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Abstract

In this review we present contemporary understanding of aetiological heterogeneity in Hodgkin lymphoma, discuss
how this may influence tumour phenotype and whether it does or may impact treatment outcomes. Many new
treatments are being tested in this era. We especially discuss T-cell therapy and immune checkpoint blockade,
because these two modern treatments are expected to have differential efficacy by the presence/absence of
Epstein-Barr virus in the malignant Hodgkin-Reed-Sternberg cells. Survival after Hodgkin lymphoma is excellent in
many patient strata with first-line treatment, but less so for patients with refractory or relapsing disease. On the
other hand, this good prognosis also means that very large trials are needed to demonstrate superior efficacy of
new treatment regimes. And our understanding of aetiological heterogeneity in Hodgkin lymphoma and how it
affects prognosis is hampered for the same reason. We discuss the potential for fine-tuning risk stratification and
treatment based on information that is little used today.
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INTRODUCTION

Hodgkin lymphoma (HL) is almost exclusively a B-cell malignancy annually diagnosed in an estimated
83,000 individuals worldwide'. The age-distribution of HL is unusual among cancers, by being bi- or tri-
modal with a substantial number of cases in children, adolescents and young adults, and older adults,
respectively®”. Thus, HL spans the full spectrum from paediatric to geriatric malignancy and is believed to
encompass entities of different aetiologies™.

The treatment of HL is one of the success stories of modern oncology. The application of increasingly
effective and gentle radiotherapy since the 1950s and subsequently combination chemotherapy and
combined modality treatment have increased 5-year survival after HL from less than 10% to 90% or more
today™*.

Today, most patients can potentially be cured even when diagnosed with advanced stage disease provided
access to modern health care”. However, despite the generally favourable prognosis HL, both directly and
indirectly, remains associated with increased morbidity and mortality. First, even with current state-of-the-
art first-line treatment remission is not achieved for all patients and in other patients the disease relapses'.
The prognosis for this non-negligible group of patients with refractory or relapsing disease, e.g., 15% of all
HL patients in Sweden in the period 1992-2009, is considerably less favourable™*. Secondly, follow-up
studies of HL survivors continuously demonstrate a high frequency of a wide variety of adverse effects of the
treatment and of the disease, accompanied by reduced quality of life and life expectancy”*. E.g., not so long
ago more early-stage HL patients died from long-term treatment complications, than from the lymphoma
itself>*. The excess morbidity and mortality, too, are particularly pronounced in the stratum of patients

[7,11]

with relapsing or refractory disease

Oncologists therefore face the difficult task of devising treatment strategies which simultaneously improve
or maintain current HL cure rates and reduce the risk of long-term adverse effects of treatment among the
survivors. Owing to the generally good outcomes achievable with current protocols there has been no
strong incentive to investigate if even better results could be obtained by considering HL aetiology in
treatment allocation.

However, this attitude may change following the successful introduction of novel treatment modalities into
cHL treatment, which targets tumour cell characteristics and/or tumour cells’ interaction with the
surrounding micro-environment, i.e., the tumour micro-environment (TME)"?. The notion that aetiology
would matter to HL treatment and treatment outcome hinges on the assumption that aetiologically
heterogeneous variants of HL exist and that these exhibit differences that are therapeutically relevant.

Here, we provide a broad-brush picture aimed at motivating and pointing the way for renewed research
into risk stratification considering HL aetiology. To do so in a concise and accessible way we have omitted
many interesting details and viewpoints and deliberately used a compact set of references, making intensive
use of a few other reviews.

CLASSIFICATION OF HODGKIN LYMPHOMA

The current WHO classification of tumours of haematopoietic and lymphoid tissues recognizes two
immunophenotypically distinct HL variants, i.e., classical HL (cHL) and nodular lymphocyte predominant
HL" of these, cHL constitutes some 95% of all HL cases”. The two types of HL are considered

[13]

aetiologically, pathologically and clinically different"”, and in the following only cHL is considered.



Hjalgrim et al. J Transl Genet Genom 2022;6:134-46 | https://dx.doi.org/10.20517/jtgg.2021.46 Page 136

HL lesions are histologically unusual among malignant diseases in that the neoplastic cells, the so-called
Hodgkin/Reed-Sternberg (HRS) and their variants, constitute only a small fraction of the tumour lesion,
typically a few percent in cHL"". Instead, the tumour lesions are entirely dominated by an admixture of
inflammatory and accessory cells in which the malignant cells are scattered"*. Based on the architecture of
the TME, cHL is further divided into four subtypes, specifically mixed cellularity (MC), nodular sclerosis
(NS), lymphocyte rich (LR) and lymphocyte depleted (LD) cHL"*. The appreciation of these main
histological types is important to the discussion of aetiological heterogeneity in cHL which rests primarily
though not exclusively on epidemiological considerations.

Variation in HL incidence patterns suggests epidemiological heterogeneous variants

HL incidence varies by age both within and between populations™. Epidemiologically, the age-specific
incidence distribution of HL in most settings has historically been construed as a mixture of two
archetypical patterns, suggested to be characteristic of socio-economically affluent and deprived settings,
respectively, in early survey data"?.

In affluent western countries age-specific cHL incidence tends to follow a bimodal distribution with
separate peaks in adolescents and young adults (AYA) and in older adults, respectively. In deprived settings
in contrast, there is no incidence peak in AYA but rather an incidence peak in younger children, which is

then followed by an incidence peak in older adults".

It is implicitly understood from these associations that the age-specific incidence distributions are dynamic,
especially in the first four decades of life™'. Thus, in conjunction to societal development from deprived to
an affluent setting an AYA HL incidence peak emerged, e.g., in Singapore!”. Further illustrations of this
phenomenon based on data from the United States, Slovenia, Finland, Estonia and Japan are discussed in
Ref.".

Age, histology and tumour viral-status as markers of aetiologically distinct cHL variants

The conspicuous variation in age-specific incidence of HL along with other epidemiological and clinical
differences fostered the first notion of aetiological heterogeneity in HL. Specifically, it was suggested that HL
in children, in AYA, and in older adults were epidemiologically, possibly causally different*'.

To this day, epidemiological studies continuously consider age at diagnosis as an important characteristic to
understand the natural history of cHL. Increasingly often, however, age at diagnosis is combined with either
or both of two other features, tumour histology and tumour Epstein-Barr virus (EBV) status also suspected
of defining aetiologically distinct cHL variants''..

The incidence peak among AYA in affluent populations is mostly made up of NS cHL®'**’., In contrast, MC
cHL is more commonly seen in children and older adults, in socio-economically deprived settings and in
patients with immune deficiencies”**". In combination with other data pointing to different
epidemiological characteristics it has therefore been suggested that MC and NS cHL represent aetiologically

2,16,20]

distinct entities!

Epstein-Barr virus and cHL
The contrasting incidence peaks among children in socio-economically deprived and among AYA in socio-
economically affluent populations, respectively, led to speculations about HL being causally associated with

[15,22,23]

a common childhood infectious agent whose oncogenic potential increases with age at exposure .
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Here, the suspicion has been the strongest against EBV**. EBV is a ubiquitous lymphotropic human
herpesvirus, which was first isolated from Burkitt lymphoma cell lines"*”. Depending on the socio-economic
setting, primary infection with EBV typically occurs in early childhood (in deprived settings) or in
adolescence (increasingly often in affluent settings), in which case it is then often accompanied by infectious
mononucleosis”. Following primary infection, EBV latently infects B-lymphocytes to escape immune
surveillance, with occasional lytic activations normally culled by the host’s immune system"”.

Following early demonstrations of EBV nucleic acids and gene products in malignant HRS cells in seminal
papers in the late 1980s™", we now know that only a subset of cHLs is EBV-positive and that the
prevalence of EBV in cHL varies somewhat systematically with sex, age, and histology. Specifically, EBV
prevalence is higher in cHLs diagnosed in males compared with females, in children and older adults
compared with AYAs; in MC compared with NS cHL, and in deprived compared with affluent settings™**..

Importantly, although the prevalence of EBV in cHL correlates independently with both age at diagnosis
and with histological types of cHL, none of the three captures the other two accurately and they likely
represent different phenomena in the natural history of cHL"”. Consequently, studies lacking any of the
three characteristics may therefore be interpretationally challenging.

In addition to being biologically credible (see below), a variety of differences between EBV-positive and
EBV-negative cHLs suggests that HRS EBV status distinguishes between aetiologically separate cHL
entities”". For instance, epidemiological risk factors differ between EBV-positive and EBV-negative cHL. In
particular, increased risks of HL following EBV-related infectious mononucleosis seem predominantly or
even exclusively restricted to EBV-positive cHL as it is the case for the increased HL risk associated with
immune deficiencies such as HIV infection and organ transplantation™. Other examples of exposures
suspected of having different effects on the risk of EBV-positive and EBV-negative cHL include number of
older and younger siblings and smoking™'*. These observations are supplemented by prospective
serological analyses, which indicate that aberrant EBV-antibody patterns precede diagnosis of EBV-positive
cHL, but not diagnosis of EBV-negative cHL".

Finally, genome-wide association studies have identified loci associated with risks of cHL irrespective of
tumour EBV-status, as well as loci specific to EBV-positive and EBV-negative cHL (genetic studies are
thoroughly reviewed and interpreted in Ref."”). Loci associated with cHL have been found both inside and
outside of the HLA region and very strong associations between HLA-type and EBV-positive cHL have
been known for a long time"”. The association between some of the loci and cHL also varies by histology
independently of tumour EBV status™.

Nevertheless, neither HLA nor non-HLA loci has so far been used in treatment risk stratification and
epidemiologically the most intriguing observation from genetic studies in HL to date may be the realisation
that cHL has a much larger genetic overlap/similarity to autoimmune diseases than solid cancers™.

In combination, these different lines of evidence have led to the formulation of a pathogenic model
according to which EBV may lead to EBV-positive cHL either in direct continuation of the primary
infection, be it in childhood or in AYA or because illness and/or immune senescence result in loss of
immunological control of the normal latent stage of infection**.
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Traditional stratification of cHL treatment

First-line treatment of patients with cHL today generally consists of chemotherapy with or without
radiotherapy, while patients with refractory or relapsing disease receive further chemotherapy and possibly
autologous stem cell transplantation, and most recently also brentuximab vedotin, pembrolizumab and
Nivolumab'**'.

First-line treatment allocation is determined by stage of disease and scoring of established prognostic
factors. Here, different staging systems have been used over time, most recently the Cotswolds modification
of the Ann Arbor classification introduced in 1989, and the Lugano classification finalised in 2014"“?. Thus,
depending on extent and location of disease patients are classified with early (stages I and II) or advanced-
stage disease (stages III and IV). Staging is supplemented by different sets of characteristics known to have
prognostic significance. In early-stage disease these factors include age, mediastinal tumour size, number of
nodal sites and extra-nodal involvement, sedimentation rate, and the presence of specific - socalled B -
symptoms***!. For patients with advanced disease, characteristics influencing treatment allocation include
age, stage, male sex, white blood cell count, lymphocyte and albumin and haemoglobin concentrations'*..

While patient survival was previously found to vary by tumour histology in univariate analyses*’ and it
therefore was among prognostic factors in early-stage HL, it does not retain practical significance with
modern treatment and in the presence of other prognostic factors using contemporary modelling
techniques. Today it is therefore not considered by most centres and cooperative groups**.

Tumour EBV status is not and has not previously been considered a prognostic factor in cHL treatment
protocols. Presumably, the combination of a rare outcome (due to the good prognosis) in a rare disease and
an assumed complicated association through interactions between tumour aetiology and outcome has made
the gains from such analyses of tumour aetiology too uncertain to make the undertaking worthwhile in
prospective studies. Also, histological and clinical presentation of cHL at diagnosis does not vary sufficiently
by tumour EBV status to allow for inference from studies considering prognostic significance of clinical

presentation alone!'>*?.

Therefore, to evaluate the clinical significance of cHL EBV-status and histological subtype one must resort
to retrospective studies and/or historical data concerning treatments no longer used. The bulk of such
studies predating 2012 regarding EBV-status was recently reviewed and meta-analysed"”. In combination,
there was little to suggest from these studies that cHL outcome vary by tumour EBV-status whether with
respect to event-free, disease-specific or overall survival®. While this could be due to methodological
differences between studies [e.g., setting, study populations (trials, other), definition of cHL EBV status,
types of treatment, etc.], it is also entirely plausible that clinical significance of cHL EBV status may vary
between age groups considering the model for EBV-positive cHL pathogenesis. Such variation may easily
escape detection in crude univariate meta-analyses, and on the other hand, may be hard to detect in suitably
stratified analyses due to lack of statistical power.

Still, it is of some interest that albeit with some nuances, the three largest populations-based studies all
suggested that compared with EBV-negative cHLs, EBV-positive cHLs may carry a better prognosis in
younger adult patients and a worse prognosis in older adult patients, whether the outcomes considered were
overall or disease-specific survival*’. or failure-free and relative survival*". Patients included in the studies
were diagnosed in 1988-2000 in the United States or Europe, but information on specific types of
chemotherapy administered was reported in only one of these three studies where it did not vary by tumour
EBV status®. Still, the lack of specific treatment information adds an additional layer of complications to
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the interpretation of the studies. Consequently, the literature is inconclusive with respect to potential
difference in effect of frontline therapy (including ABVD and escBEACOPP) between EBV-positive and
EBV-negative cHL.

EBV rescues pre-apoptotic germinal center cells

The scarcity of HRS cells in cHL tumour lesions for long hindered establishment of their cellular origin.
However, in addition to being positive for the lymphocyte activation antigen CD30, genetic analyses
revealed that most HRS cells carry clonal immunoglobulin chain gene rearrangements but are incapable of
expressing immunoglobulins, implying that they are derived from pre-apoptotic germinal center B
cells*". Despite their B-cell derivation the HRS cells do not express B-cell receptors which also would

[52]

normally lead to their demise"*.

Though destined to undergo apoptosis, their continued survival and transformation into HRS cells implies
that the cells at some point were rescued from the programmed apoptosis, which may be accomplished by
EBV%,

In EBV-positive HRS cells, EBV establishes a latency II program characterized by the expression of the viral
proteins EBNA1, LMP1 and LMP2A and -2B along with EBERs and BART miRNA transcripts'”>*”. These
viral gene products, most importantly LMP1, LMP2A and EBNA1, may substitute the cellular deficits to
circumvent the pre-programmed apoptosis and to model the TME. LMP1 for instance mimics an activated
CD4o0 receptor and stimulates the NF-«B, PI3-Akt and JAK/STAT pathway activity characteristic of HRS
cells™*. Moreover, in primary germinal center B-cells LMP1 has been shown to be capable of
downregulating B-cell transcription factors and B-cell receptor signalling components and upregulate
survival genes such as BCL2 and BFL-1"***. LMP2A mimics the functions of an activated B-cell receptor
and engages the RAS/PI3/AKT pathways critical of HRS cell survival®™. LMP2A also suppresses the
expression of transcription factors such as EBF1 and E2A and activates the Notch pathway”>*. EBNA1 in
addition to sustaining viral and cellular gene expression and correct viral replication also contribute to HRS
cell growth and survival through downregulation of the protein tyrosine phosphatase receptor type K
(PTRPK)™.

Lacking the virus but sharing fatal cellular characteristics with EBV-positive HRS cells, mechanisms that
exert effects corresponding to those of EBV necessarily must exist to account for EBV-negative HRS cells.
Although it has been speculated that EBV-negative HRS cells might initially have been EBV infected but lost
the virus before completed transformation”””, other causal processes seem more likely. Thus, compared with
EBV-positive HRS cells, EBV-negative HRS cells have significantly more cellular mutations, in particular in
negative regulators of the NF-«xB pathway such as TNFAIP3 and NFKBIA, more chromosomal breakpoints
and aneuploid autosomes and almost never crippling immunoglobulin mutations.

EBV-positive cHL variants and modern treatment modalities

The generally poor prognosis of the non-negligible minority of patients with relapsed/refractory cHL has
spurred the development of novel treatment modalities, which are devised based on growing understanding
of the intricate biology of the interplay between the HRS cells and the TME. Complete reviews of cHL TME
and of the array of novel treatment modalities for cHL lie outside the scope of the present paper, and

5,6,41,58]

interested readers are referred to Refs.! .

Aetiological heterogeneity of cHL may be clinically relevant in the context of such novel cHL treatment
approaches!®". First, because EBV is present in the malignant cells in virus-positive cHL it makes sense to
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utilize this to target the HRS cells. Secondly, gene expression profiling suggest that the TME composition
vary between EBV-positive and EBV-negative cHLs. Specifically, TME in EBV-positive cHLs is enriched for
genes related to T-cell and antiviral activity compared with EBV-negative cHL"..

One attempted novel treatment strategy taking advantage of EBV’s presence in the HRS cells aims to induce
a lytic viral gene programme instead of the normal latency II pattern, which can be accomplished by, e.g.,
histone deacetylase inhibitors'®’. At the same time as the change to expression of lytic viral antigens per se
should render the HRS cells more immunogenic to the host immune system, it would also provide a
window of opportunity for the use of antiviral agents. For cHL this treatment strategy is still in its infancy
and its full potential still to be established'**),

Among the other modern treatment strategies two attract particular interest, T-cell therapy and immune
checkpoint blockade. These treatment approaches both depend on the effective presentation of antigens to
the immune system. As mentioned, HLA class I and II constitution both seem important to ¢cHL risk, but
normal HLA-class I and HLA class II expression are commonly lost by the HRS cells, more so in EBV-
negative cHL than in EBV-positive cHL"". Thus, Nijland et al.'"” recently investigated 361 cHL cases and
reported HLA class I expression in 72.6% of EBV-positive cases as compared with 16.8% of EBV-negative
cases, and HLA class IT expression in 70.3% of EBV-positive cases and 53.2% of EBV-negative cases. Besides
confirming previous reports of loss of HLA expression in HRS cells, Nijland et al.'*”’ also established that
HLA class II expression would in effect be dysfunctional in many cases (38.8% of EBV-positive cases; 23.7%
of EBV-negative cases).

Most EBV-positive HRS cells therefore should be able to present both EBV-derived antigenic peptides and
neo-antigens and (therefore) also to elicit host immune-responses. The development of EBV-positive cHL is
therefore a testament to the effectiveness of the immune-evasive mechanisms evoked by the HRS cells"*.

Despite these tumour-related mechanisms Bollard ef al.™ achieved good results with treatment with
autologous expanded LMP-cytotoxic T-lymphocyte infusions in a study of 50 patients with EBV-positive
lymphomas, half of which were cHLs.

Of the 25 patients with cHL with either active relapsing disease (n = 8) or in remission with high risk of
relapse (n = 17), only four patients - all of whom had active disease - did not respond to treatment. Thus, at
end of follow up 21 patients had achieved complete or sustained remission and were either free of cHL or
had died for other reasons (five patients).

Noteworthy, three of the eight patients with active disease had cHLs expressing the EBV latency III pattern
typical of post-transplant lymphoproliferative diseases and all responded to treatment. In contrast, only one
of the remaining five patients who exhibited the typical EBV latency II pattern responded to treatment,
emphasizing the challenge of generating immune responses to latency type II antigens in HRS cells****),

The group has continued their efforts to develop more effective EBV-specific T-cell therapy by making the
T-cells resistant to the suppressive effect of TGF-B secreted by the TME. In a clinical trial including eight
patients with or at risk of cHL relapse, two complete and one partial response was observed in seven
patients who could be evaluated'.
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One Achilles’ heel to the original protocol used to generate EBV-specific autologous T-cells in the study
reported by Bollard ef al.* and Heslop et al.'””! was a rather lengthy production time - several months -
during which the patient’s disease may progress. The group therefore revised their protocol and succeeded
in generating autologous EBV-specific T-cells in a matter of weeks, that were seemingly equally effective in

5[67,68].

a small trial of 24 patients with type II latency EBV-positive cHL or non-Hodgkin lymphoma

A further development in the use of EBV-specific T-cells has been trials using HLA-typed EBV-specific T-
cells from donors”. So far, these trials have overwhelmingly concerned patients with post-transplant
lymphoproliferative disease!””. An extension of this idea is the ambition to develop off-the-shelf chimeric
antigen receptor cells by transducing EBV-specific T-cells of relevance in the treatment of both EBV-
positive and EBV-negative malignancies'*”.

Whether or when EBV-specific T-cell therapy will eventually mature into a realistic treatment choice for
cHL remains to be seen. This may be in combination with other treatment modalities analogous to Burkitt
lymphoma, where a combination of hypomethylating agents inducing latency III programs in the malignant
cells and EBV -specific T-cells has been proposed™.

Interestingly, Bollard et al.* in their early study found that treatment response tended to be best for
patients who had received T-cells with LMP1 specific activity and for patients in whom apparent epitope
spreading to lymphoma antigens such as MAGE4, Survivin and PRAME was subsequently observed.

Recently, evidence to suggest that the presumed epitope spreading could be dependent on the induced
LMP1 expression in B-cells were reported by Choi et al.”’. Specifically, in a mouse model they
demonstrated that LMP1 signalling in B-cells induced expression and presentation of tumour associated
antigens on major histocompatibility complex classes I (MHC-I) and II (MHC-II) as well as upregulation of
costimulatory ligands inducing potent cytotoxic (CD4+ and CD8+) T cell responses'”"’.

In principle, this could indicate that treatment with cytotoxic T-cells stimulated with LMP1 might also be
effective in EBV-negative cHL, which do also express lymphoma antigens””. Indeed, in an additional
experiment Choi et al.”! showed that stimulation of autologous CD4 cells by CLL cells with induced LMP-1
expression produced cytotoxic T-cells capable of lysing CLL cells in vitro.

Besides suppression of HLA expression, one of the numerous mechanisms by which cHL HRS cells evade
host immune response, is by expressing PD-L1/L2. This allows the HRS cells to interact with tumour-
specific cytotoxic T-cells in the TME expressing the PD1, thereby effectively abrogating the T-cells’
activity™.

The HRS cells” overexpression of PD-L1 and PD-L2 is achieved by several different mechanisms including
especially alterations of the 9p24.1 locus, which are seen in both EBV-negative and EBV-positive cHL"*7.,

However, for two reasons PD-L1 expression may be more pronounced in EBV-positive cHL than in EBV-
negative cases. First, in EBV-positive, activation of the PA1 and JAK/STAT signalling pathway by LMP1
may increase PD-L1 expression®*. Secondly, PD-L1 is also expressed by tumour-associated macrophages
(TAM), which are more abundant in EBV-positive than in EBV-negative cHL TME"”, co-localise with
PD-L1 positive HRS cells"® and frequency of which have been associated with prognosis”. For TAM, the
immune suppressing effect may even be expanded to PD-1 expressing natural killer cells in the TME"".
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This communication between the HRS cells and the TME can be interfered with by antibodies blocking the
interaction between PD-1 and PD-L1 and PD-L2, respectively. Two such compounds directed against PD1,
Nivolumab and Pembrolizumab, in single-agent trials in relapsing and refractory cHL have produced
overall response rates in the range of 54%-87%, but less impressive complete response rates (< 30%)".

Consequently, these drugs are now evaluated in combination with other treatments both as first-line
treatment and for patients with relapsing or refractory disease™*'. Here, the combination of Nivolumab
with brentuximab vedotin for relapsing or refractory cHL was recently reported to result in objective and
complete response rates of 85% and 67%, respectively after a median follow-up of nearly three years.

The mechanisms by which PD-L1/L2 blockers induce tumour regression are still poorly understood. E.g., in
one study HRS cells seemed to disappear almost instantaneously upon Nivolumab treatment initiation
accompanied by decreased numbers of Type-1 regulatory T-cells and PD-L1-positive macrophages but not
by clonal CD8-positive cytotoxic T-cell expansion””. Possibly the effects of Nivolumab treatment is in part
mediated through newly recruited CD4-positive T-cell clones that are themselves cytotoxic and/or interact
with innate immune cells, especially NK cells, which may correlate with treatment outcome”. Indeed, there
is an increasing interest in understanding how HRS cells circumvent being culled by NK cells because of
their loss of HLA class I"*>”** and in attempting to modulate/activate the innate immune response to treat
cHL!",

Theoretically treatment with PD-1 blockers">” should result in better outcomes for EBV-positive cHLs
than for EBV-negative cHLs; however, this cannot be determined based on currently reported studies,
which also further details the rationale for these treatment proposals™*'.

CONCLUSIONS

Epidemiologic studies have long suggested that EBV-positive and EBV-negative cHL are aetiologically
different. With standard chemo- and radiotherapy for cHL the clinical relevance of this causal heterogeneity
has been questionable. However, with modern modalities targeting HRS cell characteristics and
determinants of TME, cHL aetiology may become important.

We have provided a simplified picture of this possibility but emphasize that there are other pathways and
mechanisms as well that may be relevant for aetiology-specific cHL treatment. The TME is very dynamic
and interacting with treatment regimens as well. Therefore, one cannot truly assess the efficacy of a certain
combination of risk stratification algorithms and treatment modalities without conducting a large
randomized trial designed for that purpose.

The introduction of T-cell therapy and immune checkpoint blockade into clinical practice in our view
should motivate renewed ambitious efforts in developing proposals for risk stratification that at the outset
aim at utilizing existing information, including histology and EBV-status, more comprehensively by
applying modern statistical methods on all the available well-curated data. In all likelihood, the new
treatment modalities described above and the underlying risk stratification schemes will turn out to be
progress in HL treatment. Nevertheless it may be possible to do even better by using aetiological
information more comprehensively in the risk stratification and treatment allocation, possibly at the
minimal cost of introducing computer-assisted treatment allocation instead of the old simple and
transparent risk scores.
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