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*Uomo, 1957

*2003: NPLHD inguine dx. RT esclusiva,TD 36 Gy in 18 frx.
*2023: comparsa di adenopatia ascellare sx 4.3x2 cm. Benessere, non sint B
*06.06.2023 biopsia escissionale: linfoma di Hodgkin, predominanza linfocitaria nodulare

*12.07.2023 BOM: Midollo osseo cellulato (50% circa) con normale rappresentazione delle
linee emopoietiche,indenne da evidente infiltrazione neoplastica

*26.07.2023 PET FDG: moderato iperaccumulo del tracciante FDG incorispondenza di tre
reperti linfonodali localizzati nel cavo ascellare di sinistra (SUVmax 2.8 vs SUVepatico 2.6)
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*16.10.2023-06.11.2023: ISRT esclusiva su ascella sx,
TD 30 Gy in 15 frazioni

*13.02.2024 PET FDG: completa scomparsa del
modesto iperaccumulo del 18FDG, precedentemente
segnalato alle formazioni linfonodali dell'ascella
sinistra.

°04.10.2024 ultimo FU: ned

Pescara, 11-12 ottobre 2024



The young side of LYMPHOMA gli under 40 a confronto

Do you agree with the management of this clinical case?

a)Absolutely yes!

b)Yes...but...maybe...
c)Absquter not' Damn radioncologists!
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For b) and c): what would you have done in this clinical case?

a)Asportation only

b)Rituximab alone
c)CT exclusive

d)CMT
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NCCN Guidelines Version 3.2024
Hodgkin Lymphoma (Age 218 years)
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CLINICAL PRESENTATION:
MNodular Lymphocyte Predominant Hodgkin Lymphoma®8.bb
PRIMARY TREATMENT

ISRTY (preferred
for stage A or
Stage LA, 1A
(Non-bulky) ::ntlgum.m stage ILA) ‘
Observedd
Stage 1B,
::E Chemotherapy®® + Response
Rituximab®8
Stage 1A | |+ ISRTS |
(Bulky)/Stage or . Restage with
A (Bulky Rituximab®9g.hh FDG-PET/
or non- CTC
contiguous®®)
Stable or
Erhsunnn, if asymptomatic progressive
Based on clinical disease
udgment, options include:
hEmnthngpy“E_l-_l-q
Stage Y —=| oruximabiaL 1S
Rituximab2g:hh
or
Local RT (palliation of
locally symptomatic
dh-ua':njgm

c o 1

9 Principtas of Badiation T harapy ;Hgb]&;].

3 M LPHL has a different natural history and responsea to therapy than CHL, ially
stages |-ll. For thal reason, separate guidelines are presa for NLPHL. Patients

who present with bulky disease, subdiaphragmaltic disease, or splanic invalvement

have a high rsk for inibal or [ater transformation 1o large cell lymphoma. Data suggesl
oulcomes differ for typical immunoarchitectural paﬂamséﬂﬂﬂn varsus vanan! patterns
(CI/DVESF). (Swardlow SH, Campo E, Harris NL, et al. WHO dlassification of tumours of

haesmatopoiatic and lymphoid tisswes. Lyon, France: IARC; 2017).

=

Observe, if asymptomatic
or |—>
ISRTY (if no prior RT)

Negative —= Observe, if

|_‘ Empﬂyn <: o asymptomatic

bo Par WHO 2022, NLPHL remains under the family of Hodgkin lymphoma,
while in the ICC 2022 update, the term NLPHL was replaced with new
termin Y. nodular Ilzlampl'm:la:ﬁrtu adaominant B-call liymphoma (MLPBL).
(Alaggio R, et al. Laukemia 2022:36:1720-1748; Campo E, et al. Blood
2022.140:1229-1 EEEI-L._.

CC For select patients with Stage 1B, or Stage 1A non-contiguous disease,
ISRT alone may be an aplion.

dd Obsarvation may be an oplion for stage LA patients with a completaly
excisad solitary I1E-rn|:|h noda. Sea :

== Ponciples of Systemic Thempy (HOLMS-B. 3 of 7

"é?_-l_ﬂmraly, a brief course of chemotherapy (2— mo) would be given with

89 An FDA-approved biosimilar is an acceptable substitute for rituximab.
Rituximab and hyaluranidase human injection for subcutanaous use may

be substituted for rituximab after patients have receivad the first full dosa
of rituximab by intravenous infusion.
hh Rituximab monotherapy can be used for palliation in select caseas.
I Biopsy is recommeanded for sites of progressive disease, especially
subdiaphragmalic sitas, 1o rule oul transformation.

-

Mote: &l recommendations are category 24 unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

HODG-11
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ISRTY [preferred

for stage A or |
Stage 1A, llA contiguous stage ILA
(Non-bulky) g ge l1A)
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Stage 1B,
= b S ", Observe, if asymptomatic
ar Eﬂzzma;gmru Response = |Oor
Stage IA gl ISRTY (if no prior RT)
(Bulky)/'Stage or R1 . Restage with Follow-up
(HODG-12)
IlA (Bulky Rituximab2g.hh FDG-PET/
or moan- CTE Obs if
contiguous®®) Meaative —- arve,
Observe, if asymptomatic Stable or !f“ eg asymptomatic
o pmﬂm“““‘ Blops <: Refractory Disease or
Based on clinical disease Positive —» i
udgment, npti-nnﬁ include:
"'"‘“t“'gm’“' + bb Par WHO 2022, NLPHL remains under the family of Hodgkin lymphoma,
Stage =1V . |Rituximab®8 £ ISRTH while in the ICC 2022 update, the term NLPHL was replaced with new
9 or hh lermin y., nodular | mpl'u:r:lz:ﬁrtu edaminant B-call lymphoma (MLFBL).
Rituximab98: (Alaggio R, et al. Leu Ifamia 22:36:1T7T20-1748; Campo E, et al. Blood
or 2022 140:1229-1253).
Local RT (palliation of oG ::E?Frt'ii'a.;;ilﬂpﬁ:i:nlﬁsgﬂiﬁh ﬂthr_:'lcgli: 1B, or Stage 1A non-conliguous disease,
Eﬁﬂ;ﬂ’“mﬂ’““““ 44 Ghservation may be anngpﬁnfsu for stage IA patients with a completely
excised solitary | noda. Sae :

_ == Ponciples of Er'b:'signmpil; Them@py (HODG-B, 3 of 7L
:%ﬁlﬁgﬂﬂﬁt&% "é?_-l_ﬂmraly, a brief course of chemotherapy (2— mo) would be given with
= NLPHL has a different natural history and -I'BEPIEII'IEIE to therapy than CHL, 1ally 59 An FDA-approved biosimilar is an acceplable substitute for rituximab.

slages |-1l. For thal reason, separate guidelines are presa for MLPHL. Fatients Rituximab and hyaluranidase human injection for subcutanaous use may
who present with bulky disease, subdiaphragmatic disease, or splanic involvement ba substituted for rituximab after patients have received the first full dose
have a high risk for i | ar later transformatbion Lo large cell lymphoma. Data suggest of rituximab by intravenous infusion.

oulcomes differ for typical immunoarchitectural patterns (A/B) versus variant patterns hh Rituximab monotherapy can be used for palliation in select cases.
(C/D/E/F). (Swerdlow SH, Campo E, Harris NL, et al. WJIEI c;am;iﬁcaljnn of wmours of i Biopsy is rmmnmﬁb}“ sites of prnng;s.hrE diseasa, aspecially
haamatopoiatic and lymphoid tissues. Lyon, France: IARC; 2017). subdiaphragmatic sites, to rule oul transformation.

MNote: 4l rccommendations are category 28 unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
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Outcome of RT in early stage
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Long-Term Outcomes in Patients with Early Stage @PLQS ‘ OME
Nodular Lymphocyte-Predominant Hodgkin’s Lymphoma
Treated with Radiotherapy 2013

Abhishek A. Solanki', Melissa Horoschak LeMieux’, Brian C.-H. Chiu?, Usama Mahmood?, Yasmin
Hasan', Matthew Koshy™*
1 Department of Radiation and Cellular Oncology, University of Chicago, Chicago, lllinois, United States of Amenca, 2 Department of Health Studies, University

of Chicago, Chicago, llinois, United States of America, 3 Division of Radiation Oncology, University of Texas M. D. Anderson Cancer Center, Houston, Texas,
United States of America, 4 Department of Radiation Oncology, University of lllinois Hospital, Chicago, lllinois, United States of America
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469 patients, median age 37y.

68% stage | disease, 7% had B-
symptoms.

Median follow-up was 6 years.

10y CSS and OS were 98% and 88%,
respectively.

10y freedom from SM and freedom
from RT-related SM were 89% and 99%,
respectively.




Long-Term Course of Patients With Stage IA Nodular

Lymphocyte-Predominant Hodgkin Lymphoma: A Report

From the German Hodgkin Study Group

Dennis A. Eichenauer, Annette Pliitschow, Michael Fuchs, Bastian von Tresckow, Boris Ball, Karolin Behringer,

Volker Diehl, Hans Theodor Eich, Peter Borchmann, and Andreas Engert
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2015
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Charecteristic

Table 1. Characteristics of Patients With Stege 1A MLPHL

IF-BT {in = 10&)
Mo. of Patients (%)

CMT [n = 72|
Mo. of Patients (%)

EF-BT in = 450
Mo, of Patients (%)

Hituximah (n = 27}
Mo. of Patients (%)

Age at diagnosis, years
hdedian
Range
b ean
D
16-20
21-40
4160
61-75
SEx
Femals
P b
WHO performance status
hdissing
0
1
Localzation of disease
Supradiaphragmatic
Infredisphragmatic
Treatment outcomse
hdissing
Complete remissson

Unconfirmed complete remission

Dbhservetion time, months
hAedian

Ranige
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Long-Term Course of Patients With Stage IA Nodular JOURNAL OF CLINICAL ONCOLOGY
Lymphocyte-Predominant Hodgkin Lymphoma: A Report
From the German Hodgkin Study Group 2015

Dennis A. Eichenauer, Annette Pliitschow, Michael Fuchs, Bastian von Tresckow, Boris Ball, Karolin Behringer,
Volker Diehl, Hans Theodor Eich, Peter Borchmann, and Andreas Engert
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Time (months) Time (months)
No. =t risk Ma. at risk
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CMT . Fl | B9 BF 6l B 47 ! 33 28 20 CAT T2 s s 71 BT 57 B =123 i) an a7
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8y-PFS rate for the whole patient group excluding The whole patient group had an estimated 8y-0OS
patients treated with rituximab was 88.9% rate of 98.2%
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Long-Term Course of Patients With Stage IA Nodular

Lymphocyte-Predominant Hodgkin Lymphoma: A Report JOURNAL OF CLINICAL ONCOLOGY
From the German Hodgkin Study Group
Dennis A. Fichenauer, Annette Pliitschow, Michael Fuchs, Bastian von Tresckow, Boris Ball, Karolin Behringer, 20 1 5

Volker Diehl, Hans Theodor Eich, Peter Borchmann, and Andreas Engert

Table 3. Four-Year PF5 of Patients Treated for Stage [A NLPHL

Cox Univanate Hazard Ratio
Variable Mo. of Patients Mo. of Events (%) d4-Year PFS Rate (%; 95% Log-Rank P (95% CI)

Total 256 45 (18} 92.3 (89.0 to 95.6)
Treatment modality

0018
EF-RT 49 15 (31) 95.8 (90.2 to 100.0) 1.56 (0.68 to 3.58)

IF-RT 108 11 (10) 93.2 (88.4 to 98.1) —
CMT 72 12 (17) 92.9 (86.8 to 98.9) 1.00 (0.43 to 2.35)
Rituximab 27 7 (26) £1.0 (66.0 to 96.0 499 (1.88 to 13.21)

Abbrewviations: CMT, combined-modality treatment; EF-RT, extended-field radiotherapy; IF-RT, involved-field radiotherapy; NLPHL, nodular lymphocyte-predominant
Hodgkin lymphoma; PFS, progression-free survival,

Table 2. Eight-Year PFS of Patients Treated for Stage |A NLPHL

Cox Univanate Hazard Ratio

Variable Mo. of Patients Mo. of Events (%) 8-Year PFS Rate (%; 95% Cl} Log-Rank F (95% CI)
Total 229 38(17) 88.9(84.5t093.4) —
Treatment modality 4305
EF-RT 49 15 (31) 84.3 (73.6 to 95.0) —
IF-RT 108 11 (10) 91.9(86.5t0 97.3) 0.64 (0.28 to 1.47)
CMT 72 121(17) 88.5(80.3 to 96.8) 0.64 (0.30 to 1.39)

Abbreviations: CMT, combined-modality treatment; EF-RT, extended-field radiotherapy; |IF-RT, involved-field radiotherapy, NLPHL, nodular lymphocyte-predominant
Hodgkin lymphoma; PFS, progression-free survival,
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Long-Term Course of Patients With Stage IA Nodular
Lymphocyte-Predominant Hodgkin Lymphoma: A Report
From the German Hodgkin Study Group

gli under 40 a confronto

8/72 (11.1%) treated with CMT, 3/49 (6.1%) treated with EF-
RT, 4/108 (3.7%) treated with IF-RT, and 2/27 (7.4%) treated

Dennis A. Eichenauer, Annette Pliitschow, Michael Fuchs, Bastian von Tresckow, Boris Ball, Karolin Behringer, W i t h rit u Xi Ma b d eve I O p e d d Secon d 1nr I ig Nan Cy

Volker Diehl, Hans Theodor Eich, Peter Borchmann, and Andreas Engert

Table 4. Charactenstics of Second Malignancies After Treatment for Stage 1A NLPHL

Chronic Myeloid Mon-Hodgkin Sohd Tumor
secondary Malignancy Leukemia (n = 1) Lymphoma (N = 7] (M = 9)

Total in = 17)

Time to secondary malignancy, years
Median 16.6 6.2 5.7
Range 16.6-16.6 1.0-15.8 2.0-164

Secondary solid tumors according to localization, No.
Missing
Colorectal cancer
Lung cancer
Breast cancer
Stomach cancer
Bladder cancer
salivary gland cancer

Unknown localization
Secondary non-Hodgkin lymphoma according to histology, No.
Missing
Diffuse large B-cell lymphoma
T-cell-rich B-cell lymphoma
Follicular lymphoma

— = R W O

Marginal zone lymphoma

1.0-16.6

Abbreviation: NLPHL, nodular lymphocyte-predominant Hodgkin lymphoma.

NLPHL was the cause
of death in only 1 pt

2 pts died for second

malighancies
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Stage I-II nodular lymphocyte-predominant Hodgkin
lymphoma: a multi-institutional study of adult patients
by ILROG

Michael S. Binkley,'* M. Shahzad Rauf,® Sarah &. Milgrom,® Chelsea C. Pinnix,* Richard Tsang,” Michael Dickinson,* Andrea K. Mg,™
Kenneth B. Roberts,” Sarah Gao,” Alex Balogh,' Umberto Ricardi,' Mario Levis," Carla Casulo,'® Michael Stolten,' Lena Specht,™
John P. Plastaras,'s Christopher Wright,'S Christopher R. Kelsey,™ Jessica L. Brady,'” M. George Mikhaeel,”” Bradford 5. Hoppe, '8
Stephanie A. Terezakis,* Marco Picardi,®' Roberta Della F’E-pa,i' Youlia Kirova,® Saad Akhtar? Irfan f'.l'l;lglﬂ'lft_'m:ur,3 Julie L. Knenig,‘-i
Christapher Jackson,” Erin Song,' Shuchi Sehgal ™ Ranjana H. Advani,*! Yasodha Matkunam,® Louis 5. Constine,' Hans T. Eich,™
Andrew Wirth,* and Richard T. Hoppe'?

€ blood 2020

559 eligible patients treated

at 18 participating institutions
from 1995 through 2018

Rituximab and RT Rituximab
Total (n = 559) RT (n = 257) CMT (n = 184)* CT(n = 471 Observation (n = 37) (n = 19) alone (n = 15)
Parameter n (%) n (%) n (%) n (%) n (%)
Age at diagnosis
Median (years) 39 42 36 36 43 33 57 01
IQR 27-52 29-53 25-49 25.48 22.59 21-42 31-72
Range 16-90 17-90 16-75 17-76 16-81 18-65 16-82
Sex
Male A04 (72.3) 187 (72.8) 140 (756.1) 30 (63.8) 24 (64.9) 15(78.9) 8 (53.3) 21
Female 155 (27.7) 70 (27.2) 44 (23.9) 17 (36.2) 13 (35.1) 4(21.1) 7 (46.7)
ECOG PS
0-1 486 (86.9) 205 (79.8) 173 (94.0) 44 (93.6) 34919 18 (94.7) 12 (80.0) 002
=1 8 (6.0) 2(0.8) 201.1) 0 (0.0) 2(5.4) 0(0.0) 2(13.3)
Unreported 65 (11.6) 50 (19.4) 949 3 (6.4) 1(2.7) 1(5.3) 1(6.7)
Stage
Stage | 307 (54.9) 175 (68.1) 77 (41.8) 11 (23.4) 32 (86.5) 9 (47 .4) 3 (20.0) -=.0001
Extranodal 12 (2.1) 3(1.2) 422 243 3(8.1) 0 (0.0) 0 (0.0)
B symptoms 13 (2.3) 6(2.3) 201.1) 4 (8.5) 1(2.7) 0(0.0) 0 (0.0)
Stage |l 252 (45.1) 82 (31.9) 107 (58.2) 36 (76.6) 5013.5) 10 (52.6) 12 (80.0)
Extranodal 20 (3.6) 9(3.5) 8 (4.3) 1(2.7) 1(2.7) 0 (0.0 1(6.7)
B symptoms 25 (4.5) 8 (3.1) 11 (6.0) 4 (8.5) 0 (0.0) 1(5.3) 1(6.7)
Spleen 4 (0.7) 2(0.8) 201.1) 0 (0.0) 0 (0.0) 0(0.0) 0 (0.0)
Disease location
Above diaphragm 439 (78.5) 206 (80.2) 151 (B2.1) 31 (66.0) 25 (67.6) 15 (78.9) 11 (73.3) A7
Below diaphragm 116 (20.8) 50 (19.5) 32 (17.4) 14 (29.8) 12 (32.4) 4(21.1) 4 (26.7)
Unknown 4 (0.7 1(0.4) 1 (0.5) 2(4.3) 0 (0.0) 0 (0.0 0 (0.0)
Immunoarchitecture
AJB Typical 166 (29.7) 86 (33.5) 59 (32.1) 10 (21.3) 6 (16.2) 3(15.8) 2(13.3) 01
C/D/E/F Variant 43 (7.7) 14 (5.4) 17 (9.2) 364 3(8.1) 1(5.3) 5(33.3)
Unknown 350 (62.6) 157 (61.1) 108 (58.7) 34 (72.3) 28 (75.7) 15 (78.9) 8 (53.3)
Follow up, years
Median 5.5 54 59 50 41 3.8 6.3 02
QR 3.1-10.1 3.0-101 3.8-10.8 2886 1.%58 24109 3.1-7.4
GHSG clinical criteria
Favorable 473 (84.6) 234 (91.1) 152 (82.6) 31 (66.0) 35 (94.8) 13 (68.4) 8 (53.3) -=.0001
Unfavorable 77 (13.8) 21 (8.2) 27 (14.7) 14 (29.8) 2(5.4) 6 (31.8) 7 (46.7)
Unknown 21(1.6) 21(0.8) 5270 2(4.3) 0 (0.0) 0(0.0) 0 (0.0)
Treatment dates (range) 1995-2018 1995-2018 1995-2018 1996-2017 2003-2018 2002-2017 2000-2018
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Stage I-II nodular lymphocyte-predominant Hodgkin

lymphoma: a multi-institutional study of adult patients
by ILROG

Michael S. Binkley,'* M. Shahzad Rauf,® Sarah &. Milgrom,® Chelsea C. Pinnix,* Richard Tsang,” Michael Dickinson,* Andrea K. Mg,™
Kenneth B. Roberts,” Sarah Gao,” Alex Balogh,' Umberto Ricardi,' Mario Levis," Carla Casulo,'® Michael Stolten,' Lena Specht,™
John P. Plastaras, 'S Christopher Wright,'S Christopher R. Kelsey,™ Jessica L. Brady,"” M. George Mikhaeel,”” Bradford 5. Hoppe, '8
Stephanie A. Terezakis,* Marco Picardi,*' Roberta Della Pepa,®* Youlia Kirova,™ Saad Akhtar,? Ifan Maghfoor,® Julie L. Koenig,'*
Christapher Jackson,” Erin Song,' Shuchi Sehgal ™ Ranjana H. Advani,*! Yasodha Matkunam,® Louis 5. Constine,' Hans T. Eich,™
Andrew Wirth,* and Richard T. Hoppe'?

The 5y PFS and OS in the entire cohort were
87.1% and 98.3%

The 5y PFS were 91.1% with RT, 90.5% with
CMT, 77.8% with CT, 73.5% with observation,

30.8% with rituximab and RT, and 38.5% with
rituximab alone.

5y OS were 99.4% with RT, 99.4% with CMT,
97.9% with CT, 89.8% with observation, 100%

with rituximab and RT, and 92.3% with rituximab
alone

gli under 40 a confronto
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Stage I-II nodular lymphocyte-predominant Hodgkin
lymphoma: a multi-institutional study of adult patients
by ILROG
Michael S. Binkley,'* M. Shahzad Rauf,® Sarah &. Milgrom,® Chelsea C. Pinnix,* Richard Tsang,” Michael Dickinson,* Andrea K. Mg,™
Kenneth B. Roberts,” Sarah Gao,” Alex Balogh,' Umberto Ricardi,' Mario Levis," Carla Casulo,'® Michael Stolten,' Lena Specht,™

John P. Plastaras,'s Christopher Wright,'S Christopher R. Kelsey,™ Jessica L. Brady,'” M. George Mikhaeel,”” Bradford 5. Hoppe, '8
R e P=0.0001
Chri her Jackson,” Erin Song,™ Shuchi Sehgal ® Ranjana H. ani,*? Yasodha Matkunam,® Louis §. Constine,’™ Hans T. Eich,*® ol
d irth,** and Richard T. Hoppe*

mm Mo relapse

100%

There was a significantly 809,
higher rate of local-only

progression in patients who 60%
diql not receive RT as part of A0°L,
primary management

mm Distant relapse

Bl Distant and local
relapse

Bl Local relapse

20%
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Stage I-II nodular lymphocyte-predominant Hodgkin
lymphoma: a multi-institutional study of adult patients

by ILROG
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Kenneth B. Roberts,” Sarah Gao,” Alex Balogh,' Umberto Ricardi,' Mario Levis," Carla Casulo,'® Michael Stolten,' Lena Specht,™
John P. Plastaras,'s Christopher Wright,'S Christopher R. Kelsey,™ Jessica L. Brady,'” M. George Mikhaeel,”” Bradford 5. Hoppe, '8
Stephanie A. Terezakis,* Marco Picardi,*' Roberta Della Pepa,®* Youlia Kirova,™ Saad Akhtar,? Ifan Maghfoor,® Julie L. Koenig,'*
Christapher Jackson,” Erin Song,' Shuchi Sehgal ™ Ranjana H. Advani,*! Yasodha Matkunam,® Louis 5. Constine,' Hans T. Eich,™
Andrew Wirth,* and Richard T. Hoppe'?

€ blood 2020

21 pts (3.8%) underwent
transformation at a median

of 3.6 years. 5y-FFT was
96.7%

4 lymphoma-specific deaths
occurred in patients who
experienced transformation

The young side of | YMPHOMA

gli under 40 a confronto

There were 24 reported deaths with 7 confirmed lymphoma-specific
deaths.

Nonlymphoma-specific deaths: 2 CV (1 CMT [ABVD + BEACOPP + med RT] and
1 med IFRT), 1 bleomycin lung toxicity, 1 gastrointestinal bleed, 1 secondary to
thrombocytopenia, 1 AML, 1 pancreatic cancer, 1 pneumonia, and 5
noncancer deaths not specified. 4 deaths were of unknown cause.

==
100 = 100
£ 80 £ a0
E =
= 40 2 &0
= =
— 40 = 40
] a
e - Mo transformation =
g 20 = Transformation E 20
0 = 0
& 0 5 10 15 20
[ -
Years Years
At risk At risk 559 F25 127 43 10
Mo trans. 65 35 7 1
Trans. 21 10 0 0
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NCCN Guidelines Version 3.2024
Hodgkin Lymphoma (Age 218 years)

Mational
Comprehensive
WISVl Cancer
Metwork®

gli under 40 a confronto

NCCN Guideli Ind
Table of Contents
Diiscussion

CLINICAL PRESENTATION:
MNodular Lymphocyte Predominant Hodgkin Lymphoma®8.bb
PRIMARY TREATMENT

ISRTY (preferred
for stage A or
Stage A, llA contiguous stage 1A
(Non-bulky) g ge lIA)
or
Observedd
Stage 1B,
11z] r i Observe, if asymptomatic
or Eﬂﬁzﬂt:;gﬁﬂ' + Response - |or
uxim
Stage A pgle ISRTY (if no prior RT)
(Bulky)/'Stage or R1 . Restage with Follow-up
LT,'EE:_'“’ Rituximab9g.hh FDG-PET/ (HODG-12)
CcTE
contiguous®®) Neqative —= SDServe, if
Observe, if asymptomatic Stable or 9 e
B ! progressive — Biopsy" <: Refractory Disease or
Based on clinical disease Positive —» i
udgment, npti-nnﬁ include:
"'"‘“t“'gm’“' * bb Par WHO 2022, NLPHL rermains under the family of Hodgkin lymphoma,
Stage Hi=IV . |Rituximab®8 £ ISRTH while in the ICC 2022 update, the term NLPHL was replaced with new
g or hh larmin y, nodular | mpl'u:r:lz:ﬁrtu edominant B-cell lymphoma (MLPBL).
Rituximab98: (Alaggio R, et al. Leu Ifamia 22:36:1T7T20-1748; Campo E, et al. Blood
O al RT c< For salect patients wilh Stage I, or Stage IIA juous diseass
(palliation of ar s patients wi age |18, or ga non-conliguous di .
locally symptomatic dd Ohearvation May be an aoliar . :
y be an oplon for stage LA patients with a completlaly
ﬂhﬂﬂﬂﬂlgm excised solitary lymph node. See Eollow- :
EEMQ;I&LQLED.G-:EELCLU:IDD.G:&E" . T Gan . a brief course of chemotherapy (2—4 mo) would be given with
9 Principtas of Radiation Tharapy (HODG-C ). HT_"IEFEI ¥ e chemotherapy ( ma) ghmnw
= NLPHL has a different natural history and responsa to therapy than CHL, cially 89 An FDA-approved biosimilar is an acceptable substitute for rituximab.
stages |-ll. For thal reason, separate guidelines are presa for NLPHL. Patients Rituximab and hyaluranidase human injection for subcutanaous use may

wiho present with bulk

disease, subdiaphragmaltic disease, or splanic invalvement
have a high risk for i

ial ar later transformation 1o large call lymphoma. Data suggest
oulcomes differ for typical immunoarchitectural paﬂamséﬂﬂﬂn varsus vanan! patterns
(CI/DVESF). (Swardlow SH, Campo E, Harris NL, et al. WHO dlassification of tumours of

haesmatopoiatic and lymphoid tisswes. Lyon, France: IARC; 2017).

be substituted for rituximab after patients have receivad the first full dosa
of rituximab by intravenous infusion.

hh Rituximab monotherapy can be used for palliation in select caseas.
I Biopsy is recommeanded for sites of progressive disease, especially
subdiaphragmalic sitas, 1o rule oul transformation.

Mote: &l recommendations are category 24 unless otherwise indicated.

Climical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial.

Participation in clinical trials is especially encouraged.

HODG-11

Vearsson 500, 5180 O MY Habonsl Compratarees Cancs Flabaork® (MECCHHY] A oghits nosreed. DS Susdsines™ and B foelratos sy rof B epecchocsd i amy bem solfaosd B e weille n paarmmeessn of HECH
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Surgical resection + Observation

EuroNET COG
. 2 studies: Stage 1A Stage 1A, no bulk
Complete resection 86% 100%
Median FU 43m 20m
Relapse 21 % 17%
Time to relapse All within 26m Median 10m
PFS FFP 67% 2y EFS 80%

COG update (Appel JCO 2016):

e 75% PFS for observation vs >90% PFS with chemo
e 100% OS.
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Stage I-II nodular lymphocyte-predominant Hodgkin
lymphoma: a multi-institutional study of adult patients

by ILROG A B
Kt B Mk St o e B Ut Bk Mt Lo ot o' Mol Sasn® o St Radiotherapy Combined modality therapy
R T A R R A . 100 — 1-2 sites —. 100 + == 1-2 sites
i:ﬁpﬁﬁikiz;iﬂf;i 2;:??. Sehgal 2 Ranjana H. Advani, ! Yasodha Natkunam 2 Louis S. Constine,'® Hans T. Eich 2 E - =2 sitas Eﬂ_ — =2 sites
= 80- P=0.02 E 80+ P=0.81
,I --s_;?ﬂ ® E E
€ blood 2020 2 40- 2 s0-
i &
= —
5 40 - 5 40-
3 A
=, 20 - % 20 -
= =
= oo
0 r r r | 0 r T r T
0 o 10 15 20 0 5 10 15 20
Years Years
At risk At risk
1-2 sites 239 119 a7 15 2 1-2 sites 167 59 23 o 2
=2 sites 18 10 7 1 1 =2 sites 17 7 2 0 0
C D
Radiotherapy Combined modality therapy
Variabl P value Variable P value
Mumber of sites >2 —_— 0.01 B symptoms ——— 0.047
Variant AP . o 0.02 Age [] 0.08
Infradiaphragmatic [ 0.12 Stage I —_ 0.11
M-. L2 T L | T E | T .I...I T T = m-..l T I T =rrri = T m
.01 0.1 1 10 0.01 0.1 1 10
Multivariable hazard ratio (95% Cl) for PFS Multivariable hazard ratio (95% Cl) for PFS
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International Prognostic Score for Nodular Lymphocyte-
Predominant Hodgkin Lymphoma
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Total (N = 2,243),

Observation (n = 104),

Rituximab Alone (n = 90),

Active Surveillance (n = TE),

Rituximab and RT (n = 24),

Parameter Mo. (%) CT{n=T7Z7),No. (%) CMT(n=684), No_(%) RT (n= 538), No. (%) Ma. (%) Mo. (%) Mo. (%) Mo. (%)
Age at disgnosis, yes
Medizn 37 34 36 40 20 A4 57 35
QR 23-51 19-47 24-48 28-53 14-52 31-60 42-71 24-43
Range 2-89 2-88 J-82 11-89 4-80 16-85 12-84 18-65
Sex
Male 1,681 (74.9) 575 (79.1) 508 (74.3) 308 (74.0) 71 (68.3) B4 (71.1] 47 (61 8) 18 (75.0)
Famale 562 (25.1) 152 (20.9) 176 (25.7) 140 (26.0) 33 (31.7) 26 (28.9) 29 {38.2) 6 (25.0)
ECOG PS5
01 2,198 (98.0) 704 (96.8) 676 (08.8) 531 {08.7) 103 (99.0) 80 (g8.9) 72 {94.7) 23 (95 8)
»] 45 (2.0) 73 (3.2) 2 (1.2) 7(1.3) 1 (1.0} 101.1) 4(5.3) 1(4.2)
Stage
| 857 (38.0) 98 (13.5) 190 (27.8) 305 (73.4) 104 (100.0) 54 (50.0) 0 {0.0) 11 {45.38)
Extranadal 23 (1.0) 3 (0.4) & (0.9) 10 {1.9) 3 (2.9) 1(1.7) 0 (0.0}
B symplams 35 (1.6) 7 (1.0) 10 (1.5) 13 (2.4) 4 (3.9) 1(1.1) 0 (0.0}
Spleen 7 (0.1 0 (0.0} 0 (0.0} 1 {0.2) 0 (0.0} 0 (0.0} 1 (4.2)
I 784 (34.9) 164 (22.6) 427 (62.4) 136 (25.3) 0 (0.0} 15 (16.7) 31 (40.8) 11 {45.8)
Extranadal 40 (1.8) 5 (0.7) 71 (3.1) a {1.7) 2 (2.9) 3 {30) 0 (0.0}
B symplams 53 (2.4) 11 (1.5) 32 (4.7) 7{1.3) 1(1.7) 1(1.3) 1(4.2)
Spleen 7(03) 7 (0.3) 3 (0.4) 0 {0.0) 1(1.1) 1(1.3) 0 (0.0}
1 460 (20.5) 345 (47.5) 47 (6.0) 7 (1.3) O (0.0} 19 (21.1) 40 (52 6) 7 (8.3)
Extranadal 31 {1.4) 77 (3.0) & (0.9) 0 {0.0) 3 (3.3) 0 {0.0) 0 (0.0)
B symptams 20 (3.8 63 (B.7) a1.3) 3(3.3) 4(5.3) 1(4.2)
Spleen B0 (2.7) 40 [5.5) 10 (1.5) 7 (T8 3{30) 0 (0.0}
I 147 (B.6) 120 (16.5) 20 (2.9) 0 {0.0) D (0.0} 2 (2.2) 5 (6.6) 0 (0.0)
Extranadal 110 {4.9) an (12.4) 13 (1.9) 2 (2.9) 5 (6.6)
B symptoms 52 (2.3) 43 (5.9) 3 1.3) 0 (0.0} 0 (0.0
Spleen 51 {2.3) 44 (6.1) 5 (0.7) 0 (0.0} 2 (2.8)
Immunoarchiteciure
A/B typical BT (30.1) 152 (20.9) 262 (38.3) 187 (34.8) 31 (29.8) 31 (35.6) g (12.2) 4 (16.7)
C 78 (3.5) 76 (3.6) 75 (3.7) 19 {25) 4 (38) 3 (3.4) 1(1.4) 0 {0.0)
D 82 (31.6) 47 [5.8) 25 [3.7) g (1.5) 3 (2.9) 4 [4.8) 0 {0.0) 0 (0.0}
E 67 (3.0) 33 (4.5) 76 (3.8) 2 (0.4) 7 (1.9) 2 (2.3) 2 (2.7) 0 (0.0)
F 13 (0.6) 7 (0.3) 5 (0.7) 5 {0.9) 0 (0.0} 1(1.7) 0 {0.0) 0 (0.0}
Urikricvwr 1,327 (59.2) 472 (64.9) 341 (49.9) 317 (58.9) B4 (61.5) 56 (64.4) &2 (87 8) 20 (B3.3)
Fallaw-up, years
hMedian B.3 58 76 G4 349 6.5 d .4 3.5
QAR 24-108 3.3-9.8 45123 3.2-11.6 1.6-6.1 3.2-82 2.5-6.6 19124
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International Prognostic Score for Nodular Lymphocyte-
Predominant Hodgkin Lymphoma
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Lena Specht, MD, DMSc™ ([ Ravindu De Silva, MBBS®' ([ ; Keir Pickard, MD, FRCPath ([ Lindsay .J Blazin, MD, MPH* [ : Michael Henry, MO,
Christine M. Smith, MD® ([ ; Daniel Halperin, MD®® Jessica Brady, MBECh, FRCR* () Bernadette Brennan, MD, BSe, MBChB, FRCPCH®,

Maria Anatolevna Senchenko, MDY (E); Marie Reeves, MSe, BSc®™ Bradford 5. Hoppe, MD, MPH'32 (%) Stephanie Terezakis, MD™ (3

Dipti Talaulikar, MD, FhD, DM (Haem) FRACP, FRCPA SFHEA®**S Marco Picardi, MD, PhD®; Youlia Kirova, MD?"; Paige Fergusson®

Eliza A. Hawkes, MBBES (Hons), FRACP, DMedSc™4 (3 ; Denise Les, MBBS, FRACP, FRCPA*'; Nicole Wong Doo, MBBS, PhD, FRACP, FRCPA (),
Allizon Barraclough, MBES, BSe, FRACP, FRCPA* ([ ; Chan Y. Cheah, MBBS({Hons), DMSc™45 () Matthew Ku, MBBS, PhD, FRACP, FRCPAYY (),
Nada Hamad, MSc Forensic(Hons), MBBS{Hons), FRACP, FRCPA SpeCetClinfles(Onc), FRCP*450 () : Howard Mutsando, MBChB, FRACP, FRCPAS' 52,
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|APs were not associated with PFS or
OS, but IAP E had higher risk of
transformation (hazard ratio [HR],
1.81; P < .05).

There was a significant difference
(P=.0008) in PFS for patients receiving
radiotherapy alone, which was
primarily driven by the poor
outcomes of patients with IAP C
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Radiotherapy

ILROG guidelines: GTV, CTV, PTV

e PET/planning-CT image registration is ideal to outline GTV (as no prior chemo).

Volume:

e No chemo. RT needs to control local microscopic disease
e No benefit to EF over IF-RT (Nogova 2005, Eichenaeur 2015)

Dose:

* No conclusive evidence of benefit >30Gy

e 4Gy: inferior outcome (local relapse 5/8 pts)
e NCCN: 30-36 Gy, ESMO: 30 Gy Modern Radiation Therapy for Hodgkin

Lymphoma: Field and Dose Guidelines From the
International Lymphoma Radiation Oncology Group (ILROG)

Lena Specht, MD, PhD,* Joachim Yahalom, MD,” Tim Illidge, MD, PhD,'

Anne Kiil Berthelsen, MD,” Louis S. Constine, MD,' Hans Theodor Eich, MD, PhD,"
Theodore Girinsky, MD,” Richard T. Hoppe, MD,** Peter Mauch, MD,’

N. George Mikhaeel, MD,"* and Andrea Ng, MD, MPH'’, on behalf of ILROG

CrossMark

e Standard: 30 Gy......36Gy for bulky disease? (uncommon)
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Grazie dell’attenzione

A 4

® @MatroneFabio
@ fabio.matrone@cro.it
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