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The following is a lightly edited transcript of a tele-
conference recorded in April 2019.

John Zic, MD. Let’s start by defining cutaneous T-
cell lymphomas (CTCLs) and how they differ from 
other non-Hodgkin lymphomas. We also should 
discuss classification, which can be very confus-
ing and epidemiology as it relates to the veteran 
population. Then I think we should dive into chal-
lenges with diagnosis and when should a VA or 
any provider consider mycosis fungoides (MF) and 
Sézary syndrome—the 2 most common variants of 
CTCLs.

I like to define the primary CTCLs as malignan-
cies of the T-cell where the primary organ of in-
volvement is the skin. However, this disease can 
spread to lymph nodes and visceral organs and 
the blood compartment in more advanced pa-
tients. Alejandro, could you provide some high-
lights about how CTCLs are classified?

Alejandro Ariel Gru, MD. Lymphomas are di-
vided in the general hematology/oncology prac-
tice as Hodgkin and non-Hodgkin lymphomas. 
Traditionally all lymphomas that occur on the skin 
are non-Hodgkin lymphoma subtypes. That has 
specific connotations in terms of diagnosis, prog-
nosis, and therapy. Because the T cells are one 
of the main residents of the subtypes of lympho-
cytes you encounter on the skin, most lympho-
mas that occur on the skin are derived of T-cell 
origin. B-cell lymphomas, in general, tend to be 
relatively uncommon or more infrequent.

There are 3 main subtypes of CTCL that pres-
ent on the skin.1 MF is, by far, the most common 
subtype of CTCL. The disease tends to present 
in patients who are usually aged > 60 years and 
is more frequent in white males. It’s a lymphoma 
that is particularly relevant to the veteran popu-
lation. The second subtype has many similarities 
to MF but shows substantial peripheral blood in-
volvement and is referred to as Sézary syndrome. 
The third group is encompassed under the term 
CD30-positive lymphoproliferative disorders. This 
group includes 2 main subtypes: primary cutane-
ous anaplastic large-cell lymphoma and lympho-
matoid papulosis. Some cases of MF develop 

progression to what we call large cell transforma-
tion, which implies cytologic transformation to a 
more aggressive lymphoma.

There are other cutaneous lymphomas that are 
far less common. Some are indolent and others 
can be more aggressive, but they represent < 5% 
of all CTCL subtypes.

Lauren Pinter-Brown, MD. That was a great 
summary about these non-Hodgkin lymphomas. 
In the veteran population, it’s wise to remember 
that there are many kinds of non-Hodgkin lym-
phomas. Because of the action that they have 
seen, some people, such as Vietnam veterans, 
might be more susceptible to non-Hodgkin lym-
phomas than others.

John Zic. That’s a good point because certainly 
non-Hodgkin lymphomas are listed as one of the 
potential disease associations with exposure to 
Agent Orange. 

I’d like to move on to epidemiology and the in-
cidence of MF and Sézary syndrome. An article 
that came out of Emory University in 2013 is one 
of the more up-to-date articles to examine the inci-
dence and survival patterns of CTCL.2 The authors 
looked at patients from 2005 to 2008 and identi-
fied 2,273 patients in the Surveillance, Epidemiol-
ogy, and End Results registry. They estimated that 
the incidence of MF in the US population is about  
5.5 per 1,000,000 per year, which certainly makes 
it a rare disease. The incidence of Sézary syn-
drome was 0.1 per 1,000,000 per year, which 
comes out to about 1 per 10 million per year.

However, the MF incidence needs to be con-
trasted to the estimated incidence in the veteran 
population. In 2016, Larisa Geskin and colleagues 
from Columbia University and the Bronx US De-
partment of Veterans Affairs (VA) Medical Center 
examined the VA database of patients with diag-
noses of MF and Sézary syndrome.3 They com-
bined them, but I have a feeling that the amount 
of Sézary syndrome patients was much less than 
those with MF. They estimated an incidence per 
million of 62 to 79 cases per 1,000,000 per year. 
The conclusion of Dr. Geskin’s study stated that 
the incidence of CTCL in the veteran population 
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appears to be anywhere from 6 to 8 times higher. 
But if we use the most recent US incidence rates, 
it’s more than 10 times higher. 

Those of you who have worked with veterans, 
either at the VA or in your private practice, do you 
have any ideas about why that might be?

Lauren Pinter-Brown. As you previously dis-
cussed, this is an illness of older people, and Viet-
nam veterans now are in their 60s and 70s. They 
may account for a lot of these diagnoses.

John Zic. That’s a good point. There’s quite a bit 
of talk about exposure to Agent Orange. But hon-
estly, we really don’t know the cause of any of the 
CTCLs. We have not been able to identify a sin-
gle cause. There are some risk factors. A 2014 arti-
cle from the Journal of the National Cancer Institute 
looked at 324 cases of CTCL and compared it with 
17,000 controls.4 They showed some interesting risk 
factors, such as body mass index (BMI) > 30 and 
smoking > 40 years. Similar to previous European 
studies, they showed that occupations like being a 
farmer, a painter, a woodworker, or a carpenter may 
carry additional risk. I wonder whether or not vet-
erans were more likely to have some of these risk 
factors that this epidemiologic study picked up in 
addition to exposures that they may have encoun-
tered during their active-duty service. Interestingly, a 
decreased risk factor for developing MF was mod-
erate physical activity. Clearly though, there are a 
large number of patients with CTCL in the veteran 
population.

I’d like to turn now to some of the challenges 
with diagnosis. Marianne, could you share some 
of your experience with early-stage disease and 
about how long it took them to be diagnosed?

Marianne Tawa, RN, MSN, ANP. Speaking spe-
cifically about early-stage disease, patients often 
share a history of waxing and waning rash that 
may not be particularly itchy. Confounding the pic-
ture, the distribution of early patch or plaque stage 
CTCL rash frequently occurs in covered areas. 
Many patients miss out on complete skin examina-
tions by providers, thus early-stage CTCL may not 
be appreciated in a timely manner. 

In certain scenarios, it may take upward of  
5 to 7 years before the CTCL diagnosis is ren-
dered. This is not because the patient delayed 
care. Nor is it because a skin biopsy was not per-
formed. The progression of the disease and meet-
ing the classic features of histology under the 
microscope can require clinical observation over 

time and repeated skin biopsies. We recommend 
patients refrain from topical steroid applications 
for 2 to 4 weeks prior to skin biopsy if we have a 
strong suspicion of CTCL. Many patients will re-
port having a chronic eczematous process. Some 
patients may have a history of parapsoriasis, and 
they’re on the continuum for CTCL. That’s a com-
mon story for CTCL patients. 

John Zic. What is the role of a skin biopsy in the 
diagnosis of CTCL? We see many patients who 
have had multiple skin biopsies who often wonder 
whether or not the diagnosis was missed by either 
the clinician or the pathologist.

Alejandro Ariel Gru. That is a great area of chal-
lenge in terms of pathologic diagnosis of early 
MF. A study led by Julia Scarisbrick, from an in-
ternational registry data (PROCLIPI) on the 
early stages of the disease, showed a median 
delay of diagnosis of early MF of approximately  
36 months.5 For all physicians involved in the di-
agnosis and care of patients with MF, the delay 
is probably significantly higher than that. We’ve 
seen patients who have lived without a diagno-
sis for a period of 10 or sometimes 15 years. That 
suggests that many cases are behaving in an in-
dolent fashion, and patients are not progressing 
through the ‘natural’ stages of the disease and 
remain at the early stage. There also is the po-
tential that other chronic inflammatory conditions, 
particularly psoriasis or parapsoriasis, can be 
confused with this entity. The diagnosis of certain 
types of parapsoriasis, can belong to the same 
spectrum of MF and can be treated in a similar 
way than patients with early stage MF are, such 
as phototherapy or methotrexate.

The diagnosis of MF relies on a combination of 
clinical, pathologic, and immunophenotypic find-
ings where it is desired or preferred that at least 
2 biopsies are done from different sides of the 
body. In addition to having a good clinical history 
that supports the diagnosis, a history of patches, 
plaques, and sometimes tumors in advanced 
stages in particular locations that are covered from 
the light (eg, trunk, buttocks, upper thighs, etc) 
combined with specific histopathologic criteria are 
capital to establish an accurate diagnosis.

In the biopsies, we look particularly for a lym-
phoid infiltrate that shows extension to the epi-
dermis. We use the term epidermotropism to 
imply that these abnormal or neoplastic lympho-
cytes extend into the epidermis. They are also 
cytologically atypical. We see variations in the 
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nucleus. In the size, we see a different charac-
ter of the chromatin where they can be hyper-
chromatic. We also look for immunophenotypic 
aberrations, and particularly we analyze for pat-
terns of expression of T-cell markers. Most cases 
of MF belong to a subset of T cells that are called 
CD4-positive or T-helper cells. We look for a pat-
terned ratio of the CD4 and CD8 between the 
epidermis and an aberrant loss of the CD7 T-cell 
marker. Once we establish that we can see sig-
nificant loss of these markers, we can tell where 
there is something wrong with that T-cell popu-
lation, and likely belong to a neoplastic category.

In addition, we also rely on the molecular eval-
uation and search of a clonal population of T cells, 
by means of a T-cell receptor gene rearrangement 
study. Ideally, we like to see the establishment of 
a single clone of T cells that is matched in different 
biopsy sites. Proving that the same clone is pres-
ent in 2 separate biopsies in 2 separate sites is the 
gold standard for diagnosis.6

John Zic. To recap, a biopsy is indicated for pa-
tients who have patches or plaques (that are 
slightly raised above the skin) in sun-protected 
areas that are fixed; rather than completely go 
away in the summer and come back in the win-
ter, they are fixed if they have been present > 6 to 
12 months. Many of these patients are diagnosed 
with eczema, psoriasis, allergic contact dermatitis, 
and other skin diseases before the clinician starts 
to think about other diagnoses, such as CTCL.

I agree that I would not rule out the diagnosis 
with 1 biopsy that does not show classic histo-
logic changes. Also, I think that it’s important to 
alert the pathologist that you’re considering a di-
agnosis of T-cell lymphoma, either MF or some of 
the other subtypes, because that will certainly alert 
them to look a little closer at the infiltrating cells 
and perhaps do some of the other testing that was 
mentioned. Once we establish the MF diagnosis, 
staging studies may be indicated. 

Lauren Pinter-Brown. Early stage would be pa-
tients with patches or plaques. Stage IA would 
be < 10% body surface area, and stage IB would 
be > 10%. I don’t perform scans for early-stage 
patients, but I do a very thorough physical and 
perform blood tests. For patients that have more 
advanced disease, such as tumors, erythroderma, 
or Sézary syndrome, I would conduct the same 
thorough examination and blood tests and scan 
the patient either with a computed tomography 
(CT) or a positron emission tomography (PET)/CT 

to detect adenopathy. We have to recognize that 
most of the adenopathy that is detected in these 
patients is peripheral, and we can feel it on physi-
cal examination.

John Zic. Do you prefer one imaging modality over 
the other? CT scan with IV contrast vs PET/CT?

Lauren Pinter-Brown. I tend to use PET/CT be-
cause it illuminates extranodal sites as well. I have 
to admit that sometimes it’s a problem to get that 
approved with insurance.

John Zic. In the federal system, many PET/CT 
scans are performed at other facilities. That would 
be an extra step in getting approval. 

You mentioned Sézary syndrome. We should 
consider a diagnosis of Sézary syndrome when 
you have a patient with erythroderma, which 
means that they have > 80% of the skin covered in 
redness and scaling.

Lauren Pinter-Brown. The first step is to do a 
complete blood count (CBC) and see if there’s a 
lymphocytosis. Sometimes that really isn’t very 
sensitive, so my go-to test is flow cytometry. We 
are looking for an abnormal population of cells 
that, unlike normal T cells, often lack certain T-cell 
antigens. The most common would be CD7. We 
can confirm that this is a clone by T-cell gene rear-
rangement, and often in Sézary we like to compare 
the gene rearrangement seen in blood with what 
might be seen in the skin biopsy to confirm that 
they’re the same clone.

John Zic. That’s an excellent point. I know there 
are specific criteria to meet significant blood in-
volvement. That is a topic of conversation among 
CTCL experts and something that might be chang-
ing over the next few years. But I think as it stands 
right now, having a lymphocytosis or at least an 
elevated CD4 count along with having a clone in 
the blood matching the clone in the skin are the 
first 2 steps in assessing blood involvement. How-
ever, the flow cytometry is very important. Not all 
medical centers are going to do flow cytometry—
looking specifically for a drop of the CD7 or CD26 
antigen among the CD4 population. But that is one 
of the major criteria that we look for in those pa-
tients with suspected blood involvement.

Marianne Tawa. Additionally, we would advise 
obtaining flow cytometry on patients that look 
like they have a robust skin burden with lots of 
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patches, plaques, or tumors. We also perform lac-
tate dehydrogenase (LDH) with staging.

John Zic. What do you usually tell patients with 
early-stage disease, those that have patches and 
plaques?

Marianne Tawa. For patients with stage IA dis-
ease, we are very optimistic about their prospects. 
We explain that the likelihood that early-stage dis-
ease will progress to a more advanced stage or rare 
variant is unlikely. This is very much a chronic dis-
ease, and the goal is to manage appropriately, pal-
liate symptoms, and preserve quality of life (QOL).

Lauren Pinter-Brown. I often refer to a landmark 
paper by Youn H. Kim and colleagues that shows 
us that patients with IA disease who are at least 
treated usually have a normal lifespan.7 I encour-
age patients by sharing that data with them.

John Zic. Sean Whittaker and colleagues in the 
United Kingdom identified 5 risk factors for early-
stage patients that may put them at higher risk 
for progressing: aged > 60 years; having a variant 
called folliculotropic MF; having palpable lymph 
nodes even if they’re reactive on biopsy, hav-
ing plaques, and male sex.8 For staging of lymph 
nodes, what’s your usual approach when you see 
a patient with palpable lymph nodes?

Lauren Pinter-Brown. Many patients, particu-
larly those with advanced skin disease, may have 
palpable lymph nodes that are reacting to their 
skin disease and on pathology would be dermato-
pathic. That would not change my management. I 
pay attention to the quality of the lymph node—if 
it’s very firm, if it’s > 2 cm, if it is persistent—before 
I biopsy. These patients have a higher incidence 
of wound infection after excisional biopsy. If the 
patient has pathologic lymph node involvement 
and effacement of the node with malignant cells, I 
would change my management. I do need to know 
that sort of information.

John Zic. Alejandro, as a hematopathologist can 
you comment on the debate about whether or not 
we actually do need an excisional biopsy or whether 
or not we can get a core lymph node biopsy to give 
you all the information that you need to grade it?

Alejandro Ariel Gru. There are 2 main modalities 
of biopsies we typically see for lymph nodes for 
evaluation and staging for involvement of CTCL. 

One is the traditional excisional biopsy that for the 
most part requires surgery with general anesthesia 
and has all the major implications that that type of 
procedure has. Many centers are looking at less in-
vasive types of procedures, and needle core biop-
sies have become one of the most common forms 
of biopsy for all lymphoma subtypes. Excisional bi-
opsies have the advantage of being able to see 
the whole lymph node, so you can determine and 
evaluate the architecture very well. Whereas needle 
core biopsies typically use a small needle to obtain 
a small piece of the tissue.

The likelihood of a successful diagnosis and ac-
curate staging was compared recently in the British 
Journal of Dermatology.9 They were able to per-
form accurate staging in needle core biopsies of 
patients with MF. However, this is still a matter of 
debate; many people feel they are more likely to 
get enough information from an excisional biopsy. 
As we know, excisional biopsies sometimes can 
be hard, particularly if the large lymph node is lo-
cated in an area that is difficult to access, for ex-
ample, a retroperitoneal lymph node.

There are many staging categories that are 
used in the pathologic evaluation of lymph node 
involvement. On one hand, we could see the  
so-called dermatopathic changes, which is a reac-
tive form of lymphadenopathy that typically hap-
pens in patients who have skin rashes and where 
there is no evidence of direct involvement by the 
disease (although there are some patients who can 
have T-cell clones by molecular methods). The pa-
tients who have clonal T cells perhaps might not 
do as well as the ones who do not. On the other 
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hand, we have patients for whom the whole archi-
tecture of the lymph node is effaced or replaced 
by neoplastic malignant cells. Those patients are 
probably going to need more aggressive forms of 
therapy.10

John Zic. The type of lymph node biopsy has 
been a hot topic. If patients have palpable lymph 
nodes in the cervical, axillary, and inguinal area, I 
don’t know if it’s a consensus, but the recommen-
dation right now is to consider performing a lymph 
node biopsy of the cervical lymph nodes first, axil-
lary second, and inguinal lymph nodes third. That 
might have to do with the complication rates for 
those different areas.

I’d like to switch to a discussion to more ad-
vanced disease. CTCL tumors are defined as a 
dome-shaped nodule > 1 cm. They don’t have to 
be very big before we label it a tumor, and the dis-
ease is considered more advanced. For patients 
with a few tumors, what does your prognosis dis-
cussion sound like?

Marianne Tawa. Certainly, the prognosis dis-
cussion can become slightly more complicated 
when you move into the realm of tumor-stage 
development. This is especially true if a CTCL 
patient has lived with and managed indolent 
patches or plaques for several years. We ap-
proach these patients with optimism and with 
the goal of managing their tumors, whether it be 
with a skin-directed option, such as localized ra-
diation or a host of approved systemic therapies. 
Patients presenting with or developing tumor-
stage disease over time will require additional 
staging workup compared with early-stage dis-
ease staging practice. Patients are counseled 
on imaging use in tumor-stage disease and why 
flow cytometry may be requested to rule in or 
rule out accompanying peripheral blood involve-
ment. Patients are exposed to a myriad of pic-
tures, stories, and survival statistics from Internet 
research. It becomes our task to inform them of 
their unique presentation and tailored treatment 
plan, which thankfully may produce more favor-
able responses than those presented online.

Lauren Pinter-Brown. One thing that we focus 
on is the idea that a statistic regarding prognosis 
isn’t predictive for an individual patient. When pa-
tients go online, we caution them that many of the 
statistics are really old. There’s been a lot of new 
therapies in the past 10 years. Just looking at my 
patients, my feeling is that their prognosis has con-

tinued to improve over the decades that I’ve been 
involved in this area.

We have to take the statistics with a grain of 
salt, though certainly someone that has Sézary 
syndrome or someone that has nodal involvement 
or tumors is not going to fare as well as the pa-
tients that we talked about with stage I disease. 
However, if we all continue to do our jobs and have 
more and more treatment options for patients, 
that’s certainly going to change over time as it has 
with other non-Hodgkin lymphomas.

John Zic. We’ve all treated advanced patients 
with disease and some, of course, have died of 
the disease. When patients die of advanced CTCL, 
what are the things that lead to their demise?

Lauren Pinter-Brown. Probably the most com-
mon would be infections because their skin barrier 
has been broken. As the disease advances, their 
immune system also deteriorates. We may contrib-
ute to that sometimes with some of the therapies 
that we use, although we try and be judicious. First 
and foremost, the primary cause of death remains 
infection and sometimes inanition.

Marianne Tawa. I agree, infection or just the un-
fortunate progression of their lymphoma through 
the various armamentarium of treatments would be 
the 2 reasons. 

John Zic. Let’s dive into therapy. I want to start 
with early stage. While, I don’t think there’s a role 
for systemic anticancer agents, certainly the IV 
agents for most patients with early-stage disease 
Marianne, you mentioned phototherapy. What are 
the types of phototherapy that you offer?

Marianne Tawa. We would start out with narrow 
band UVB therapy for patients with > 10% body 
surface area involvement. When applying topical 
corticosteroids to wider surface areas of the pa-
tient’s body is no longer feasible or effective, we 
recommend the initiation of narrow band UVB pho-
totherapy. This is preferred because of its lessor 
adverse effect (AE) profile as far as nonmelanoma 
skin cancer risk. Patients commence narrow band 
UVB 3 times per week, with a goal of getting the 
patient into remission over a matter of months and 
then slowly tapering the phototherapy so that they 
get to a maintenance of once weekly.

Realizing that narrow band UVB may not pen-
etrate deeper plaques or effectively reach follicu-
lotropic variant of CTCL, we would employ PUVA, 
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(psoralen and UVA). Patients are expected to pro-
tect their eyes with UVA glasses and remain out of 
the sun 24 hours following PUVA treatments. The 
cost of the methoxsalen can be an issue for some 
patients. Nonmelanoma skin cancer risks are in-
creased in patients undergoing long-term PUVA 
treatments. Routine skin cancer surveillance is key.

There are monetary, time, and travel demands 
for patients receiving phototherapy. Thus, many 
CTCL patients are moving toward home-based 
narrow band UVB units supervised by their treat-
ing dermatologist. Other skin-directed treatment 
options, aside from topical corticosteroids and 
phototherapy, would include topical nitrogen mus-
tard, imiquimod, and localized or total skin electron 
beam radiation.

John Zic. Here in Nashville, some of our veter-
ans travel hundreds of miles to get to our center. 
It’s not practical for them to come here for the nar-
row band UVB phototherapy. Veterans can get ap-
proval through the VA Choice programs to have 
phototherapy performed by a local dermatologist 
closer to home. We also have had many veter-
ans who choose to get home narrow band UVB 
phototherapy, which can be quite effective. Nar-
row band UVB phototherapy is among the most 
effective therapies for patients with generalized 
patches in particular, and maybe some with just a 
few plaques.

Medium potency topical steroids are not as 
helpful as superpotent topical steroids such as clo-
betasol, dipropionate ointment, or betamethasone 
dipropionate ointment. Usually, I tell patients to 
apply it twice a day for 8 weeks. You must be care-
ful because these high-potency topical steroids 
can cause thinning of the skin, but it’s rarely seen, 
even in patients that may use them for 8 weeks if 
they’re applying them just to their patches and thin 
plaques. There are a few other topicals. There’s 
bexarotene gel, which is a topical retinoid, and 
mechlorethamine or nitrogen mustard gel that are 
available as topicals. Both of those can be helpful if 
patients have < 10% body surface area of patches 
or plaques because they can apply that at home. 

Because of the excellent prognosis for patients 
in early stages, this is an area we want to try to 
avoid doing harm. For patients with advanced dis-
ease, what are some of the decisions that you think 
about in recommending a patient to get radiation 
therapy?

Lauren Pinter-Brown. I use radiation therapy 
sparingly and primarily for patients who either have 

only 1 tumor and the rest of their disease is patch 
and plaque or for patients who have very large  
tumors that are either cosmetically unacceptable 
or creating infection or pain. I treat people with sys-
temic therapies primarily to prevent the formation 
of tumors.

John Zic. There probably is a role for total skin 
electron beam radiotherapy in patients who have 
failed multiple other skin-directed therapies and are 
progressing and then perhaps a role for more ad-
vanced patients who have multiple tumors where 
you’re trying to get some control of the disease. 
Are there any other situations where you might 
consider total skin electron beam?

Marianne Tawa. Yes, those are 2 scenarios. A third 
scenario would be in patients preparing for stem 
cell transplant. We typically do a modified 12 Gy 
regimen of total skin electron beam for palliation 
and up to 24 Gy regimen for patients who are in 
earnest preparing for a stem cell transplant.

John Zic. Systemic therapies also treat this dis-
ease. There are 2 oral agents. One is bexarotene 
capsules, a retinoid that binds to the RXR recep-
tor and has a multitude of effects on different organ 
systems. It is probably the best tolerated oral agent 
we have. The other FDA-approved agent is vorino-
stat, a histone deacetylase inhibitor, but it has more 
gastrointestinal AEs than does bexarotene. Bexar-
otene has AEs as well, including hypertriglyceride-
mia and central hypothyroidism, which can throw a 
curveball to unsuspecting primary care physicians 
who might check thyroid function studies in these 
patients.

We certainly need to know about those AEs. 
There are many patients who have tumor-stage 
disease that can have radiotherapy to several tu-
mors, then go on a drug like bexarotene capsules 
and may be able to maintain the remission for 
years. In my experience, it’s a drug that patients 
usually stay on. They can be weaned to a very low 
dose, but I’ve had several patients who come off of 
bexarotene only to suffer relapses.

Lauren, what are some of the things that you 
think about when you declare someone as having 
failed bexarotene or vorinostat and you’re thinking 
about IV therapies?

Lauren Pinter-Brown. Patient comorbidities and 
the particular compartment of their body that is in-
volved are important factors. Do they have blood in-
volvement, or not? Do they have nodal involvement, 
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or not? Another concern is both acute and chronic 
toxicities that need to be discussed with the patient 
to determine an acceptable QOL. Finally, the sched-
ule that you’re giving the drug. Some people may 
not be able to come in frequently. There are a lot of 
variables that go into making an individual decision 
at a particular time for a specific patient who will be 
using parenteral therapies.

John Zic. If we have a patient with advanced MF, 
tumors, and perhaps lymph node involvement, what 
are some of the systemic options that you would 
consider?

Lauren Pinter-Brown. With nodal involvement, 
an attractive option is something like IV romidep-
sin because we know that it treats peripheral T-cell 
lymphomas, which are aggressive nodal T-cell lym-
phomas. It’s FDA approved and also treats CTCL. 
Another is brentuximab vedotin if there is signifi-
cant CD30 expression. It also is FDA approved for 
CTCL and has a long track record of treating cer-
tain peripheral T-cell lymphomas like anaplastic 
large cell.

John Zic. When would the stem cell transplant 
discussion start at your institution?

Lauren Pinter-Brown. It starts earlier for a 
younger patient because even though we do 
have lots of treatment if someone is aged 20 or 
30 years, I don’t really have any illusions that I have 
enough treatment options for them to live a normal 
lifespan if they have advanced disease. It’s a possi-
bility for any patient when I see that the future op-
tions are dwindling, and that I am not going to be 
able to control the patient’s disease for much lon-
ger. Having said that, patients who have tumor-
stage disease are among those that don’t do quite 
as well with allogeneic transplantation; ironically, 
patients with Sézary syndrome or erythroderma 
might do a little bit better.

John Zic. Before considering a stem cell trans-
plant for patients with Sézary syndrome, that is 
erythroderma with significant blood involvement, 
what other treatment options would you offer?

Marianne Tawa. For low blood-burden disease, 
we might look at extracorporeal photopheresis as 
monotherapy or in combination with interferon or 
bexarotene. For patients with higher blood burden 
we might recommend low-dose alemtuzumab, es-
pecially if they have abundant CD52 expression. 

We also consider the newly FDA-approved anti-
CCR4 antibody treatment, mogamulizumab, for 
patients presenting with Sézary syndrome. It is 
generally well tolerated but does have the potential 
for producing infusion reactions or drug rash.

Romidepsin has efficacy in blood, lymph node, 
and skin compartments. The primary consider-
ations for patients considering romidepsin are 
prolonged infusion times and QOL AEs with gas-
trointestinal and taste disturbances and fatigue.

John Zic. Both of you have brought up an excel-
lent point. This is a disease that while we do not 
have a good chance of curing, we have a pretty fair 
chance of controlling, especially if it’s early stage. 
The data from the stem cell transplant literature in-
dicate that stem cell transplant may be one of the 
few modalities that we have that may offer a cure.11

Lauren Pinter-Brown. There are patients who are 
cured with allogeneic transplants; and the very first 
allogeneic transplants were performed well over  
20 years ago. Many patients, even some in my 
practice, who were among those patients and con-
tinue to do extremely well without any evidence 
of disease. Sometimes when people have alloge-
neic transplantation, their disease relapse may be 
in a more indolent form that’s much easier to deal 
with than their original disease. Even if they’re not 
cured, the fact that the aggressive disease seems 
to be at bay may make them much easier to treat.

John Zic. Those are excellent points. You brought 
up photopheresis as a treatment modality for pa-
tients with evolving or early Sézary syndrome and 
patients with erythrodermic MF can also respond. 
We have a lot of experience with that at the Nash-
ville VA medical center. We’re one of the few VA 
hospitals in the US that has a photopheresis unit. 
But the modality is available at many academic 
medical centers because it’s a treatment for graft-
vs-host disease.

We tend to also consider photopheresis in pa-
tients who may have had an excellent response 
to another systemic agent. There are some data 
that patients who received photopheresis, after 
total skin electron beam therapy vs those who re-
ceived chemotherapy after radiation, had a lon-
ger disease-free survival.12 

I’d like to end with a discussion of something 
that’s very important, which is managing QOL is-
sues for patients with CTCL. Itch is among some 
of the worst symptoms that can cause suffering in 
patients. But it is sometimes not a problem at all 
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for patients who have a few patches or plaques. 
That’s one reason why they might ignore their rash. 
Certainly, as the disease progresses, especially 
those patients with erythroderma, the itch can be 
intractable and can have a major impact on their 
life. What are some approaches to managing itch 
at your institutions?

Lauren Pinter-Brown. One thing to be aware 
of is that the itch is not usually mediated by his-
tamine, though people will often put the patients 
on a lot of antihistamines. I don’t find those to be 
the most effective treatments. I think of the itch in 
these patients as more of a neuropathic condition 
and would tend to treat more with things that you 
might use for neuropathy, such as gabapentin or 
doxepin or antidepressants. There’s a whole host 
of other treatments, such as aprepitant, something 
that I would use as an antiemetic, that might also 
be helpful for pruritus in this patient population.

John Zic. That’s my experience as well. I have 
found gabapentin to be helpful for patients with 
itch, though not universally. 

Marianne Tawa. I consider itch a huge QOL con-
cern for a large majority of our patients with a CTCL 
diagnosis. It’s on par with pain. In early-stage dis-
ease, pruritus levels improve as the cutaneous bur-
den is reduced with skin-directed therapies such 
as, topical corticosteroid or phototherapy. 

 SSRI agents could also be considered for se-
lect patients. The antiemetic agent, aprepitant has 
been useful for addressing itch in a subset of our 
patients with Sézary syndrome. Patients will also 
seek out complementary modalities such acu-
puncture, hypnosis, and guided imagery.

John Zic. Because the disease itself affects the 
skin and can lead to dryness, patients often suf-
fer with dry skin. When I trained in Chicago, that 
was the foundation of our treatment, making sure 
that patients are using a super fatted soap such as 
Dove (Unilever, London, United Kingdom) or Ceta-
phil (Galderma Laboratories; Fort Worth, TX), mak-
ing sure that they’re lubricating their skin frequently 
with something perhaps in the wintertime as thick 
as petroleum jelly. And then in the summertime 
perhaps with Sarna lotion (Crown Laboratories; 
Johnson City, TN), which has menthol. It’s impor-
tant to note that when the patient’s skin is infected, 
the itch can skyrocket. Being aware and monitor-
ing the skin for signs of infection such as crusting 
and impetigo-like findings can be helpful. 

I also wanted to touch on fatigue. Patients can 
have fatigue for many reasons. Sometimes it’s be-
cause the itch is interfering with their sleep. How 
do you approach managing fatigue?

Lauren Pinter-Brown. There have been many 
studies about cancer fatigue, and it appears that 
one of the cheapest and easiest modalities is for 
patients to walk. We often suggest that our pa-
tients go on walks, however much they can do, be-
cause that has been seen over and over again in 
studies of cancer fatigue to be beneficial.

John Zic. Do you have any advice for nurses that 
might be helping to manage patients in a cutane-
ous lymphoma clinic?

Marianne Tawa. As this is a rare disease, nurs-
ing encounters with patients carrying a diagnosis 
of CTCL in both oncology and dermatology set-
tings may be few and far between. I recommend 
nurses familiarize themselves with articles pub-
lished on CTCL topics found in both dermatol-
ogy and oncology peer review journals. Another 
avenue for gaining insight and education would 
be through continuing education courses. Re-
sources can also be found for nurses, patients, 
and caregivers through advocacy foundations such 
as the Cutaneous Lymphoma Foundation (www. 
clfoundation.org) and the Lymphoma Research 
Foundation (LRF@lymphma.org).
 
John Zic. Is there anything else that anyone would 
like to add to our discussion?

Lauren Pinter-Brown. One thing that we touched 
upon, but I was concerned that we didn’t empha-
size, was the use of flow cytometry as a diagnos-
tic tool in a patient with erythroderma. Sometimes 
biopsies of patients with erythroderma are not di-
agnostic, so clinicians need to be aware that there 
are other ways of diagnosing patients—nodal bi-
opsy or flow cytometry. They should not only think 
of it as a staging tool but sometimes as a diagnos-
tic tool.

Alejandro Ariel Gru. I agree. Particularly in pa-
tients who have Sézary syndrome or MF with 
peripheral blood involvement, sometimes the find-
ings on the biopsy show a dissociation between 
how impressive the clinical presentation of the 
patient might be and how very few findings you 
might encounter on the skin biopsy. Therefore, 
relying on flow cytometry as a diagnostic tool is 
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capital. Lauren, you briefly mentioned the criteria, 
which is looking for an abnormal CD4 to CD8 ratio 
of > 10%, abnormal loss of CD7, > 40%, or ab-
normal loss of CD26 of > 30%.

In addition, there are new markers that are now 
undergoing validation in the diagnosis of Sézary 
syndrome. One is KIR3DL2, which is a natural killer 
receptor that has been shown to be significantly 
upregulated in Sézary syndrome and appears to 
be both more sensitive and specific. With that also 
comes therapies that target the KIR3DL2 molecule.

John Zic. One of the first things we teach our 
dermatology residents to work up patients with 
erythroderma is that they shouldn’t expect the 
skin biopsy to help them sort out the cause of the 
erythroderma. As you mentioned, Lauren, the flow 
cytometry of peripheral blood should always be ac-
companied by a CBC with differential and platelets. 
And if the patients do have lymph nodes, consider 
a biopsy because sometimes that’s where you can 
make the firmest diagnosis of a T-cell lymphoma.
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