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Fit, unfit, or frail? Now easier to tell for Hodgkin

lymphoma
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In the article, “A simplified frailty score predicts outcome
in curatively treated older patients with classical Hodgkin
lymphoma”, Lia and colleagues describe a simplified index
for stratifying older (aged =60 years) Hodgkin lymphoma
(HL) patients as fit, unfit, or frail! This score can easily be
incorporated into routine practice, potentially identifies
patients suitable for palliative therapy, and provides a
platform for future studies.

Hodgkin lymphoma is rare and disproportionately impacts
young patients; therefore, developing optimal therapy for
older patients is challenging. Older HL patients historical-
ly experience less favorable outcomes, primarily due to
poor treatment tolerability.? Frailty assessments have the
potential to risk stratify patients and ultimately improve
outcomes by enabling personalized therapy. Up until now,
there was no specific tool for HL patients. Lia and col-
leagues succeeded in creating a user-friendly tool that can
potentially aid in guiding treatment choices.

Lia et al. developed their score using the Cancer Regis-
try of Norway which included 279 HL patients, aged =60
years, treated with curative intent from 2000-2015. Three
factors were found to be predictive of progression-free
survival (PFS) by multivariate analysis (MVA): age (=70
years), Eastern Cooperative Oncology Group Performance
Status (ECOG PS) =2, and comorbidity score (cumulative
illness scale for geriatrics [CIRS-G]) 8. Similarly, age and
comorbidity score were predictive of overall survival (OS)
by MVA, while ECOG PS was not predictive. The three fac-
tors were developed into a score that stratified patients
as fit (0 factors), unfit (1-2 factors), or frail (3 factors). The
score was then validated using the Swedish Lymphoma
Register which included 792 HL patients aged =60 years
treated from 2000-2015. Importantly, in the validation set,
comorbidities were assessed using the simpler Charlson
Comorbidity Index (CCl), rather than the CIRS-G, demon-
strating that the frailty score can be generalized for either
comorbidity index.
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Treatment of HL patients aged =60 years has evolved over
the last few decades and outcomes appear to be improving
significantly. Historically, outcomes were poor, as demon-
strated by the North American Intergroup E2496 study,
which showed significantly inferior outcomes for patients
aged 260 years treated with standard anthracycline-based
therapy, such as doxorubicin, bleomycin, vinblastine, dacar-
bazine (ABVD).? High rates of bleomycin toxicity (43%) and
unacceptable rates of treatment-related mortality (TRM)
(9%) contributed to these poor outcomes.? The ECHELON-1
study showed that brentuximab vedotin (BV) plus doxoru-
bicin, vinblastine, and darcarbazine (BV-AVD) was superior
to ABVD for advanced-stage disease; however, this did not
hold true for patients aged =60 years who experienced 5-year
PFS of 67% compared to 84% for younger patients. Again,
less favorable outcomes were likely related to higher rates
of TRM (4%) and toxicities such as neutropenic fever (37%).2
BV and AVD were subsequently studied using an alternative
schedule for patients aged =60 years, with single-agent BV
for 2 cycles followed by AVD for 6 cycles and then another
4 cycles of BV (“sequential BV-AVD”).* This sequential regi-
men turned out to be more efficacious, with 2-year PFS of
84%, likely due to lower rates of treatment-related toxicity,
such as neutropenic fever (8%).* More recently, nivolumab
plus AVD (N-AVD) was shown to be more efficacious than
BV-AVD for advanced stage disease, and for the first time,
this regimen was equally efficacious for older patients as for
younger patients (2-year PFS 89% vs. 93%, respectively).>¢
Furthermore, a phase Il study of N-AVD for patients aged
>60 years showed no impact of geriatric impairments on PFS
or treatment-related toxicity; however, no patients enrolled
would have been classified as frail by the Lia et al. score/
The score developed by Lia et al. is helpful for identifying
patients suitable for curative therapy. Based on the data
from the Cancer Registry of Norway, treating with curative
approaches is justified for fit and unfit patients as these
patients had 5-year PFS of 74% and 49%, respectively. Fur-
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Figure 1. A simplified frailty score for older patients with Hodgkin lymphoma. Three factors (age, comorbidity index, and perfor-

mance status) stratify patients as fit (0 Factors), unfit (1-2 Factors), or frail (3 Factors). Fit and unfit patients should be considered
for treatment with curative intent. Frail patients would benefit from starting with palliative therapy. BV-AVD: brentuximab vedotin,
adriamycin, vinblastine, dacarbazine; BV-DTIC: brentuximab vedotin, dacarbazine; BV-nivo: brentuximab vedotin, nivolumab;
N-AVD: nivolumab, adriamycin, vinblastine, dacarbazine; ECOG: Eastern Cooperative Oncology Group; PS: performance status.

thermore, it is likely important to preserve dose intensity
since unfit patients had improved outcomes if they received
at least 80% of standard dose of doxorubicin with cycle 1.
In contrast, Lia and colleagues showed that frail patients
have very poor outcomes when treated by curative intent:
5-year PFS and OS were only 11% and 22%, respectively,
in the training set, and 4% and 0%, respectively, in the
validation set. This suggests that frail patients should be
considered for palliative approaches. BV was evaluated
in combination with dacarbazine (BV-DTIC) or nivolumab
(BV-nivo) in a phase Il study for older patients unfit for
conventional chemotherapy.? Complete response rates for
the two regimens were high at 64% and 67%, respectively,
for BV-DTIC and BV-nivo. Furthermore, responses were
durable with median PFS of 47.2 months for BV-DTIC and
not reached for BV-nivo.® Starting with regimens such as
BV-DTIC or BV-nivo is reasonable for frail patients. These
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could serve as stand-alone therapies or potentially aid in
improving performance status and in providing bridging to
curative therapy such as N-AVD (Figure 1).

Moving forward, it is important to validate the Lia et al.
score in prospective clinical trials and to assess its effi-
cacy with novel regimens such as sequential BV-AVD and
N-AVD. Plans are already underway to validate the score in
a prospective registry in Scandinavia. Given the simplicity
of the score, it should be possible to retrospectively eval-
uate it in completed prospective studies and incorporate
it into clinical practice.
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