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LETTER TO THE EDITOR
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To the Editor

Nodular lymphocyte-predominant Hodgkin lymphoma
(NLPHL) is a rare subtype of Hodgkin lymphoma (HL) in
both children and adults. In contrast to classic HL, NLPHL
nearly always expresses CD20, has a mostly indolent clin-
ical course with high overall survival despite frequent
relapses, and may undergo aggressive transform-
ation [1–4].

No standard management for NLPHL is established.
Early-stage NLPHL is frequently managed with surgical
excision, active surveillance, localized radiation therapy
(RT), rituximab monotherapy, chemotherapy alone, or
combined modality treatment (CMT); and advanced-stage
disease is frequently treated with both HL- and aggres-
sive B-cell lymphoma-type chemotherapy regimens
[1,2,5–9]. Further, practice patterns vary widely between
adult and pediatric oncologists [1,2,5,10–13], as well as
internationally given different availability of both diag-
nostic and therapeutic resources, particularly in low- and
middle-income countries (LMICs) [14–16].

Given recent reports suggesting active surveillance or
resection alone may be reasonable strategies for the
treatment of NLPHL [5,6], there is a pressing need for
prospective data for patients of all ages to guide deci-
sion-making and a more personalized approach for
NLPHL. Given the rarity of the disease, a multicenter
international trial presents an opportunity to enroll an
adequately sized cohort of patients to robustly study
management and outcomes. To build a framework for
future prospective studies, we performed an international
survey of adult and pediatric providers who treat NLPHL
about patient volume, practice patterns, available treat-
ment resources, and collaborative research interests.

The Global NLPHL One Working Group (GLOW) devel-
oped an electronic survey instrument which was distrib-
uted to the email distribution lists for nine international
hematology/oncology groups or consortia and lymph-
oma-focused professional societies. The survey was open
from 16 October 2020 to 11 July 2021 and was distrib-
uted to approximately 630 physicians via e-mail to list-
servs of 13 lymphoma-related cooperative groups, eight
of which are focused on pediatric practice, two focused
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on adult practice, and three focused on both pediatric
and adult practice. The survey instrument is available in
the Data Supplement. Statistical comparisons between
practice patterns of adult and pediatric providers were
performed by Pearson’s chi-squared test.

There were 237 respondents to the survey (38%), the
majority of which were medical hematologists/oncolo-
gists (84%) followed by radiation oncologists (8%), path-
ologists (6%), and other health professionals (2%). Most
respondents treated primarily pediatric patients up to
age 18 (56%), followed by those treating primarily adult
patients (33%) and 11% who treated both adults and
children. Physicians were mostly located in the United
States and Canada (26%), followed by South America
(23%), Asia (21%), Europe (19%), Oceania (9%), and
Africa (2%).

With respect to practice patterns, most physicians
reported treating less than five NLPHL cases at their cen-
ter in the past 5 years (30%), with 30% reporting 5–10
cases, 18% reporting 10–20 cases, and 17% reporting
more than 20 cases. Physicians treating adults were sig-
nificantly more likely to incorporate RT into the treatment
of NLPHL (94% versus 59% of physicians treating children
and 60% of physicians treating both; p<.001), particularly
for early-stage disease (Table 1). A greater proportion of
physicians treating children would consider surgery in

the treatment of NLPHL, compared to physicians treating
adults or physicians treating both age groups (62% ver-
sus 45% versus 44%, respectively; p<.001). Physicians
treating adults were significantly more likely to consider
age, sex, comorbidities, surgical resectability, and disease
location and size (p<0.001) in decisions regarding incorp-
oration of RT into the upfront treatment of early-stage
NLPHL (Table 1). However, a greater proportion of physi-
cians treating children would consider response to initial
chemotherapy in deciding whether to incorporate RT
(p¼.013), and physicians treating both age groups did
not consider patient preference in the use of RT.

With respect to chemotherapy utilization, physicians
treating adults are significantly more likely to utilize
ABVD (doxorubicin, bleomycin, vinblastine, dacarbazine)
and R-CHOP (rituximab, cyclophosphamide, doxorubicin,
vincristine, prednisone) regimens for early-stage NLPHL
as compared to physicians treating pediatric patients
(p<.001), and are particularly more likely to incorporate
rituximab into treatment at 68% compared to 27% of
physicians treating pediatric patients and 44% of physi-
cians treating both age groups (p<.001, Table 1). For
early-stage NLPHL, AV-PC is most frequently utilized by
physicians treating children (p<.001), whereas for
advanced-stage NLPHL, AV-PC is most frequently utilized
by physicians treating both adults and children (p<.001).

Table 1. Surgery, radiation therapy, and chemotherapy practice patterns among physicians who treat pediatric patients, adult
patients, and both pediatric and adult patients with NLPHL.

Pediatric
n¼ 132

Adult
n¼ 78

Adult and pediatric
n¼ 25 p value

Surgery is incorporated into the treatment of NLPHL 82 (62%) 35 (45%) 11 (44%) <.001
RT is incorporated into the treatment of NLPHL 78 (59%) 73 (94%) 15 (60%) <.001
RT is incorporated into the upfront treatment of early-stage NLPHL <.001

Never or rarely 95 (72%) 7 (9%) 6 (24%)
Sometimes, usually, or always 25 (19%) 70 (90%) 12 (48%)

Factors that are considered in the incorporation of RT into the upfront treatment of early-stage NLPHL
Age 16 (12%) 47 (60%) 11 (44%) <.001
Sex 5 (4%) 28 (36%) 3 (12%) <.001
Comorbidities 11 (8%) 35 (45%) 4 (16%) <.001
Surgical resectability 15 (11%) 28 (36%) 9 (36%) .001
Disease location 20 (15%) 62 (79%) 11 (44%) <.001
Disease size 18 (14%) 47 (60%) 7 (28%) <.001
Patient preference 1 (1%) 0 0 .878
Response to initial chemotherapy 60 (45%) 17 (22%) 7 (28%) .013

Chemotherapy regimen utilized for early-stage NLPHL
ABVD 45 (34%) 35 (45%) 10 (40%) <.001
AV-PC (i.e. CHOP) 21 (16%) 5 (6%) 3 (12%) <.001
R-CHOP 33 (25%) 29 (37%) 7 (28%) <.001
R-CVP 21 (16%) 17 (22%) 2 (8%) <.001
Any rituximab 36 (27%) 53 (68%) 11 (44%) <.001

Chemotherapy regimen utilized for advanced-stage or bulky NLPHL
ABVD 33 (25%) 38 (49%) 7 (28%) <.001
AV-PC (i.e. CHOP) 2 (2%) 4 (6%) 4 (16%) <.001
R-CHOP 23 (17%) 53 (68%) 7 (28%) <.001
R-CVP 8 (6%) 18 (23%) 3 (12%) <.001
ABVE-PC 16 (12%) 1 (1%) 5 (20%) <.001
R-OEPA/COPDac 38 (29%) 1 (1%) 1 (4%) <.001
Any rituximab 66 (50%) 63 (81%) 11 (44%) <.001

NLPHL: nodular lymphocyte-predominant Hodgkin lymphoma; RT: radiation therapy; ABVD: doxorubicin, bleomycin, vinblastine, dacarbazine; AV-PC: doxo-
rubicin, vincristine, prednisone, cyclophosphamide; R-CHOP: rituximab, cyclophosphamide, doxorubicin, vincristine, prednisone; ABVE-PC: doxorubicin,
bleomycin, vincristine, etoposide, prednisone, cyclophosphamide; R-OEPA/COPDac: rituximab, vincristine, etoposide, prednisone, doxorubicin, followed by
cyclophosphamide, vincristine, prednisone, dacarbazine.
Bold values represent the p-values that are statistically significant (i.e., <¼0.05).
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For advanced-stage or bulky disease, a greater proportion
of physicians treating children would utilize the ABVE-PC
(doxorubicin, bleomycin, vincristine, etoposide, prednis-
one, cyclophosphamide) and R-OEPA/COPDac (R-OEPA:
rituximab, vincristine, etoposide, prednisone, doxorubicin;
COPDac: cyclophosphamide, vincristine, prednisone,
dacarbazine) regimens as compared to physicians treat-
ing adults (p<.001), whereas physicians treating adults
would more commonly utilize ABVD and R-CHOP
(p<.001). Of note, physicians treating adults are signifi-
cantly more likely to incorporate rituximab into
advanced-stage treatment at 81% compared to 50% of
physicians treating children (p<.001).

In comparing LMICs versus non-LMICs, there were no
differences between the incorporation of RT, surgery, or
chemotherapy, although physicians from LMICs are sig-
nificantly less likely to incorporate rituximab into NLPHL
treatment at 53% versus 79% in non-LMIC countries
(p<.001, Table 2). There was also significantly less avail-
ability of PET, rituximab, hematopathologists, MRI
(p<.001) and RT (p¼.05) available in LMICs as compared
to non-LMICs.

Survey respondents were very willing to participate in
an international NLPHL retrospective study (72%), with
slightly lower rates of interest for a prospective registry
(68%) and a prospective clinical trial (62%).

In summary, our international survey of NLPHL prac-
tice patterns revealed considerable variability in the use
of RT and various chemoimmunotherapy regimens
between physicians treating adults versus children versus
both age groups, as well as among LMICs and non-
LMICs. Physicians treating children are more likely to
incorporate surgery in the treatment of NLPHL, whereas
physicians treating adults reported significantly greater
incorporation of RT in early-stage NLPHL and significantly
greater incorporation of rituximab into the management

of early- and advanced-stage NLPHL. These findings are
important in designing a prospective study, as the roles
of RT and rituximab are not universally established in
NLPHL. For example, stage IA NLPHL in adults is com-
monly treated with involved-site RT as outcomes are
comparable between RT and CMT [17], whereas RT is
avoided in children and young adults with NLPHL due to
concerns about late toxicities in a disease with very long
survival [5]. The role of rituximab in NLPHL is controver-
sial, with some evidence for prolonged progression-free
survival when it is incorporated into frontline manage-
ment but other studies demonstrating its limited efficacy
as a single agent [13,18,19].

Although there was strong interest from respondents
in participation in an international prospective clinical
trial, this survey elucidates several significant barriers to
trial design and execution. First, availability of rituximab
and RT in LMICs may make prospective study of both
modalities challenging. Second, there are diagnostic chal-
lenges to accurate diagnoses of this rare subtype, espe-
cially in LMICs with less availability of
hematopathologists and fewer PET resources which may
make adapted treatment protocols difficult to execute.
Prospective trial execution will require a nuanced
appraisal of local resources, with a potential need for the
development of adapted treatment regimens in LMICs
[16]. However, availability and utilization of chemother-
apy appears to be amenable to study in an international
cohort. In conclusion, these findings set the foundation
for future international prospective registry and clinical
trial work in NLPHL by GLOW.
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