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Illustrative Cases of
Localized cHL

* Barly—-stage favorable (GHSG)
* Farly-stage favorable (EORTC)
* Farly-stage unfavorable

* Localized relapse



1L Early-Stage Hodgkiln
Lymphoma

Combined Modality Therapy or Chemotherapy
Alone?



CMT wvs. Chemo Alone
CMT RT Omission
Early ABVD x 2 + ABVD x 3-4
Favorable 20Gy if <5cm and
GHSG (1-2 PET2 1-2
sites)
PET2
negative
Early ABVD x 3 + ABVD x 4 if
Favorable 30Gy <5cm and
EORTC (3 PET2 1-2
sites)
PET2
negative '
Early ABVD x 4 +  A(B)VD x 6
Unfavorable 3%&? « BEACOPP-
e pted frpm slide courtesy c




CMT wvs. Chemo Alone

* How to decide?

oPatilent characteristig§
FBRge _, Young female" o
»Sex o)
oDisease characteristics
>»Bulk
»Distribution with respect to organs-at-risk

»Chemotherapy response (interim and end-of-
treatment)



Case 1

e 25 yo female
* Left neck LAD
* Biopsy: NS cHL

e PET/CT: involvement of
left neck and
medlastinum, no bulk

e ESR: 10mm/hr

Slide courtesy of Dr.

Davic



Management Recommendatilion

1.ABVD x 2 =2 20 Gy ISRT
2.ABVD x 3
3.ABVD x 3 =2 30 Gy ISRT
4. ABVD x 4




T .1

Farly-Stage Favorable HL
(GHSG)

e <? sites of involvement

*No large mediastinal
adenopathy
e <1/3 max intrathoracic
diameter on CXR
* No extranodal 1involvement

* Favorable ESR/B-symptom
profile
* <50, without "“B” symptoms

* <30, with “B” symptoms

Slide courtesy of Dr. Davic



GHSG HDI16

*1150 patients, 18-75 y/o, stage I-II HL
w/out GHSG risk factors

(®

///,vABVD X Pt 20 Gy

\AB\/D ] 2/v DS 1-2 = observe

T~ ps 3-5 > 20 Gy

Fuchs et al. JCO



GHSG HD16: Negative PETZ (DS1-
2)

ABVD x 2 + 20 GyO~yr PFS:

0.9 - IE— 93%

‘ I T
0.8 - ABVD x 2 86%
0.7 1
0.6 1
0.5 1
0.4 - /%5 difference 1n by PFS
0.3 -
0.2 H

0.1 1 P = 0.040
0 12 2 36 48 60
Time (months)

1.0

PFS Rate (%)

No. at risk (No. censored):
328 (0) 307 (19) 268 (50) 212 (103) 149 (162) 97 (214)
300 (0} 280 (12) 239 (42) 179 (94) 134 (137) 85 (183}

Fuchs et al. JCO



Case Z

e 25 yo female
* Left neck LAD
* Biopsy: NS cHL

e PET/CT: involvement of
left neck, right neck,
and mediastinum, no bulk

e ESR: 10mm/hr

Slide courtesy of Dr. Davic



Management Recommendatilion

1.ABVD x 2 =2 20 Gy ISRT
2.ABVD x 3

3.ABVD x 3 =2 30 Gy ISRT

4. ABVD x 4

5.ABVD x 4 =2 30 Gy ISRT

6. escBEACOPP x 2 =2 ABVD x 2




Risk Stratification

Bulky Mediastinal

Stage Disease™ or >10 cm #;g T:::I ESR 250 mm/hr | E-lesion(s) Type
Adenopathy g
Favorable Disease bCriteria
IA/IIA Favorable Disease b
Criteria
Yes Any Yes/No Yes/No Unfavorable Disease
IB/lIB Yes/No Any Yes/No Yes/No Unfavorable Disease
Hi-1v Yes/No Any N/A Yes/No Advanced Disease

NCCN Guideline:



ABVD x 2 + 20 Gy Eligibilitwv

Case 1: Case 2: Ad)
2 sites = eligible 3 sites = ineligible

Slide courtesy of Dr. Davic



RAPID

* 602 patients, 16-75 y/o, stage IA-IIA cHL, no

mediastinal bulk, no B sx
ABVD x 1 =2 30 Gy

PET-positive
(DS 3—5/

ABVD x 3 PET

PET- 30 Gy
negative ////'
(DS 1-2) @ \

No further

treatmeg}agford et al. NEJI



RAPID: Negative P

A Intention-to-Treat Analysis |

Progression-free Survival (%)

No. at Risk
Radiotherapy

mmt_h__k_ﬁ_%_\ 3y PFS
i, Radiotherapy
90 ——————————— 94 . 6%
80- NG Frther reatment 90, 8%
70+

60

50

0] 3.8% difference in 3y PFS
30+

20+ .

Rate ratio, 1.57 (95% Cl, 0.84-2.97)

104 P=0.16

0 I ! I I ! I I I I 1

0 12 24 36 48 60 72 &4 96 108 120

Months since Randomization
209 198 188 170 134 99 57 30 13 2 0
211 190 181 153 129 89 50 14 5 0 0

No further treatment

T 3

(DS 1-2)

B Per-Protocol Analysis

No. at Risk
Radiotherapy

No further treatment

Progression-free Survival (%)

100 -

90
80
70-
60
50
40
30
20
10-

3y PFS
97.1%
90.8%

Radiotherapy

No further treatment
6.3% difference in 3y| PFS

Rate ratio, 2.36 (95% Cl, 1.13-4.95)
P=0.02

0
0

183 180 172 161 130 99 58 33 13 2 0
209 202 194 165

108 120

T T T T T T T T
12 24 36 48 60 72 84 96

Months since Randomization

139 97 56 18 6 0 0

Radford et al.

NEJI



EORTC H10F

H10
F  ~ [2JABvD = PET  [1]ABVD + INRT 30 Gy (+ 6 Gy)

R

~ [aBvD ElABVD

T . 2BEACOPPesc + INRT 30 Gy
(+ 6 Gy)

Andre et al. JCO



HORTC

PFS (%)

H10F: P.

L T2-Negative
ABVD x 3 + 30 cpY PFS

100
90 +
87%
80 +
ABVD x 4
70 -
60 -
50 A
Log-rank P< .0001
40 -
MNo. of
20 - Events/Total
Group MNo. of Events Time Point KM Est (95% CI) HR (95% CI)
20 - 2 ABVD + INRT (Std, Fav) 21174 5 years 98.8 (95.4-99.7) Reference
10 years 98.8 (95.4-99.7)
10 {4 = 4 ABVD (Exp, Fav) 26/183 B years 86.8 (80.9-90.9) 13.24 (3.14-55.76)
10 years 85.4 (79.3-89.8)
| ] ] | | | ] ] | | | ] | | | ]
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16

Time (years) Andre et al. JCO. 2017



Conclusion

* In the setting of a CMR after 2-3 cycles of ABVD, RT cannot be
omitted without loss of tumor control
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GHSG HDlo: PET2 Deauville

Score with CMT

5-yr

5-yr
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!

5y PFS 88%

ET3 Deauville Score with
RT

PET3 DS3: 5y PFS 9PSE%T3 DS4 :

—; }JABVD x 3 +/- 30 Gy

100 - v
" i Sl
.. '
' ......
80 - :
= ok
=2 -
B a0 Rkt -
c 60+
Q.
<)
—
k= 40 - PET score
%)
U
uJ - -
20 - 3
FICASI |
| P<.001 --=8
] L 1 L 1 L 1 1 1] 1
0 12 24 36 48 60 72 84 96 108 120
Time Since Registration (months)
No. at risk:
1: 298 282 273 251 217 166 100 40 14 4 0
2121 110 101 8 64 48 24 13 7 0 0
3 90 8 79 63 48 34 15 6 1 1 0
& 32 29 27 25 21 13 10 4 1 0 0O
& 21 18 14 1 9 8 & 3 1 0 ©

} ABVD x 4 + 30 Gy

Barrington et al.

J



CALGRB 50004:;:

wlth Chemo

e Stage I-11,

Enrolled (N=164)

ABVD x 2 cycles

PET/CT scan

PET-negative
(N=135)

DS1-3

Escalated BEACOPP
x 2 cycles

ABVD x 2 cycles

Follow-up

PET-positive*

(N=14)

PET? Deauville

non-pbulky

Probability progression free

.
='J"""'!' =1
0.8 4 -
0.6 -
0.4 1
0.2 1
00 1 | | ] || |
0 1 2 3 4 5
Years from study entry
PET Grade N Events 3-year PFS (95% Cl)
—_— -2 113 8 .94 (.87-.97)
=== 3 22 5 77 (.52-.90) |
-------- 4.5 14 4 67 (.34-86) | ° °

Strauss et al.

Rloo



EFS (proportion)

RAPID vs CALGB: DS 3

PET3 DS 3: 5y PFS

Hh
:_j‘,.g__:l |_I
3 0.8 - .
S | e
. £ 0.6 1
1 2
A =9 PET2 DS 3: 3y PFS
60 - T R S - =
z 775%
e 0.2 -
. e = ABVD x 4
ABVD x 4 2 30 Gy_~
4 OO 1 1 1 |
R 2 0 1 2 3 4 5
20 3
L Years from study entry
4 P< .001 -=cecem PET Grade N Events 3-year PFS (95% Cl)
- - T T T - - : - T —_ 12 113 8 94 (.87-.97)
0 12 24 36 48 60 72 84 96 108 120 -—= 3 22 5 .77 (.52-.90) |
-------- 4.5 14 4 67 (.34-86) | ° °

Time Since Registration (months)

Barrington et al. JCO 2019 Strauss et al. Blood 2018



RAPID: Bulk

J 1 .
80 :'
_ - -------------I -g 80
S S =
c >
S 60 - T L 60
@ o—
@ ' i
= MTD =2 5 cm & no RT s
40 - 2 40
(Ze]
= -]
o >
e
20 -+ o 90 -
O 1 1 1 L] 1 1 1 1 L] 1 0 T T T T T T T T T T
0 12 24 36 48 60 72 84 96 108 120 0O 12 24 36 48 60 72 84 96 108 120
Time since registration (months) Time since registration (months)
# at risk (IFRT =5cm): 40 37 35 30 24 18 8 6 4 1 0 # at risk (IFRT >5cm): 40 37 35 30 24 18 8 6 4 1 0
# at risk (IFRT <5cm): 168 162 158 142 116 89 59 27 10 2 0 # atrisk (IFRT <5cm): 168 162 158 142 116 89 59 27 10 2 0
# at risk (NFT =5cm): 39 31 28 28 24 19 6 2 1 0 0 # at risk (NFT =5cm): 39 31 28 28 24 19 6 2 1 0 0
# at risk (NFT <5cm): 172 162 153 136 117 88 51 18 6 1 0 # at risk (NFT <5cm): 172 162 153 136 117 88 b1 18 6 1 0
Maximum Tumour Dimension Maximum Tumour Dimension
==: |[FRT&MTD >5cm === NFT & MTD = 5cm = = |FRT & MTD = 5cm == NFT & MTD = 5cm
= |FRT & MTD < 5cm === NFT & MTD < 5cm = |FRT & MTD < 5cm = NFT & MTD < 5cm

ITllidge et al. Blood



Cases

Case 1: Case Z:

ABVD x 2 =2 20 Gy (GHSG ABVD x 3 =2 30 Gy
HD1o6) (RAPID, HI10)

Mean heart dose = 0.60 Mean heart dose = 5.0

lllll

..........

Slide courtesy of Dr. Davic



Tumor Board

* "How could you glive radiation therapy to these
young women?! You are going to give them
breast cancer and cardiac diseasell”



ILROG Guldelines et

biology » physics

woww redjournal .org
Clinical Investigation

Modern Radiation Therapy for Hodgkin () o
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

*Department of Oncology and Hematology, Rigshospitalet, University of Copenhagen, Denmark; 'Department of
Radiation Oncology, Memorial Sloan-Kettering Cancer Center, New York, New York; 'Institute of Cancer Sciences,
University of Manchester, Manchester Academic Health 5ciences Centre, Christie Hospital NHS Trust, Manchester, United
Kingdom; "Department of Radiation Oncology and PET Centre, Rigshospitalet, University of Copenhagen, Denmark;
Department of Radiation Oncology and Pediatrics, James P. Wilmot Cancer Center, University of Rochester Medical
Center, Rochester, New York; "Department of Radiation Oncology, University of Minster, Germany; *Department of
Radiation Oncology, Institut Gustave-Roussy, Villejuif, France; **Department of Radiation Oncology, Stanford
University, Stanford, California; ''Department of Radiation Oncology, Brigham and Women's Hospital and Dana-Farber
Cancer Institute, Harvard University, Boston, Massachusetts; and *'Department of Clinical Oncology and Radiotherapy,
Guy's & 5t Thomas' NHS Foundation Trust, London, United Kingdom



Low OAR Doses with Modern ISRT
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Cumulative Incidence (%)

Late Toxicity of Modern RT

CARDIAC DISEASE

A

C

— (0.1t0 <10 G
| = 10to <20 Gy

7 — 230Gy

Any Cardiac Disease
— NoOne

w20 to < 30 Gy

Coronary Artery Disease
— NoOne
I— 0.1t0 <10 Gzl
= 10 to < 20 Gy
— 20 to < 30 Gy
— =30 Gy

Heart Failure
m— NoONE

I— 0.1to <10 Gzl

w10 to < 20 Gy
w20 to < 30 Gy
m— > 30 Gy

Bates et al.

0o 10
Time Since Diagnosis (years)

¥ .

20

JCO 20

0

19

10 20

A All types

304

40

()
(=]

Odds Ratio

L]
(=]
i

10+

Velga et

BREAST CANCER

Odds Ratio

Invasive

504

10 20

30 40

Breast Dose, Gy
al. JAMA

< In situ

50+
40

304

Odds Ratio

204

50 0 10 20 30
* Breast Dose, Gy

Ped 2019



Weighing Risks of CMT vs ABVD

CARDIAC

Congestive heart failure

Ischaemic heart disease

Valvular heart disease

EAR [

=00

ERF [%]

1.000

1,000

o

1,000

ERE (%)
500

Anthracycline

dose

Radiation

dose

BREAST CANCER

dose

2 Niwwegen e % ::::::x:-ﬁz [a] Alttypes 8] Alltypes, invasive [c] Autypes, insitu
ERR=82%100 mafma [74% o 101%) ERA=S, 153Gy [4.4% to 7.6%] 50 50 50
zﬁ 404 404 40
o 301 o 304 o 30
B
10 10 ‘
i v [ ok o e
ERRB=—, 8% 0amaima (] —5% 1e %) ERFi=d, 440y (G 2 74% 1 6.1%] 0 i . 0 -
# © 2 30 4w s A 0 2 30 4 50 # 1 2 30 4w s
F Breast Dose, Gy Breast Dose, Gy Breast Dose, Gy
B EE Table 2. Odds Ratio for Breast Cancer According to Receipt of Anthracyclines and Quartile of Cumulative
J ] .y {; _poe '—'—'—EL}_*TTT - Dose by Breast Cancer Estrogen Receptor Status®®
o =5 e e 3 T Variable Cases Controls  OR (95%C1) P Value for Trend
EE——— Y I S Cumulative anthracycline dose, mg/m? <.01
-‘;nn_;simun;hz (CE: 1% 16 A7) N ;:r:m:i?;:::crs- 1-223 28 70 2.3(1.3-4.2)
224-343 26 68 2.4(1.3-46)
§§ 344-455 14 72 1.5(0.7-3.2)
= >455 18 70 3.8(1.8-8.2)
1. i__ B i ) Unknown dose 8 37 2.3(09-5.9)
_.-a%'-—'-—'-'—';—-‘}-‘-'-_-' aliuld | =1 => OR per 100 mg/m? (95% CI) 1.23(1.09-1.39)

=]
- B
f &

=
=
=

Anthracyslne dose [mgima2]

Nygard et

BOCT

al,

20

AT dose [Gy]

Hematol Oncol 2025

Veiga

et

al.

JAMA Ped 2019



Back to Tumor Board

* “You are right! In these patients with early-
stage favorable HL, there 1s minimal dose to
organs—-at-risk! CMT offers outstanding cure
rates with low toxicity risks, even 1in those

young women!”



Case 3

°*19 vo female

* Cough & shortness of
breath

* Biopsy: NS cHL

e PET/CT: bulky
mediastinal mass,
bilateral axillary LAD

e ESR: 70mm/hr




Case 3

* ABVD x 2 =2 Deauville 2




Tumor Board

e Systemic therapy alone
* Chemo-sensitive disease

* Radliation dose to heart and breasts would be high
given disease distribution

* "Does she need radiation given the 1initial
bulk?”



GITIL/FIL HDO607

* 320 patients, 18-60 y/o, stage IIB-IV cHL (42%
IIB), large nodal mass (25 cm)

o\

Median 30 Gy to LNM
ABVD X 6 __, @ e
PET2-, \
PETo6- No further
Lreatment

Gallamini et al.

J(



GITIL/FIL HDO607

A B
1.0 4—=x S5% NFT 1.0 4 e eRT
o e
1% AT L MFET
-— [O.B 4 - 0.5 4
= =
= 06 - = 0.6
= =)
g g
— L4 o _— 0.4 4
> LNM 5-7 cm = LNM 7-10 cm
B o2 el -
e B234 P= 2351
o1 2 3 4 5 & 7T B 8§ ¢ 1 2 3 4 5 B8 7 & 9
Time Since Registration (years] Time Since Registration (years)
Mo. at rish: Mo, ot risk:
MFT 45 43 42 43 34 IF 19 1 4 HET 53 52 52 4% 43 324 30 14 B
cRT BE E5 B4 51 46 3IF 2T 15 9 E 1 AT 43 43 4&4F 40 IS5 F A 15 B =
1.0 4
_“t!-‘_‘— a9% cAT
- 0,8 4 BE% MNFT
&
B 0.6 -
=
o=
2 04 4
= LNM >10 cm
(e
el
e E308
0 1 2 3 4 & B T B A9
Time Since Registration (years)
Mo, o risk:
MFT BO 48 42 42 30 33 23 12 4 2
cRT 49 47 45 465 40 35 4 17 2 3 4

Gallamini et al.

J(



Bulky Early-Stage HL

e After A(B)VD x 6 with a negative PET2 & PETGOo,
RT can be omitted (GITIL/FIL HDO607, RATHL)

* Option 1f an extensive RT field would result 1n
unacceptable toxicity risk



Conclusions: 1L Early-Stage HL

* RT 1s
oEssential after ABVD x 2 (HD1o6)

o Important after ABVD x 3 with initial tumor > 5cm or
interim PET DS 3-4 (RAPID, CALGB)

oUnnecessary after A(B)VD x 6 with negative PET2/PET6
(Gallimini, RATHL)

* Individual toxicity risk should be considered
when deciding between CMT & chemotherapy alone
oAbbreviated chemo + low-dose, small-field modern RT

- excellent PFS & low toxicity risk in favorable
cases

o0 Chemotherapy alone should be considered 1n patients
who would have extensive radiation fields and

- e e e—



summary

CMT RT Omission
Early ABVD x 2 + ABVD x 3-4
Favorable 20Gy if <5cm and
GHSG (1-2 PET2 1-2
sites)
PET2
negative
Early ABVD x 3 + ABVD x 4 if
Favorable 30Gy <5cm and
EORTC (3 PET2 1-2
sites)
PET2
negative
Early ABVD x 4 + | * A(B)VD x 6
Unfavorable 30G * BEACOPP-
Adaonted from slide courtesv d




RADAR

Newly diagnosed early stage Hodgkin lymphoma patients

Future Directions e

PET1 PET1

(optional exploratory scan) (optional exploratory scan)

AVDx 1

* Current cooperative group
studies seek to optimize first-

line treatment of early-stage HL — mem =

using novel agents (BV, nivo) ﬂﬁml I|W|emﬂ
! A2VD x2

PET4

* Risk & response-based RT used
selectively for patients with
hiahest velAagggs»i13il Sk

No evidence
of PD

P AVD x 2-4 cycles
N | Randomize | I No further treatment; Follow up |
eg, _ ' .
ABVD 859 \ Bv-PD1x 4 cycles Leziuil: | PD or CMR not achieved I Deawvile 5
5-60 y/o l 6 T ;j
St Y I-ll cHL » PET2 Further treatment off-trial if PD at any point, Deauville 5 at PET2, or
age - gwwww X 2 CVCIes P 150/ | eBEACOPP x 2 cycles + |SRT I persistent disease at EOT. Patient remains in follow up for trial
() 0
” or eBPDac

1070
Randomize \

Bv-PD1 x 4 cycles +| ISRT I




Case 4

e 12M with relapsed cHL

e 2021: diagnosed with stage IIA cHL, NS subtype
(bi1lateral neck)

ABVD x 4 1n Nicaragua, completed Jan 2022
Feb 2025: right neck adenopathy
Biopsy =2 relapsed cHL

Moved to USA



Case 4

* No B symptoms
e CBC & ESR WNL

* Path: cHL, NS subtype,
EBER-ISH—-negative

* PET/CT: FDG-avid right
neck LAD




Management Recommendation?

1. Re-induction therapy =2 HDC/ASCT
2. Re-induction therapy =2 HDC/ASCT -2 ISRT
3. Re-induction therapy =2 ISRT



Salvage of R/R cHL

*Untl1l recently, salvage
therapy for R/R cHL has been
second-line chemo -2 HDC/ASCT

e Effective, but associlated
with toxicity:

* Acute: cytopenias and mucositis

* Late: infertility,
cardiopulmonary toxicity, SMN

%

~—

Overall event-free survival (%)

Freedom from treatment failure

x 100 — ——— BEAM-HSCT
Dexa-BEAM
80 -
60 -
40 —
20 —
0 -
I T T T T T T T
0 10 20 30 40 50 60 70
Months after randomisation

100 4

oo
(-

7]
=

s
=

[
o

o

Schmitz et al. Lancet 2002

p=0025
’—LI—I—‘_‘_\ L i [
J— |
BEAM
(n=20)
| S
Mini-BEAM (n=20)
0 1 2 3 4 5

Linch et al. Lancet 1993



CCSS Pediatric HL

Study

* ITncidence of grade 3-5 late effects

* Reference group:

Late

[

ffects

“alkylator + anthracycline w/o

C h e Treatment Group

Any SMN CPD Endo
HR (95% CI) HR (95% CI) HR (95% CI) HR (95% CI)
>35 Gy extended* field RT 4.0 (2.4, 6.5) 2.8(1.3,5.7) 3.0(1.2,7.3) 4.4 (2.0,9.7)
(n=570)
>35 Gy chest RT w/o chemo | 2.5(1.5, 4.4) 1.3 (0.6, 3.1) 28(1.1,7.2) 3.8(1.6,8.7)
(n=191)
>35 Gy chest RT + alkylator 3.1(1.8,5.2) 1.7 (0.7, 3.7) 3.3(1.3, 8.6) 3.4(1.5,7.7)
or anthracycline (n=237)
15-34 Gy chest RT + 2.7 (1.6, 4.5) 1.9 (0.9, 4.3) 2.1 (0.8, 5.5) 3.7 (1.6, 8.2)

alkylator + anthracycline
(n=383)

Alkylator + anthracycline
without chest RT (n=216)

1.0 (reference)

1.0 (reference)

1.0 (reference)

1.0 (reference)

Oeffinger et al.

8



Salvage of R/R cHL

* Can some patients with R/R cHL be salvaged
successfully without HDC/ASCT?

* Can risk-based stratification inform treatment
intensity, with ASCT-free salvage used for
“low-risk” relapses?



CheckMate 744 R1 cohort

e 28 patients,

5-30 y/o,

“low-risk” relapsed cHL

B Symptoms? or Extranodal Disease at

Relapse, Extensive Disease Where RT

Stage at Initial Time to Relapse Was Contraindicated at Relapse, or Relapse Risk
Diagnosis (From End of Therapy) Relapse in Prior Radiation Field Category
>12 months
1A, A 3—12 months (<3 cycles No )
R1 cohort: low risk
and no RT)
IB, IIB, ITITA >12 months No
R2 cohort: standard
All others

risk®

Daw et al.

JAMA Onco



R]1 Treatment Schema

For low risk patients: R1

BvtNx2
cycles
\ ISRT
p— Follow up
Bu+B x 2 /
cvcles

PET

Bv + N for 4 cycles

1 1 1
! 1 1
.

Cyclel Cycle2 Cycle3 Cycle 4

PR/SD

PET PET

Daw et al. JAMA Onco



R1 Progression-Free Survival

100——H—|—|—|
_I'H_ LIl Ll

80+

Cohort R1 events, 1 of 28

3-y PFS rate
95.0% (90% Cl, 76.7%-99.0%

.|

60 -
R
)
L
o-
40
20 -
0 I | | T T T I I | | T I T I I | | T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57
Time, mo
No. at risk

28 24 20 19 19 19 18 15 14 12 11 10 10 10 6 3

2 2 1 0

Daw et al.

JAMA Onco



FuroNet-PHL-RI1

* Multicenter, non-randomized trial of patients
<18 yo with first R/R cHL
* “Low—-risk”

* Relapse >12 months after 1L with 2 cycles of chemotherapy
for early-stage disease

* Relapse >3 months after 1L AND DS 1-2 at ERA after Cl of
salvage chemotherapy

e TEP/ARVD = RT
* 5—year PFS 90% & 0OS 97%

Daw et al. JAMA Onco



Conclusions: Low—Risk Relapses

* Low—-risk relapses are effectively salvaged
without HDC/ASCT

* Risk-stratified, response-based algorithms
should be used for second line therapy, like
for first line

* Incorporation of RT 1nto salvage 1s attractive:
* RT is a highly effective for cHL, even R/R cHL

* Risk of toxicity associated with RT has decreased
substantially with modern approaches

e RT is used less frequently upfront =2 more relapses
1in RT-naive patients



Our Case

BV+N x 2
 ——

BV+N x 4

Deauville




Our Case




Acute Tolerability

* BV+N: grade 1 transaminitis, grade 1 fatigue
* ISRT: grade 1 esophagitis, grade 1 dermatitis

* Continued to attend school & play soccer



Risk of Late Effects?

* Late toxicity associated with novel agents?

* AHODZ2131 1ncorporates N+BV into frontline management
of early-stage cHL for patients 5-60 yo
* Patients followed for 12 years, with physiclian- and patient-
reported AEs
* Alliance A151804 will establish a biorepository to
explore immune-related adverse events 1n children &
adults



Future Direction

* Intergroup trial 1n development to compare
consolidation with ISRT wvs. HDC/ASCT for low-risk
relapses

* PFS
* Patient reported QoL



Conclusions

* Overall goal in HL: excellent disease control
with minimal toxicity

* Integration of modern RT 1nto management 1s
often consistent with this goal

* To maximize the therapeutic ratio, we must
contlnue to study late effects associated with

oModern RT

oVarious treatment regimens, 1ncluding novel
therapies



