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Role of radiotherapy in the
management of Classic Hodgkin
lymphoma: When can it be
omitted?
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CLINICAL PRACTICE
GUIDELINES

Definition of
HL Risk groups

According to the EORTC/LYSA and the GHSG

*Large mediastinal mass: Mediastinum-to-thorax
ratio = 0.35 (EORTC/LYSA); mediastinal mass
larger than one-third of the maximum thoracic
width (GHSG)

'Elevated ESR: > 50 mm/h without B symptoms; >
30 mm/h with B symptoms (B symptoms: Fever,
night sweat, unexplained weight loss > 10% over 6
months)

'Modal areas: Involvement of =2 4 out of 5
supradiaphragmatic nodal areas (EORTCILYSA);
involvement of = 3 out of 11 nodal areas on both
sides of the diaphragm (GHSG)
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Treatment group

Limited stages

Intermediate stages

Advanced stages

Risk factors

CS |-l without risk factors
(supradiaphragmatic)

CS |-l with = 1 risk factors
(supradiaphragmatic)

CS -V

A: Large mediastinal mass”
B: Age 2 50 years

C: Elevated ESRT

D: = 4 nodal areas?

@
>

CS |-l without risk factors

CS |, CS lIA with = 1 risk factors
CS 1IB with risk factors C and/or

D, but not A/B

CS 1IB with risk factors A and/
orB
CS v

A: Large mediastinal mass”
B: Extranodal disease

C: Elevated ESRT

D: = 3 nodal areas?
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STAGING/RISK CLASSIFICATION OF CHL

Bulky Mediastinal Diseasel ESR >50
Stage or or Type Guidelines Page
>10 cm Adenopathy # Sites >3
No No Favorable Disease HODG-3
IANA Mo Yes Favorable/Unfavorable Disease |HODG-3 or HODG-4
Yes Yes/No Unfavorable Disease HODG-4
IBNIB Yes/No Yes/No Unfavorable Disease HODG-4
Hi=1v Yes/No NIA Advanced Disease HODG-5

» Selection of treatment (combined modality therapy or chemotherapy alone) should
be based on patient age, sex, family history of cancer or cardiac disease, comorbid
conditions, and sites of involvement (especially within mediastinum or axilla).

* Most patients will benefit from multidisciplinary input prior to final treatment decisions

* See HODG-E for the Management of CHL in Adults Age >60 Years
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Classic Hodgkin lymphoma treatment b

Classic Hodgkin lymphoma S

v
Advanced Intermediate Limited
=1V (1/1l Unfav) (IA/IIA Fav)

oo gy

. National GOOD SCIENCE
- Comprehensive BETTER MEDICINE
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CLINICAL PRESENTATION:
Stage IlI-1V CHLK

PRIMARY TREATMENTX

Deauville AVD x 4 cycles*

1-3m " (adapted from RATHL)
Eﬂlﬂliﬂim' ﬁﬁltage Deauville _ ESE?':LE;;:'EI]’ ! cvele®
: m x 1 cycle

ABVD x *r|FDG-PET/ Escalated -3 (adapted from Y

2 cycles cTew Deauville __ [BEACOPP Restage r RATHL)®  ISRTX

(category 1)' 4-5m T [x 3 cycles"® with _

(adapted :g%}:ﬂ 5 - Negative —

or from RATHL) 4_&5artnwl ©_, Biopsy
Stage |Brentuximab vedotin (BV) + AVD (category 1)V Positive —
lI-IV ™ |(use with caution in patients aged >60 y; See HODG-6

contraindicated in those with neuropathy)

Consider ISRT to initially bulky or
FDG-PET—positive sites
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Adapted Treatment Guided by Interim PET-CT Scan &N 2
in Advanced Hodgkin’s Lymphoma s | N
PET-CT 1 (Staging) ‘ .

2 cycles ABVD

Full dose, on schedule
/\ Irogression-free Survival among Patients with Negative PET Findings | Overall Survival among Patients with Megative PET Findings
PET-CT 2 0T, e e AYD
[ PET positive ] | PET negative | £ — ABVD
‘ Randomize E 7 AV ig 7 ABVD
4 cycles BEACOPP-14 /\ a =
or 3 cycles escBEACOPP E 504 . 504
4 cycles 4 cycles AVD 5 =
ABVD no bleomycin g & =
PET-CT 3 g
o : 0 o
PET positive | | PET negative l l 0 6 12 18 24 30 36 42 45 54 60 66 72 73 0 6 12 15 24 30 36 42 43 54 60 66 72 73
1 l Maonths since Registration Manths since Registration
| Follow-up
XRT 2 cycles BEACOPP-14
or salvage or 1 cycle escBEACOPP

Patients with Negative PET Findings

2 February 2023 Johnson et al. N Engl J Med. 2016 Jun 23;374(25):2419-29.




Early stage Hodgkin lymphoma
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EORTC/LYS . a4
A / FI L H 10 Diagnosis of intermediate-stage HL - T 1

Diagnosis of limited-stage HL

I

2 cycles of ABVD |

v e
[ PET-CT scan [ PET-CT scan

: I l

S o o LY
PET-positive ] { PET-negative J [ PET-positive ] [ PET-negative

| l l

~ .2 K- k-4
2 cycles of BEACOPPesc 1 cycle of ABVD 2 cycles of BEACOPPesc ) [ 2 cycles of ABVD ]

. -

2020 ESMO. All righls resarved, esmo.org/Guidelines/Haemalological-Malignances/Hodgkin

k'

GO0OD SCIENCE
BETTER MEDICINE
BEST PRACTICE
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i o Hodgkin Lymphoma (Age 218 years) ——
CLINICAL PRESENTATION: T —

Stagf IAMNA Favorable (Hon-Bulky)
CHL

= Zelection of treatment (combined modality therapy or chemotherapy alone) should b= based on patient age, sex, family history of
cancer or cardiac disease, comorbid conditions, and sites of mwolvement (especially within mediastinum or axilla).

= In general, treatment with combined modality therapy provides for a better progression free sundival (PFS jfreedom from progressicn
{FFP), but no diference in overall sureval.

= Most patients will benefit from multidisciplinany team input prior 1o final treatment decisions.

FRIMARY TREATMENT

Stage 1AMLA

Favorable ABVD x
{Non-bulky) [ |2 CYcles
CHL (category 1 |
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Chemaotherapy alone
AEVD x 2 cycles (adapted from H10F, CALGE)P 12 (preferred)

or
Deauville ABVD x 1 cycle (adapted from FU!'LF‘ID]n3
1—2m

Combined modality therapy l
f nvolved-site radiaton therapy (I5RT) 20 GyY (adapted from GHSG

I," HDA6: if ESR <50, no e-lesions, <3 nodal sites per GHSG favorable

. criteria)?
/ or
" ABVD x 1 cycle (total 3) + ISRT 30 Gy9 (adapted from RAPID, H10F)22 g
( |combined modali Follow-up
vy (adapted from G HD16; if ESR <50, np {HODG-9)
e-lesions, <3 nodal sites per GHSG favorable criteria)
or

| Deauville ABVD x 2 cycles (total 4)P + 1SRT 30 Gy9 (adapted from RAPID)?
|

| 3m

I||| Chemotherapy alone

|'I ¥ 4 cycles (adapted from HATHL]5 -
|

| :
Deauville —= ISRT 30 Gy9 jadapted
||+ R’ﬁﬁ-ﬂﬂe 1-3m ™ from RAPID, H1 D:Ef
Deauville 4™ i

| L ABVDXx2 _ |FDe. . Negative—  |2E€

I |—hc:1,rc:le3r-[|’ ™ lpETICTE EEE'H—'.::I*'I& —= Biopsy "-c:: N §F‘ffﬂﬂtﬂﬁf

| Positive » |LISEASE

{ HODG-11)

v Megative J
Deauville 5™°_ Biopsy®
Positive —» See Refractory Dizeaze (HODG-11)
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National ideli ; NCCN Guidelines Index |

comprehensive NCCN Guidelines Version 2.2023 Cuidelines Index @ o
I[e{®'l Cancer : : :

Network® Hodgkin Lymphoma (Age 218 years) Discussion

1)

CLINICAL PRESENTATION: Important Considerations: &
Stage l/ll Unfavorable - Selection of reatment (combined modality therapy or chemotherapy alone) should be based on patient age, sex, family history of

CHL cancer or cardiac disease, comorbid conditions, and sites of involvement {(especially within mediastinum or axilla).
i * In general, treatment with combined modality therapy provides for a better PFS/FFPR, but no difference in overall sunvival.
(B symptoms or bulky mediastinal | Most patients will benefit from muliidisciplinary team input prior to final treatment decisions.

disease or =10 cm adenopathy)

PRIMARY TREATMENTK ADDITIONAL THERAPY
|Cnmhined modality therapy l
ABVD x 2 cyclesP + ISRT 30 GyY (adapted from H10U)2 -
Deauvi||34
1-3M |Chemotherapy alone |
Stage I/ll AVD x 4 cycles (adapted from RATH L}5 >
Unfavorable See
Chemotherapy alone )
CHL' Restage Escalated BEACOPP x Fﬁgg‘; 5
or bulky 2 cycles FDG-PET RATHL]5
mediastinal cT® Deauville
glrsfﬁim 1-3m Combined modality therapy
adenopathy) Deauville  |EScalated Restage :-ISEJT.ISEO Gy (adapted from
aem - —> |[BEACOPP r—>|with r )
x 2 cycles®| |FDG- . _
PETICT Deauville < Negative | See
m —» Biopsy Refractory
4-5 Positive — |Disease
(HODG-11)

~ - - PO R AT S s e R
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1,261 patients
with HD as the
first malignancy,

were no older
than 40 years
when diagnosed
and treated for
HD.

were treated
between 1965
and 1987 in the
Netherlands
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Cumulative Risk of Death (%)

50 1

40 - 4

30 - P

Cause of death

i ;" O Hodgkin's disease

-~ .- —_—

o Other than HD

- o Second cancer

.‘ —

. u . . @ Cardiovascular disease
20 25 30 35
Follow-Up (Years)

Aleman et al.J Clin Oncol. 2003 Sep 15;21(18):3431-9.
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L Y
Cumulative Incidence of any CVD by HL treatment \? — )
60 ?: 50.0 1965-1976 > - c
3 1977-1988 L o
50 5 1989-2000 ;
- 2 -
g 40 S é
g g ~ o
s 3 Cumulative
€8 5% > 300+ s
e < incidence 40
c -
g 3 s years after
= 20 — ’ o
3 o L Q 200 HL:
- ———— [
e © 43.6%
10 - q &
*
S £
/l" ®  100-
0+ - ' 3
5 10 15 20 25 30 35 40 45 ®
Time Since Treatment, y g
= -
o o.o T L8 T T T T T a T pg
0 5 10 15 20 25 30 35 40 45
Mediastinal radiotherapy and anthracyclines Follow-up time in years

= Mediastinal radiotherapy, but no anthracyclines
Anthracyclines, but no mediastinal radiotherapy
----- Mo mediastinal radiotherapy and no anthracyclines

Patients treated with mediastinal radiotherapy had a 40-year cumulative incidence
of any CVD of 54.6% compared with 24.7% in patients not treated with mediastinal
radiotherapy or anthracyclines

2 February 2023 van Leeuwen et al. Hematology Am Soc Hematol Educ Program. 2016 Dec 2;2016(1):323-330.




Intemational Journal of a )
Radiation Oncology @ |
20 1 3 biology e physics ®
® At
www.redjournal.org
1)

Clinical Investigation ¢ &
Modern Radiation Therapy for Hodgkin G)c,osmk
Lymphoma: Field and Dose Guidelines From the use of RT in HL in the
International Lymphoma Radiation Oncology Group (ILROG) EEULCEGEEERGREyIIDEL
Lena Specht, MD, PhD,* Joachim Yahalom, MD,’ Tim Illidge, MD, PhD,’ modality treatment

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

* A new concept, involved site radiation therapy (ISRT), is introduced as the
standard conformal therapy for the scenario
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PET-Directed Therapy

UK RAPID(2015), EORTC H10(2017), CALGB 50604(2018), GHSG HD16(2019)

2 February 2023



00— 9

t"“m....\ = . Radiotheraoy [}
ap- e L——
- i TN ; ‘
Phase III RAPID Study Design - o N
_E 70— 2
E:' ol
Eligibility (n = 602) 3yr ¢ . »
igibility (n = 3 s
Y , PEFS © .|  97.1%vs90.8% 7%
Histologically confirmed classic HL w
Stage IA/IIA by (:T scar Eﬂ 3D_ Rate ratio, 2.36 [93% Cl. 1.13-4.95)
No mediastinal bulk or B symptoms & 07 popz
- th n
No prior treatment ET e 4 tf\yc'el FARBTVD 10
(n = 145) en o T T T T T T T — 1
v / i} 12 24 I L8 ol F2 0 B4 495 108 120
ABVD Response Months since Randomization
e PET scan
x 3 cycles (n =571) IFRT 30 Gy 100 b DN futher reatment
\ (n = 209)f i Radiatherapy
PET -ve
(n = 420)* 80
* 6 pts not randomized No further g 70
' 25 pts did not receive treatment treatment (NFT) = gl 97.1% vs 99.0%
(n=211) f
E 40
this study did not show the noninferiority of the strategy of no & 30
further treatment after chemotherapy with regard to PFS 0| e rane DT B CLOIS-LE
10
a very good prognosis either with or without consolidation A
radiothera py Months since Randomization

2 February 2023 Radford et al. N Engl J Med. 2015 Apr 23;372(17):1598-607.




@
CS I/ll without RF* GHSG HD16 “
l

. (e
| 1.9 _% '
Standard Experimental 09 * —— e e
Arm Arms .l 7%
= 074
= 0.6 - 5-year estimate (95% Cl)
2 x ABVD 2xABVD | | 2x ABVD S 05 samvo T e v te 095
PET ('I'f-) PET— PET‘I‘ LI.E 0.4 - Difference =7.3% [-13.0%: to =1.6%)
% 03] jazardratio 5% el 178 (1.02103.12)
0.2 4 Log-rank test F= 040
Follow-u 20 Gy IF
20 Gy IF p Y 0.1 91 Median follow-up 47 months
*a) large mediastinal mass; b) extranodal disease; ¢) high ERS; d) 3 or more areas 1.0 i
0.9
0.8 4
= 0.7
In PET-2—negative patients, radiotherapy 3 961 .asw soommr oo cecn s i
. . & 05 2:ABVD 98.4% (96.5% to 100%)
cannot be omitted from CMT without o 0.4 Diflerence 0.3% (-22% 0 2.8%)
o
. e 0.3 4 Hazard ratio (95% C)  0.37 (0.10 to 1.37)
clinically relevant loss of tumor control oo | Lovranicios oz
0.1 q Median follow-up 50 months

2 February 2023 Fuchs et al. J Clin Oncol. 2019 Nov 1;37(31):2835-2845
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Cochrane Database of Systematic Reviews

Chemotherapy alone versus chemotherapy plus radiotherapy
for adults with early stage Hodgkin lymphoma (Review)

Blank O, von Tresckow B, Monsef1, Specht L, Engert A, Skoetz N

2 February 2023 Blank et al.Cochrane Database Syst Rev. 2017 Apr 27;4(4):CD007110.




Same numbers of chemotherapy cycles a

e
&
Review: Chemotherapy alone versus -.':hem-:-therai!:-}' plus radiotherapy for adults with early stage Hodgkin lymphoma
Comparisan: 1 Overall survival — same number ot chematherapy cycles
Outcome: 1 All trials
Study or subgroup Plus radiotherapy Chemotherapy onlieg [Hazard Ratio] Hazard Ratio Weight Hazard Ratio é
| M [SE) IV,Random,95% Cl IV,Random,95% Cl

CALGE 7751 19 1B -0.47 (0.9) = 124 % 0.63[0.11, 3.65 ]

ECORTC-GELA HI-F 448 130 -1.2925 (0.9426) = 125 % 0.27[0.04, 1.74 ]

Mexico B2ZHO31 102 g9 _1.225 [0.2RL2) —-— 34.1 % 0.29[10.17,051]

MSECC trial #90-44 76 76 -1.1671 [0.6GET) —— 19.2 % 0.21[0.08, 1.15]

UK NCRI Rapid 209 211 067 (0.62) —— 20.7 % 195 [0.58, 6.59]
Total (95% CI) 854 534 - 100.0 % 0.48[0.22, 1.06 1
Heterogeneity: Tau? = 0.39; ChiZ = B.26, df = 4 (P = 0.0B); 7 =52%

Test for overall effect: Z = 1.82 (P = 0.069)
Test for subgroup differences: Mot applicable
0.0z 0.1 1 10 1]
Favours plus radiotherapy Favours chemotherapy only

moderate-
quality
evidence

The addition of radiotherapy to chemotherapy
has probably little or no difference on OS

2 February 2023 Blank et al.Cochrane Database Syst Rev. 2017 Apr 27;4(4):CD007110.




{;‘3
[}
/ L . \ moderate- i
= 3 sensitivity analysis : b
= high risk of bias quality .- '
= high number of patients not evidence ¥ »
receiving planned e N
radiotherapy the combination of chemotherapy and
" UK NCRI Rapid and radiotherapy improved OS compared to
\ MSKCC trial #90-44 / Chemotherapy alone
A 4
Plus radiotherapy Chemotherapy only Hazard Ratio Hazard Ratio
Study or Suhgruup\ log[Hazard Ratio] SE Total Total Weight I, Random, 95% CI IV, Random, 95% CI
CALGE 7781 -0.47 0.9 19 18 24% 0.631[0.11, 3.65]
EQORTC-GELS HI-F -1.289249 094268 4438 130 T.7% 027 [0.04,1.74]
Mexico B2ZHO31 1225 0.2852 102 99 83.9%  0.29[017, 0.51] —l—
Total (95% CI) 569 247 100.0%  0.31[0.19, 0.52] N
Heterageneity: Tau®= 0.00; Chi*= 0.66, di=2 (P=0.72);, F= 0% =|:|.|:|2 DH 1=D 5EI=

Test for overall effect £=4.47 (P = 0.00001)

2 February 2023

Favours plus radiotherapy Favours chemaotherapy only

Blank et al.Cochrane Database Syst Rev. 2017 Apr 27;4(4):CD007110.




Same numbers of chemotherapy cycles «

e
&
. 2
[ ) [ )
Progression-free survival LTS
Fawvours plus radiotherapy Chemotherapy only Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE Total Total Weight N, Random, 95% CI IV, Random, 95% CI
EORTC-GELA HI-F -1.32 0.24 4448 130 28.7% 027047, 0.43] ——
Mexico B2HO3 -1.24 026 102 99 27.E% 0291017, 0.48] —
MSKCC trial #£90-44 -016 042 T TE 19.4% 0.85[0.37, 1.94] - &
Uk MCRI Rapid -0.45 032 209 211 24.3% 0.64 [0.34, 1.19] —
Total (95% CI) 835 516 100.0% 0.42 [0.25, 0.72] iR
Heterageneity: Tau®= 0.15; Chi®= 9.86, df= 3 (P = 0.02) F= 69% =|;| 0 IZI=1 1=IZI 5EI=

Testfor overall effect £=3.21 (P = 0.001) Favours plus radiotherapy Favours chematherapy only

moderate-
quality PFS is superior in patients receiving CMT than
evidence in those receiving chemotherapy alone.

2 February 2023 Blank et al.Cochrane Database Syst Rev. 2017 Apr 27;4(4):CD007110.
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s Library >

Cochrane Database of Systematic Reviews

Chemotherapy alone versus chemotherapy plus radiotherapy

for adults with early stage Hodgkin lymphoma (Review)

Blank O, von Tresckow B, Monsef |, Specht L, Engert A, Skoetz N

different numbers of chemotherapy cycles

no implications for OS and PFS possible,
because of the low quality of evidence of the results

2 February 2023 Blank et al.Cochrane Database Syst Rev. 2017 Apr 27;4(4):CD007110.
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. A 4 N
Combined Chemotherapy | ]
Modality « "
Thera alone
PY - Y,
4 I
National Selection of treatment (combined modality therapy or chemotherapy alone) should be
Comprehensive based on
W[e{o\l Cancer > patient age, sex, family history of cancer or cardiac disease, comorbid conditions,
Network® 9 and sites of involvement (especially within mediastinum or axilla).

a )
£00D SCIENCE * a patient group that can be safely treated with ChT alone could not yet be defined
serreamencne | ¢ @S patients treated with ChT alone still have a good overall prognosis, this approach
BEST PRACTICE may be offered to individual patients when the late risk of delivering RT is thought to

9 outweigh the short-termbenefit of improved disease control y

2 February 2023




e
Individualization of treatment o 7
o3

@ »
n‘ , w
A% 2 1 N slightly increased risk of relapse
~ WHAT’S - J
IMPORTANT r — —
TO YOU? potential radiation-associated
complications

young (age <30) females
with disease requiring irradiation of
the breast tissue.
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: .." Clinical Lymphoma Myeloma and

Leukemia
Volume 22, Issue 11, November 2022, Pages €992-e999

/'Syear outcomes for 1 million patients\x PR .
Osigina’ Stucy , : with early-stage HL treated with either
Cost-Effectiveness of PET Directed PET-directed therapy consisting of 2

Versus Combined Modality Therapy cycles of M Chemotherapy + |SRT or
CMT consisting of 2 cycles

of ABVD + ISRT

@ %

for Early-Stage Favorable Hodgkin's
Lymphoma

e combined modality therapy is the cost-
effective strategy in this study, in large
part due to the high cost and quality of
life impact of salvage high dose
chemotherapy and stem cell transplant

Table 2  Results of Cost-Effectiveness Analysis. associated with the higher rates of

Strategy | Cost($) | Incremental Cost($) | Effectiveness (QALY) disease recurrence when radiotherapy is

CMT 41167 — 34 not utilized in the upfront treatment
PET-Directed 47,362 6195 34 setting.

Clayton P. Smith 1 O . Bethel Adefres !, Eric M. Chang 2 Tina Q. Huang 1

, Neil Parikh *, Ann Raldow *

2 February 2023 Smith CP et al, Clin Lymphoma Myeloma Leuk. 2022 Nov;22(11):e992-e999



https://www.sciencedirect.com/topics/medicine-and-dentistry/abvd
https://www.sciencedirect.com/topics/medicine-and-dentistry/abvd

Radiation-Free Therapy for the Initial Treatment of Good Prognosis Early Non-bulky HL, &
Defined by a Low Metabolic Tumor Volume and a Negative Interim PET After 2 :
Chemotherapy Cycles- RAFTING
RAFTING stuely workilow %
2021-2026
e U 27 centers
Gr. 1: Chemotherapy ONLY: low-int. risk (80%) |—— e Italy- Poland- spain

[enqmu' “ Eany untaverabie® ] m m

I PET-0 ] {Aavoxz] {m;l

&

(10%)

Gr. 2: Relapsing after CT alone (5-15%)

ABVO X 2 l

Gr. 3: CT + RT + Nivo: high-risk (10-20%)

HIK: Hodgkin Lymphoma

NFT: No Further therapy

INRT : Involved Nodal Radiotherapy
MTV: Metabolic Tumor Volume
cFONA: Coll-free arculating DNA

2 February 2023

Modified EORTC criteria for early-stage HL prognosis
* Large nodal mass (© >5am,, < 10cm.)

« Age>50Y.

* ESR > 50 mm

*  z4invoived regions

Is possible to deliver a RT-free treatment in
most patients with good-prognosis (no
bulky, B symptoms or extranodal) Early
stage Hodgkin Lymphoma, with a similar
efficacy to CMT?




B : . -:.'- aline P -- - LY “ ‘
RADAR opened to T e~ ¢
recruitment in April 2022 ABVD x 1 A2VD x 1 o ,-: 3
(optional exploratoryscan) (optional exploratory scan) @
ABVD x 1 A2VD x 1
comprises 2 parallel identical phase Il
randomized mu!tlcentre trials in thc.a UK, s — p— —
Europe, Australia, New Zealand (trial 1; ]
642 pts), Canada and the USA (trial 2; |_Deauville 4| |_Deauville 4|
400 pts) ! ABVD x1 | | A2VvD x1 |
P ABVD x 2 : : A2VD x2
brentuximab oo | | § "°§¥}.“:“°°
%. ISRT E E ISRT
D - s ; i L PP
No further treatment; Follow up
v || 3

e I L g

Further treatment oft-trial if PD at any point, Deauville 5 at PET2, or
persistent disease at EOT. Patient remains in follow up for trial

2 February 2023




Take Home message , .

» Advance stage: No consolidataion RT for initially non-
bulky and PET-2 negative disease

» Early stage( Fav & Unfav):
 Combined modality treatment: improved PFS

* Individualization of treatment based on patient risk
for late complications: chemotherapy alone

* PET directed therapy

2 February 2023
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