncology (ASCO) by 
showing that CD30 levels may not predict the outcome. So... too 
early, you know, too early to make the decision and in Europe, 
you know, brentuximab vedotin is not at all available at this 
point in time for frontline. We are a little bit behind there, but 
the US Food and Drug Administration (FDA) has licensed it in 
this situation and, therefore, I would be very tempted to use it 
in this AITL outpatient with 15% if I could, to be honest. 

Owen O'Connor: 13:40 So the interesting thing about the FDA approval is even though 
the trial was designed to be conducted in patients who had at 
least 10%, the FDA did not set any criteria around the level of 
CD30 staining, as long as you were CD30 positive, that was the 
only criteria. There was no metric around the amount of CD30 
positivity you needed to get treated. So, I think, you know, for 
those of us who have access to the drug and are looking at, you 
know, who is eligible. Technically, any patient with CD30 
positivity would be eligible for the trial, so an interesting 
regulatory opinion about these particular patients. So, you have 
done a… 

Lorenz Trumper: 14:27 I wonder what European Medicines Agency (EMA) will do, it is 
not out yet, so it has been submitted, and we'll see what they 
will do.  

Owen O'Connor: 14:34 Yeah, yep. You have done a great job outlining the technical 
challenges in T-cell lymphoma but also sharing with us a lot of 
great insight about some of the new therapeutic developments, 
which I think are helping us begin to turn the corner on 
challenging PTCL management. So, thank you again so much for 
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all your time, and I look forward to seeing you back here in New 
York anytime you like. 

Lorenz Trumper: 14:57 Thank you very much, Owen. It was a pleasure talking to you 
and see you soon, bye bye. 

Owen O'Connor: 15:04 Bye all. 
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