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La desescalada del tratamiento individualizado en
Linfoma de Hodgkin mejora los resultados generales

“Desescalando en Cuenca”
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opnionp Desescalar/Des-escalar




Desescalar/des-escalar:

e Disminuir la intensidad del tratamiento con el propdsito de
reducir la toxicidad del mismo, sin afectar la efectividad.



“Des-escalando” |a Radioterapia y su toxicidad

Extended Field Involved Field Involved Site éw/o radiotherapy?

Eich HT et al, Lymphatics 2023




Cumulative Occurrence (%)

= Recurrent Hodgkin’s lymphoma

Second malignant condition

Cardiovascular events

Years

Armitage J. NEJM 2010
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Valor predictivo del PET interino

PFS After 2 Cycles of ABVD

— IP5 0-2 PET2 positive
— IPS 3-7 PET2 positive

IPS 0-2 PET2 negative

—— |PS 3-7 PET2 negative
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Gallamini A. Haematologica 2014
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Primera linea en LHc temprano favorable
(I-11A, no voluminoso)
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HD10: ABVD x 2 + 20 Gy

Comparison of Groups 1 and 4
100+
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_g 30+ w g 304 “p
R 204 Difference at 5 yr, ~1.6 percentage points (95% Cl, -6.3 to 3.1) 20 Difference at 5 yr, -0.4 percentage points (95% Cl, -3.4 to 2.7)
104 Hazard ratio, 1.07 (95% Cl, 0.65 to 1. 77) 10 Hazard ratio, 0.85 (95% CI, 0.41 to 1. 79)
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No. of Months No. of Months
Patients Patients
at Risk at Risk
Group 1 298 277 264 255 239 217 167 121 74 35 3 Group 1 298 293 289 286 283 271 240 182 116 63 12
Group 4 299 275 265 252 239 199 151 110 66 28 4 Group 4 299 298 293 289 285 273 241 182 122 64 16

Engert A et al. NEJM 2010
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RAPID trial y otros (H10F y HD16) gy UK

Eligibility (n = 602)

Histologically confirmed classic HL

Stage IA/IIA by CT scan

No mediastinal bulk or B symptoms

No prior treatment

Response
ABVD 5

x 3 cycles

* 6 pts not randomized

PET +ve
PET scan
(n=571) \
PET -ve
(n =420)*
73%

" 25 pts did not receive treatment

4th cycle ABVD
then IFRT

IFRT 30 Gy
(n = 209)'

No further
treatment (NFT)
(n = 211)

Radford J et al. NEJM 2015



S CANCER
RAPID trial By UK

No further treatment

Sin diferencia en OS

Progression-free Survival (%)
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Rate ratio, 1.5
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Months since Randomization

Se necesita irradiar a 30 ptes para sumar una curacion mas

Radford J et al. NEJM 2015
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H10F. Early-stage Favorable HL. 10 yrs follow up

FOR CLINICAL TRIALS IN ONCOLOGY

CALGB 50604

100
90 A
80 4
70 - :
European H10F Trial
— 60 1
xR
Q@ % Log-rank P < 0001
(S og-ran <,
a H10F
s _— — 2ABVD ——  PET 1ABVD + INRT
30 4 Events/Total
Group No. of Events Time Point KM Est(95%Cl)  HR (95% CI) R
20 4 — 3 ABVD + INRT (Std, Fav) 2174 5 years 98.8 (95.4.99.7) Reference
10 years  98.8(95.4.99.7) — 2 ABVD
104 — 4 ABVD (Exp, Fav) 26/183 Syears  86.8(80.9.90.9) 13.24 (3.14.55.76) — 2ABVD —— P
10years 854 (79.3-89.8) E
L L L] L) L L 1 L] L] L) L L] L] L] 1 L] T
0o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 —— + 2 BEACOPPesc + INRT

Time (years)

No. at risk:
3 ABVD + INRT (Std, Fav)- 174 172 168 132 105 74 32 7 0
4 ABVD (Exp, Fav)- 183 163 154 130 107 74 30 3 0

Federico M, et al. JCO 2024



GHSG ¢ HD16. Early-stage Favorable HL. 5 yrs follow up
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Rx 20Gy Standard CMT

D23

ABVD x 2 | —— | PETi2
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PFS OS
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i 5-year estimate [95% Cl] S-year estimate [95% Cl]
‘ Standard CMT:  94.2% [91.6% to 96.9%] - Standard CMT:  98.3% [96.9% to 99.8%]
20 ABVD alone: 86.7% [82.5% to 90.9% e ABVD alone: 98.8% [97.4% to 100%]
= Difference: -7.6% [-12.5% to -2.6%] b Difference: 0.5% [-1.6% to 2.5%]
30 - Hazard ratio: 2.05 [1.20 to 3.51] —— Hazard ratio: 0.39 [0.10 to 1.42]
20 Log-rank test: p=0.0072 20 Log-rank test: p=0.14
10 Standard CMT | 10 Standard CMT
o _| + Censored ABVD alone o _| + Censored ——— ABVDalone
| | | I | | ]
0 12 24 36 a8 60 0 12 24 36 as 60
Number at risk (number censored) Number at risk (number censored)
328 (0) 311 (15) 288 (30) 272 (43) 246 (65) 203 (108) 328 (0) 319 (8) 298 (28) 284 (41) 266 (57) 225 (98)
300 (0) 282 (10) 259 (22) 231 (41) 194 (75) 146 (119) 300 (0) 292 (8) 281 (19) 257 (41) 225 (73) 180 (117)

Fuchs M, et al. Leukemia 2024




Probability

1.001
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0.251

0.001

SLP en LH temprano favorable
ABVD x 3 (RAPID)

_ll

SLP 5 anos: 92%

* N:25

* PET EOT (D 1-2 negativo, D 3 repite PET 3m

* Rx persistencia de foco uUnico en ptes PET EOT D3
* Soblo 2 ptes se irradiaron en mediastino

* Seguimiento medio: 107 m (9 afios)

0 12 24 36 48 60 72 84 96 108

Time (months)

120

ULHB

Rivarola S (unpublished)
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Primera linea en LHc temprano desfavorable
(1-11B y/o voluminoso)
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H8-U trial. LH temprano desfavorable
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No. at Risk

6 MOPP-ABV plus IFRT 336
4 MOPP-ABV plus IFRT 333
4 MOPP-ABV plus STNI 327

Years since Randomization

283 258 206 114 21
297 270 216 112 30
288 265 215 113 18

European Organization for Research
and Treatment of Cancer
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No. at Risk

6 MOPP-ABV plus IFRT 336
4 MOPP-ABV plus IFRT 333
4 MOPP-ABV plus STNI 327

Years since Randomization

303 276 219 119 21
312 283 228 120 33
303 277 223 119 18

Fermé C, et al. NEJM 2007



Stage I/l
Unfavorable
CHL

(B symptoms
or bulky
mediastinal
disease

or >10 cm
adenopathy)

N(o{®l Cancer

Network"”

ABVD
X2
cycles'

LHc Temprano desfavorable

-

National

comprehensive NCCN Guidelines Version 2.2025

Hodgkin Lymphoma (Age 18-60 years) 't, ﬂ

Restage
with
FDG-PET/
CT

X 2 ABVD PET + INRT 30 Gy (+6
HioL /> y (+6)

= . + INRT 30 Gy (+6)

“~3!  2ABVD

-mo

- 2 BEACOPPesc + INRT 30 Gy (+6)

Combined modality therapy ,
4 ABVD x2cycles +ISRT 30 Gy (adapted from H10U)

Chemotherapy alone
AVD x 4 cycles (adapted from RATHL) U LH B

Deauville
1-3

Federico M, et al. JCO 2024



PFS (probability)

LHc Temprano desfavorable

R e o
0.8 1

PES 2-yr
0.6 1 BV-AVD 97.3%

ABVD 92.6%
0.4 4

Sin diferencia en OS
0241 —— Asw
— BV-AVD + Censored

I I I I 1 1 I I I I

0 6 12 18 24 30 36 42 48 54 60

Time (months)

Luc-Matthiey Forneckeretal. JCO 2023

Network®

Stage I/l
Unfavorable
CHLP

(B symptoms
or bulky
mediastinal
disease

or >10 cm
adenopathy)

OEORTC

pean Organization for Research
nd Treatment of Cancer

Cammatensive NCCN Guidelines Version 2.2025
NCCN sl Hodgkin Lymphoma (Age 18-60 years)

Nivolumab-AVD x4 cycles” + ISRT
30 Gy' (B symptoms and/or hulky
disease, adapted from NIVAH L]

or

Brentuximab vedotin (BH}-AVD +
G-CSF x4 cycles" + ISRT 30 Gy'
(adapted from BREACH)?

or

BrECADD + G-CSF x 2 cycles’
(Bulky disease and either B
symptoms or extranodal dlsease
ages 18-61, adapted from HD21)®



GHSG €

LHc Temprano desfavorable

. pational nsve NCCN Guidelines Version 2.2025
N

e ancer Hodgkin Lymphoma (Age 18—-60 years)
Progression-free survival (PFS) Nivolumab-AVD x4 cvcles’ + ISRT
ottt bttt COMitaNE therapy group A y
10 1 i R S 30 Gy! (B symptoms and/or hulky
Sequential therapy group disease, adapted from NIVAH L]
081 Stage I/lI or
5} Unfavorable
32 0.6 P
a FBH;_ rtoms Brentuximab vedotin {Bv}-AVD +
g i or hﬂlkfr |, |G-CSF x4 cycles" + ISRT 30 Gyt
§ ' follow-up | estimate mediastinal (adapted from BREACH)
02 Concomitant therapy group ' 14mo ' 100% _ disease
| Sequentialtherapy group | 13mo_ | 98% (95-100) | or >10 cm or
0 . . , adenopathy) BrECADD + G-CSF x 2 cycles’
0 6 R 18 2% (Bulky disease and either B
T Time; mo symptoms or extranodal dlsease,
C;)ncomitant.therapygroup 55(0) 54 (1) 34(21) 18(37) ages 18- 61 ﬂdﬂptﬂd from HD21]
Sequential therapy group 54 (0) 53(0) 32(21) 9(44)

Brockelman P et al. Jama Oncol 2020



GHSG € g/

NIVAHL trial
¢Se puede evitar la radioterapia®?

i

Paul J. Brockelmann

Paul Brockelmann
parami -

Dear German,

thank you for reaching out regarding the NIVAHL-based treatment of your patient. We dont have any data to support omission of radiotherapy in case
of PET-negative CMR after 4x N-AVD, since all patients received 30Gy IS-RT in NIVAHL. If you want to deviate from this evidence in an individual case
(which could be well justified in a young female patient with extensive RT field), you might find our recent study, showing TARC negativity in all patients

after 4x N-AVD prior to RT encouraging: https://pubmed.nchi.nlm.nih.gov/40862220/, since it suggests not only PET-negativity but also resolution of

measurable cHL by this well established soluble biomarker.

Thymus and Activation Regulating Chemokine (TARC, or CCL17)

Brockelman P et al. Jama Oncol 2020



GHSG NIVAHL trial
Serum TARC dynamics

p <0.0001
|
p < 0.0001
|
p < 0.0001
|
p =0.0014
1000000y [ |
% 100000 -.&.. )
O .l:-. l-. -
= 10000 %‘ O
< = .
TARC: D qoooqEh e T S
by ELISA (R&D Systems, O G % %.% |
USA, Human CCL17/TARC < 100 o
Quantikine Elisa Kit 101— . . . : . :
& N (2} (&) &
{\(‘ @0 N & I (o)
& N a}?@ e@g IQ, I
A4 @ © -]
C v

Median 14830 2160 212 243 286

% TARC+ 91% 72% 12% 2% 0%
Plattel WJ et al. HemaSphere 2025



GHSG @
HD17 Trial Design

‘ Early-stage unfavorable HL
|
Randomization

J

2x eBEACOPP + 2x ABVD 2x eBEACOPP + 2x ABVD |
- PET/CT | PET/CT | |
PET (+/-) | 67.5% » [GARGMN  PET (+) (DS 3-4
30 Gy IF-RT - Follow-up - ] 30 Gy IN-RT

Borchmann P, et al. Lancet Oncol 2021
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Progression-free survival (%)

Number at risk
(number censored)
Standard treatment

PET4-guided treatment

HD17 trial

100 -
90
80-
70
60+ 5-year estimate (95% Cl)
501 Standard combined-modality 97-3% (94-5to 98-7)
40— treatment group
304 PET4-guided treatment group  95-1% (92-0 to 97-0)
204 Difference 2:2% (-0-9t0 5-3)
10- HR 0-523 (95% Cl 0-226-1-211)
0 I I | | 1
0 12 24 36 48 60
4238 (0) 404 (22) 363 (61) 293 (130) 189 (232) 111 (309)
477 (0) 453 (18) 400 (69) 320 (144) 219 (243) 120 (340)

Borchmann P, et al. Lancet Oncol 2021
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Primera linea en LHc avanzado (llI-1V)
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CALGB 8952 Trial. LH avanzado 1L
ABVD vs KAOPPARY
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Duggan DV et al. J Clin Oncol 2003
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RATHL: Response-adapted Treatment .
in Hodgkin Lymphoma FDG-PET

PET Positive

Patients Treatment Escalated BEACOPP
(3 cycles) or

BEACOPP-14
(4 cycles)

N=1214

Newly

diagnosed HL ABVD PET
Stage lIB-1V or (2 cycles) ABVD or AVD
1A with bulk or (4 cycles)
23 involved sites
PET Negative
eBEACOPP or
Outcomes ABVD or AVD BEACOPP-14
3yPFS, % 85 68
3-v OS. % 97 86

Johnson Py col. NEJM 2016; 374: 2419-29



Proportion Alive and Progression-Free

No. at risk:
ABVD
AVD

1.00 S

0.75 -

0.50 -

0.25 -

RATHL: PFS 7 anos

672> CANCER
] RESEARCH

-. ..... ..
‘::..!.-.. UK

.-" .

e
M

—
HR, 1.10 (95% CI, 0.82 to 1.47) e scorel (n='|'|'|; 9.9%]
e score 2 (n=483; 43.2%) F 84%
e score 3 (n=343; 30.7%)
e score 4 (n=144; 12.9%)
® score 5 (n=38; 3.4%)
—— ABVD
—— AVD
0 2 6 8 10 12
Time Since Registration (years)
469 396 256 141 33 3
464 380 249 144 40 1

Luminari S et al, JCO 2023



RATHL. Toxicidad pulmonar i caneer

Fiaes UK

N=17
8 N N=93
—e
‘q.
_FQ:H
gl A 2 afos DLCO se recuperod al 90% en 81.4% de los ptes con
— AVD y 68.5% con ABVD
w | N=346
"_ | I t I I I |
EOT 1yr 2yr 3yr 4yr Syr Byr

Time since EOT

—— ABVD ——— AVD

Elizabeth Phillips et al, ASH Meeting 2023 # 612



ABVD x 4

AHL2011 trial
BEACOPP x 6
IPET -
/
BEACOPP x2 | — |iPET
\
IPET +

BEACOPP x 4

Casasnovas RO et al, JCO 2022



AHL2011 trial

10 _\‘M
= 0.8 1
=
= SLP 5 anos:
w 0.6 1 _ 0
- Experimental PET 2+/PET 4 — 75.4%
E — Standard PET 4 + 46%
2 04-
7p) Median Survival
& No. of Patients Event Censored (95% CL)
0.2 - Experimental 410 13.9% (57) 86.1% (353) Mot reached
Standard 413 13.1% (54) 86.9% (359) Not reached
T T T T T T | T
0 1 2 3 4 5 6 7 8
No. at risk: TImB (Vears)
Experimental 410 372 353 343 325 233 96 22
Standard 413 372 359 351 331 244 102 24

Casasnovas RO et al, JCO 2022



GHSG ©

HD15 trial

CSIlIBwithRF a, b; CS lll and IV

8x BEACOPP
escalated
EPO/PIacebo

6x BEACOPP
escalated
EPOIP]acebo

8x BEACOPP14

EPOIP!acebo

Engert A, et al. Lancet 2012
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0-8

0-7 1
0-6 -
0-5
0-4

0-3

Freedom from treatment failure

0-2 H

01—

6xB_..vs 8xB__HR 0-67 (97-5% CI* 0-47-0-95); p=0-009 ‘
8xB,, vs 8xB,, HR 0-92 (97-5% CI* 0-67-1-26); p=0-5
6xB_. vs 8xB,, HR 0-73 (97-5% CI* 0-51-1-03); p=0-042 ‘

HD15 trial. PFS/FFTF

— E“Besc — ERBM —Eme

Number at risk
8xB,_. 705
6xB.. 711
8xB,, 710

T
12

613

644
630

24

549
590
567

36

435
471
455

48

307
323
301

60

192
209
158

72
81

98
84

Engert A, et al. Lancet 2012
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1.0

HD15 trial. OS

0-9 —
0-8
07—
0-6
0.5 —

04

Overall survival

03—
0-2 7

0-14

EHBEEE

6xB,..vs 8xB_.. HR 0-60 (97-5% CI* 0-36-0-98); p=0-019 4@

BEACOPPesc x 6: “Nuevo Standard para LH avanzado”

EKE:M

8xB,,vs 8xB_ HR 0-68 (97-5% CI* 0-42-1-10); p=0-07
6xB...vs 8xB,, HR 0-88 (97-5% CI* 0-51-1-51); p=0-6

8xB__

Number at risk
8xB... 705
6xB,.. 711
E\XB14 710

T
12

674
691
693

24

647
676
675

36
Time (months)
564

596
586

48

429
450
443

60

294
327
277

72

159
181
178

Engert A, et al. Lancet 2012
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HD18. LHc avanzado 1L

2 x eBEACOPP (n=2101)

centrally reviewed FDG-PET/CT (n=1945)

Positive: Deauville score 3, 4

Negative: Deauville score 1, 2

Arm A
— 7

4* [6x

eBEACOPP
(n=723)

ArmB
-7

6x Rituximab/
eBEACOPP
(n=217)

Arm C w
— e

2X
4* /6x eBEACOPP

eBEACOPP (n=501)

(n=504) &

End of therapy AND residual disease 2 2.5 cm AND positive PET: RT

Borchmann P, et al. Lancet 2017
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100

HD18. SLP 6-8 ciclos vs 4 ciclos

90
80
70 -
60
50 -
40
30
20 -

Progression-free surival (%)

10 —

—— 8xeBEACOPP or 6xeBEACOPP —— 4xeBEACOPP

3-year estimate (95% Cl) 5-year estimate (95% Cl)

8xeBEACOPP or 6xeBEACOPP  91.7% (89-0t094-4)  90-8% (87-9t0 93-7)
4xeBEACOPP 95-3% (93-3 to 97-3) 922% (89-4 to 95.0)
Difference 3-6% (-0-2to 6-9) -1-4% (-2-7 to 5-4)

Hazard ratio (95% Cl) 0-79 (0-50to 1-24)

Median observation time 55 months (IQR 36-70)

Number at risk
(number
censored)
8xeBEACOPP

or 6xeBEACOPP 446 (0)
4xeBEACOPP 474 (0)

T T T I

12 24 36 48
411 (21) 378 (45) 310 (102) 247 (164)
444 (22) 412 (43) 334 (119) 269 (180)

Borchmann P, et al. Lancet 2017

164 (246)
198 (246)
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GHSG HD18. SG 6-8 ciclos vs 4 ciclos

100
90
80 —— RSt pieEaaae | xeBEACOPP
= 60 3-year estimate (95% Cl) 5-year estimate (95% Cl)
= _
=
S 50| 8xeBEACOPPor 6xeBEACOPP 957% (93-7t0 97-6) 95-4% (93-4 to 97-4)
= 40| 4xeBEACOPP 98-8% (97-8 to 99-9) 97-7% (96-2 to 99-3)
g 30 Difference 3-1% (0-9to 5-3) 2:3% (-0-2 to 4-9)
Hazard ratio (95% Cl) 0-32(0-14to 0-72)
20
Log-rank test p=0-0037
10—
Median observation time 57 months (IQR 39 to 73)
0
0 12 24 36 48 60
Number at risk Time (months)
(number
censored)
8xeBEACOPP
or 6xeBEACOPP 446 (0) 428 (11) 396 (36) 329 (22) 269 (158) 187 (240)
4xeBEACOPP 474 (0) 459 (14) 443 (29) 184 (24) 288 (180) 223 (243)

Borchmann P, et al. Lancet 2017
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HD21: BreCADD vs eBEACOPP

= Randomized, noninferiority phase Il study

PET2/CT

Adults aged 18-60 yr with
previously untreated HL; eBEACOPP x 2 cycles Negative

(n = 740)

stage IIB with large

mediastinal mass and/or Positive
extranodal lesions or stage
I1/IV; no composite Mzetf
! gative
lymphoma or nodular BrECADD x 2 cycles
lymphocyte—predominant HL (n=742) Positive

(N = 1482)

=4 eBEACOPP x 2 cycles

PET positive:
md €eBEACOPP x 4 cycles recommended
— consolidative

= BrECADD x 2 cycles radiotherapy,
Follow-up

=4 BrECADD x 4 cycles

* Primary endpoint: PFS, treatment-related morbidity

= Secondary endpoints: CR, OS, EFS, gonadal toxicity, safety

Borchmann P et al. Lancet 2024
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HD21: BrECADD vs eBEACOPP

BrECADD x 4-6 ciclos c/21 dias

1) BV 1.8 mg/kg (Max 180 mg) DO
2) Etopdsido 150 mg/m2 D1-3

3) Ciclofosfamida 1250 mg/m2 D1
4) Doxorrubicina 40 mg/m2 D1

5) Dacarbacina 250 mg/m2 D2-3
6) Dexametasona 40 mg D1-4

| eBEACOPP | BrECADD

Anemia 2G3 59% 30%
Trombocitopenia >G3 72% 55%
Neutropenia febril 2G3 21% 28%
Transf GR/PIt 53/34% 24/17%
NP sensitiva 49% 39%

Borchmann P et al. Lancet 2024
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HD21: BrECADD vs eBEACORR

1““‘% ST ——————
F 90 90-
= HR 0-66 (95% Cl 0-45-0-97); p=0-035
? s
E 70+ Treatment group  Timepoint  Kaplan-Meier estimate (95% Cl) 5 70
5 — BrECADD 36 months 952 (93.7-96-8) =
8 60+ 48 months  94-3(92-6-96:1) g 604
&5 —eBEACOPP 36 months 092.3(90-3-94-2) © Treatment group Timepoint  Kaplan-Meier estimate (95% Cl)
£ s0- 48 months  90-9 (88:7-93-1) 5o- —— BrECADD 48 months 986 (97-7-99-5)
/ + Censored ;f—eBEACOPP 48 months  98-2(97-2-993)
0 0 T T T T T T T 1
0 tl': 1|2 1'8 2'4 3'0 3|6 4‘2 4‘8 1] 6 12 18 24 30 36 42 48
Number at risk Number at risk Time (months)
(number censored) (number censored)
BrECADD 742(0) 721(14) 701(23) 688(32) 670(41) 639(70) 588 (120) 488 (217) 374 (329) BrECADD 742(0) 725(14) 715(23) 705(33) 695(42) 661(73) 608 (126) 504 (228) 388 (344)
eBEACOPP 740(0) 711(18) 685(26) 663(35) 643(47) 628(59) 578 (107) 471(209) 372 (306) eBEACOPP 740(0) 717(20) 708(29) 698(38) 683(53) 668 (67) 614(119) 501(230) 395(334)

Borchmann P et al. Lancet 2024
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¢ Es mas “facil” des-escalar que escalar?
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HD 0607 trial

» ABVD x 2

iPET2 |
/

PET +

» eBEACOPP x 4

Gallamini A, et al. J Clin Oncol 2018



HD 0607 trial

1 |= 1p=v=cons
-'.' '---'-----.._ --------
3 89% == Pet2+
— DIB -: . {}IB ----------------
=) z
ﬁ 0.6 "'!-_..____EEJEE_' ___________________ P _EEE:__ -L'EU 0.6
'8 o
= o
2 04 2 04
w W
o o
0.2 0.2
P < .001 P<.001
0 2 4 6 8 0 2 4 6 8
Time Since Registration (years) Time Since Registration (years)
Mo. at risk Events Events Events Events Mo. at risk Events Events Events Events
630 73 528 8 147 0 40 0 0 630 3 583 g9 169 0 42 0 0
Pet2+ 150 53 83 4 26 0 4 0 0 Pet2+ 150 10 116 4 37 2 4 0 0

Gallamini A, et al. J Clin Oncol 2018
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HETWORK

X SWOG

S0816 trial

®* PET-Guided, multicenter phase Il study

Adults with previously —  PET2 Negative* . ABVD?ETEJCES
untreated stage lll/IV (n =270)
: ABVD
Hodgkin lymphoma; —» _
HIV negative; x 2 cycles
Zubrod PS 0-2 ——  PET? Positive* eBEACOPP x 6 cycles
(N =336) (n=61)

*PET Megative if Deauville =3, PET Positive if Deauville 4.

= Primary endpoint: 2-Yr PFS
= Secondary endpoints: OS, CR, and PR rates

Stephens, et al. Blood 2019



Progression-Free Survival (%)

CANCER
RESEARCH
NETWORK

X SWOG

S0816 trial

82%
80 1
60
64%
40 -
20 4
1L uu PETZ-negative
PET2-positive
T T T T T T T 1 Ll | M I
0 12 24 36 48 60 72

Time After Registration (months)

Patients at Risk Failed 2-Year Estimate
PETZ2-negative 271 58 82%
PET2-positive &0 20 64%

Stephens, et al. Blood 2019
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o8 RESEARCH

RATHL: Response-adapted Treatment .
in Hodgkin Lymphoma FDG-PET

PET Positive

Patients Treatment Escalated BEACOPP
(3 cycles) or

BEACOPP-14
(4 cycles)

N=1214

Newly

diagnosed HL ABVD PET
Stage IIB-1V or (2 cycles) ABVD or AVD
1A with bulk or (4 cycles)
23 involved sites
PET Negative
eBEACOPP or
Outcomes ABVD or AVD BEACOPP-14
3yPFS, % 85 68
3-v 0S. % 97 86

Johnson Py col. NEJM 2016; 374: 2419-29



Deauville score 5 post 2 ABVD R e

RESEARCH

(Datos de RATHL, HD0O607 y S0816) gy UK
1.0 ﬂ
0.8-
0.6-

0.4 32%
0.2-

Progression-free Survival

0.0 I
0 1 2 3 4 & §) 7 8

N at risk Years
All136 46 36 28 20 17 12 4 2

Simonetta V, et al. Blood Cancer Journal 2025
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Conclusiones

* En los ultimos 30 anos hemos podido “des-escalar” en todas las etapas de
la enfermedad conservando la efectividad. Hoy los tratamientos tienen
mucho menos toxicidad temprana y alejada.

* En tempranos favorables la utilizacion de radioterapia post PETi negativo
es debatible y deberia ser consensuado con el pte

 En temprano desfavorable quizas se pueda evitar la radioterapia con
esquemas acortados (N-AVD x 4, BV-AVD x 4, BrECADD x 2) luego de un
PET EOT negativo, pero no hay evidencia sélida. El uso de esquemas de
estadios avanzados (Ej RATHL) no requeriria radioterapia. ULHB

Linfomashb@gmail.com
stemmelingr@gmail.com



Conclusiones (cont) A\JLLRNADA & §

En estadios avanzados hay evidencia para des-escalar con esquemas a
base de ABVD (RATHL) y BrECADD (HD18 y HD21) con iPET 2 negativo.

El Score Deauville para des-escalar no ha sido definido (D 2 vs D 3)
La efectividad de escalar con iPET2 positivo es solo parcial.

Los ptes con score Deauville 5 en iPET2 deberian ser considerado
refractarios primarios y actuar en consecuencia.

ULHB
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stemmelingr@gmail.com
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