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ABVD versus BEACOPP

EscalatinnD @Escalatiun
ABVD BEACOPP
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Hazard (x 100)

£ Hazard ratio, 0.46 e SN
E 0.50- P=0.004 - e
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| | | 1 T T 1 1
of of 0 12 24 36 48 60 T2 84 96
MNo. MNo. _
0.25- Patients Events Follow-Up (months)
BEACOPP 163 20
ABVD 168 45 . . . . .
- Second malignancies cumulative incidence
4 | | 1 | | 1 I

’ 1 ? : * : 5 ? rate@10 ys: 0.9% ABVD vs 6.6% CEC vs 6%
BEACOPP (p= 0.02)

Viviani S et al, NEJM 2011 Merli F et al, JCO 2016
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Interim PET: Hodgkin Lymphoma’s Paradigm
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Log-Rank=116.7 p<0.0001 L * IPS 0-2, PET2 positive
= » we= IPS 37, PET2 negative
E ' = |PS 3-7, PET2 positive
@
-
o0
o 02 PET positive
-
o e g
Log-rank P==0

10

zl-n EI{I 4I-n 5I-n 0 1 9 ¢! 4 5

Time (years)
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Advanced Stage: PET-driven studies

Intensification DE-Escalation

E
AHL2011 (Lysa) Casasnovas et al, Lancet Oncol 2019

HDO0801 (FIL) Zinzani PL et al, JCO 2016
HD0607 (GITIL/FIL) Gallamini A, JCO 2018
RATHL (UK) Johnson P et al, NEJM 2016
S0816 (SWOG) Stephens D. et al, ASH 2018
HD18 (GHSG) Borchmann P et al, Lancet 2017




PET-driven studies: intensification

Gallamini A et al, JCO 2018

— Stage If (adverse), Iff, IV |_PET1 (Staging)
Study Stagingincluding PET scan 2ABVD PS 0-3 2 cycles ABVD 1 pvacaa
design l Full dose, on schedule T L NR— .
o - at?
FIL-HD0801 Stage lIB-IV PET — T 9% N .-
: 'l"" \ 'E-
PS 0.7 2ABVD . PET 2-positive / PET 2-negative’ =
. : a {I'ﬂ
EFIL o
-8 O)—CED— L ABUD - 4 cycles BEACOPP-14 Randomise 2 pa
} A or 3 eBEACOPP /\ =
4ABVD Salvage PET / 0\ 0.2
1 /N /o 4 cycles ABVD | |4 cycles AVD
Phase Il ¥ f H"x PETS P 00
° @ ° I / \ Study designed for a 90% power
1 ,/ \ PET 3 +ve | PET 3 -ve to exclude AVD having a >5% o 2 = &
R eBEACOFF  R-BEACOPP inferior PFS than ABVD Time Since HEQiStFE tion WEHFE}
Mo. at risk Events Events Events Events
;.- \ 2 cycles BEACOPP-14 l l 530 3 i 2 - a3 a
RT bulky NoRT Phase ll MFT  IERT RT or ?alvage or 1 eBEACOPP Follow-up (no RT) Pet?+ 150 10 116 4 37 2 4 Q 0
regimen No RT
100 == *PET-negative = Score 1-3
‘I.-
— b 1,00 -
B —L—n o :
— il T o
S 757 i S = 7\'1\_
= L =
= E 0.75- o
7 & T
m [ =
D 50 (=1
T 2 0.50-
- A4
.E E
: :
2 25
? .% 0.25
o =
PET2 negative E BEACOFF-14
0 | = = == PET2 positive 0.0 escBEACOP
0 6 12 18 24 30 36 | 2 4 & 8 10 12
Months From PET2 Time since registration (years)
No. at risk Number at risk
PET2 BEACOPP-14 94 62 52 42 29 12 2
negative 409 354 296 228 191 81 20 . . ascBEACOPP 78 52 45 32 17 2 0 . .
- o T . . . . Zinzani PL etal, JCO 2016 Luminari S et al, JCO 2024



—— 8xeBEACOPP or 6xeBEACOPP —  4=eBEACOPP

PET-guided de-escalation

£} 3 © A
randomized trials in advanced stages o
Delete drug Reduce # cycles Decrease intensity scheme 90 - T : - B
RATHL GHSG HD18 LYSA AHL2011 = 80 -
R g 07
2 ABVD 2 eBEACOPP g 5 60~
v v ¢ 3-year estimate (95% (1) 5-year estimate (95% Cl)
PET PET - - € 207
2 eBEACOPP 6 eBEACOPP ?-n 40 - SxeBEACOPP or 6xeBEACOPP  91.7% (89-0to 94-4) 90-8% (87-9t0 93-7)
: : & 1| “4<eBEACOPP 95.3% (933 to §7-3) 92.2% (89-4 to 95.0)
= . i ,? o Difference 3-6% (-0-2 to 6-9) ~1-4% (-2-7 to 5-4)
PET | Hazard ratio (95% Cl) 0-79 (0-50to 1-24)
; y | 10 Median observation time 55 months (IR 36-701
R R - 0 T I ! I i
20 ) e | 0 12 24 36 48 60
4ABVD  4AVD | 4eBEACOPP 2eBEACOPP | . Borchmann P et al, Lancet 2017
A
Courtesy of Peter Johnson, adapted 100 - i;i?j*:&:i:::;l‘ngt r;’::ip
i} 1907 95_ pmn-inlﬁm:,'ﬂ"E'E
"E \%2}% z
@ 0.751 E
S = T =L,
5 o — L
2 050 At 3 years: ABVD - AVD = £ 8s-
g S
: 1.3% (- 3.8 to +4.7) .
§ 02s- _ : S
: ABVD within pre-defined non- <
. 0.00- AVD . . . . o 75 1
—— inferiority margin of 5% 7,
| Time since registration (years) 0 III. 2' é -11 é
oSS, 468 3% 330 266 41 3 3 Number at risk
AVD 464 380 336 249 144 40 1 (number censored)
Standard treatment group 413 (0) 372 (7) 358 (13) 337(32) 186 (178) 70(293)

Luminari S et G/, JCO 2024 PET-driven treatment group 410 (0) 370 (9) 352(14)  330(31)  195(164)  69(288)
Casasnovas RO, Lancet Oncol 2019



ECHELON-1: 7-years update

0.6+

0.4-

Probability of PFS

0.24 Log-rank test p-value: 0.001
HR (95% Cl): 0.68 (0.53-0.86)
Number of events A+AVD:112; ABVD:159

0.04

.......... A+AVD o Censored
ABVD o Censored

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90
Time (months) from randomization

Number of patients at risk
A+AVD 664 619 563 537 520 508 496 480 463 446 426 405 384 362 332 273
ABVD 670 612 519 500 484 464 441 430 412 389 369 348 321 301 278 220

96

177
14

218 study sites in 21 countries

A+AVD for up to
6 cycles®
(n = 664)

zation

=
|

1:1 randomi

ABVD for up to
6 cycles’
(n = 670)

* A+AVD (brentuximab vedotin 1.2 mg/kg)
* ABVD

Events

No of events, n (%) No of events, n (%)

1.0
(/] -
o 0.8
©
2 0.67
%
o 041
2
& Log-rank test p-value: 0.011
021 HRr(95% cI): 062 (0.42-000) A+AVD _ Censored
Number of events A+AVD:46; ABVD:69 ABVD . Censored
O_O | | | | | | | | | | | | | | | | |
0O 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102

Time (months) from randomization

Number of patients at risk

A+AVD664 638 626 612 598 584 572 557 538 517 494 472 443 416 378 310 200 117

ABVDG670 634 614 604 587 567 545 527 505 479 455 426 398 372 340 268 178 97

All deaths 46 (7) 69 (10)
Disease-related 22 (3) 30 (9)
Not disease-related 24 (4) 38 (6)
Unknown 0 (0) 1(=1)

-

Ezittll*liﬁe i!j?;:::: after last dose of 37 (6) 56 (8)
Disease-related 19 (3) 26 (4)
Not disease-related® 18 (3) 29 (4)

Unknown 2 (=1) (1)
Deceased 3 (=1) 0 (0)
Cardiac arrest 2 (<1) 0 (0)

Ansell SM et al, NEJM 2022



ECHELON-1 and iPET
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A+AVD PET-2-negative

Progression-free survival (%)

407 ABVD PET-2-negative
---- A+AVD PET-2-positive
20 — ABVD PET-2-positive
PET-2-negative patients: HR 0-66 (95% Cl 0-50-0-88); log-rank p=0-0035
PET-2-positive patients: HR 0-70 (95% Cl 0-39-1-26); log-rank p=0.2
0
0 £|5 1|2 1|8 2|4 3|l:i Elﬁ 4|2 4|8 5|4 6|£.‘r 6|E: ,Tr"l.?_ ?lﬁ Slf.l EIlI:l

) Time since randomisation (months)
Number at risk

(number censored)
A+AVD PET-2-negative 588 (0) G§/72(6) 526(13) 500(23) 484(35) 472(44) 460(52) 444(64) 417(88) 386 (119) 312 (191) 189 (314) 98 (405) 36(467) 1(502) 0(503)
ABVD PET-2-negative 578 (0) GL3(4) 483(13) 463(20) 442(36) 424(52) 400(68) 392(76) 368(97) 334(128) 271(190) 170(290) 70(388) 20(438) 4(454) 0(458)
A+AVD PET-2-positive  47(0) 39(1) 28(2) 27(2) 26(3) 25(4) 24(5) 23(6) 23(6) 22(7) 18(11) 10(19) 3(26) 2(27) 1(28) 0(29)
ABVD PET-2-positive 53 (0) 46(0) 32(0) 31(0) 30(0) 26(3) 26(3) 25(4) 24(4) 22(5) 18(9) 8(19) 2(25) 2(25) 0(Z7) 0(27)

5-ys PFS: 82.2% vs 75.3%
y oV ° Straus D et al, Lancet Hematol 2021



ECHELON-1: Overall Survival — Multivariate analysis

= overall survival benefit with A+AVD (hazard ratio for death, 0.53; 95% Cl, 0.34 to 0.83)

" covariates with greatest evidence of association with OS:
" age
= nonWhite race
= ECOG PS score

" PET2 status (negative or positive)

6-year OS estimates favored A+AVD over ABVD among both

" PET2-negative patients (94.9% vs. 90.6%; HR for death, 0.54; 95% ClI, 0.34 to 0.86)
" PET2-positive patients (95% vs. 77%; HR ratio, 0.16; 95% ClI, 0.04 to 0.72)

Ansell SM et al, NEIM 2022



Real-world studies of frontline BV+AVD therapy for HL

Study

Patients Baseline characteristics Median follow-up PFS 0S
Steiner R, et al. 2023: St L - 37 (18-79)
Retrospective, multi- age edian age, years. —19); 1-year PFS: 90.3¢ 2-year OS:
' center cohort study e treated with 21% 260 years 27.4 months 4 y
c (N=179)" BV+AVD

o)
Stage NV: 27%/73% 98.5%

Bowers J, et al. 2023:
Retrospective, multi-
. center cohort study
(N=153)2

Median age, years: 35 (18—-76);

Stage llI/IV HL
6 cycles BV+AVD 22% >60 years -year PFS: 82.7%
Stage llI-1V: 92%"

planned

Rusconi C, et al. 2024 _
Retrospective, multi- Stage IV HL Medla;n age: 39 yrs
0 center cohort study treated with 11% >65 years

-year PFS: 84.1%Y 1-year OS:
BV+AVD (21 cycle) Stage IV: 100%

96.9%

(N=99)#

Assanto G, et al. 2024:
Retrospective, multi-
center cohort study

(N=168)°

tSta?edIV I-:h Median age: 37 yrs BV+AVD, 34 yrs ABVD BV+AVD: 16 months
reated wi >65 yrs; 11.1% BV+AVD, 8.3% ABVD :
BV+AVD (or

Stage IV: 100% ABVD: 40 months

EOT:
CR (BV+ABVD 83%
ABVD 83.3%

ABVD)

*8% (13) had Stage |-l cHL; 17% (1) had Stage Il cHL.

ABVD, doxorubicin, bleomycin, vinblastine, dacarbazine; AVD, doxorubicin, vinblastine, dacarbazine; BV, brentuximab vedotin; CR, complete response; (c)HL, (classical) Hodgkin lymphoma; NR, not reported; ORR, objective response rate; OS, overall survival;
PFS, progression-free survival.

1. Steiner R, et al. Blood Adv. 2023;7:7485-93; 2. Bowers J, et al. Blood Adv. 2023;7:6630-8; 3. Cai Q, et al. Blood. 2022;140(Suppl 1):12035-6. 4. Rusconi C, et al. Presented at EHA, 13-16 June 2024, Madrid, Spain: Abstract P1096; 5. Assanto GM, et al. Presented at EHA, 13-16 June
2024, Madrid, Spain: Poster P1080.



iy Interim-PET predicts progression-free survival in
stage IV Hodgkin lymphoma treated with upfront
brentuximab vedotin-AVD

Chiara Rusconi, Angelica Barone, Andrea Visentin, Benedetta Bianchi,
Vittorio Ruggero Zilioli, Andrea Bernardelli, Sara ladecola, Edoardo Olivari,
Francesca Gaia Rossi, Manuel Gotti, Caterina Cecchetti, Benedetta Puccini,
Silvia Franceschetti, Alfredo Molteni, Sara Steffanoni, Fabrizio Marino, Anna
Vanazzi, Anna Guidetti, Michele Merli, Federico Mazzon, Alfredo Marchetti,

Alessandro Cellini, Cristina Muzi, Rosalba Miceli, Carlo Visco, Alessandro Re Patients =99
& Paolo Corradini
Male sex, n (%) 60 (60.6)
Meninguen<ephalitis AgE, I'I"'IEdiEI"I [I"EI I"IEE] 36 (18‘82)
Pancreatitis ~Atrial fibrillation AgE } 65} !_1 [%} 11 {11.1}
Fatigue Vertigo and
Anorexia_ _hypertension

Hyponatremia

Patients =99

Diarrhea _ Infection

44.4% patients experienced a G3-4 extra- iy Hasenciever score > 4, n (%] 47(47.5)
1ematological toxicity, for a total of 60 events
Constipation_ B symptoms, n (%) 72 (72.7)
Bulky, n (%) 28 (28.3)
Hepatic toxicity _ _Peripheral
nesropsihy Skeletal involvement, n (%) 66 (66.7)

Grade = 3 extra-hematological toxicity N° of extranodal sites 2 2, n (%) 34 (34.3)



[99 patients included J

99 patients evaluated for PET2
5 BV withdrawal due to toxicity (all continued AVD)

[ 86 PET2 neg ] [ 13 PET2 pos J

[2 sudden deaths } ‘ 1 shift to 2° line therapy at
| PET2 and underwent ASCT

: 96 patients evaluated for PET6
5 BV withdrawal due to toxicity (all
continued AVD)

3 subsequent PD

N\

)

[ 80 PET6 negative J [ 16 PET6 positive J

[ 6 Deauville score 4

|

[10 Deauville score 5]

Feasibility

e e R - T N N el R S N e Bnes

55555555

???????????????????????????????????????????????????????????????????????????????

* Peripheral neuropathy 6
* Diarrhea 1
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Rusconi C et al, Leuk & Lymphoma 2025



| |PET2DSS 3 PET2 PET6
100
2 PET6 DS 5
30 86.9% .
PET2 DS 4 3 83.3%
5 al
PET6 DS 4 .
4
3 B
a0
40
30
20 13.1% 16.2%
1” e e
Q
PET2 negative PETZ positive PETE negative PETE positive
Strata ~—— All
PET2 DS 1-2-3
PET6 DS 1-2-3 1.00 -
£ 0.751
=
3
S 0.50
a
- 1-y PFS: 84.1% (Cl 95%: 77-91.9)
0.00 -
0 3 6 9 12 15 18
Time (months)

Number at risk
Rusconi C et al, Leuk & Lymphoma 2025 Al 99 98 92 73 52 37 24



bility

PF

Variable Comparison  HR 95% Cl  p-value

PFS survival

Age >fovs<=Boyears 156 037643 0542 u
Strata — PET2 NEG — PET2 POS
B symptoms YesvsNo 1.64 034-79 0535 L]
1.00
—
Extranodal involvement >1vs0-1 186 059591 0293 L]
0.751
Bulky YesvsNo 139 04488 0607 |
0.50 -
0 25 - Hasenclever score >=4vs<4 181 0556.02  0.33 ]
p < 0.0001
0001 _ | | | | | ( PET2 DS PosvsNeg 464 1.47-14.62 0.009 * O ]
0 3 6 9 12 15 18
Time (months)
Number at risk Treatment delay for neutropenia YesvsNo 3.23 0.95-11 0.061 |

PET2NEG 86 86 82 67 47 34 24 T
PET2 POS 13 12 10 5 5 3 0 08 1

Rusconi C et al, Leuk & Lymphoma 2025



GHSG HD21 study design and primary endpoints

HD21 is an international randomized, open-label, phase 3 study of BrECADD versus eBEACOPP in adult patients
< 60 yo with previously untreated, AS-cHL

— ey Acute treatment-related morbidity

PET2pos. 4x patients
® R
11 1 staging PET2neg. 2x ging 100
o " - T =3 v

PET2pos. dx RD, then 90
— g
80
4 ) 70
Co-primary objectives:
P Y obj | - . o ' p<0.0001
— Demonstrate superior tolerability defined by treatment-related morbidity (TRMB) with BrECADD. e 60 0<0.0001
=] .
— Demonstrate non-inferior efficacy of 4-6 x BrECADD compared with 4-6 x BEACOPP determined "; 50
by PFS (NI margin 6%, HR to be excluded 1.69) ©
J = 40
30
escBEACOPP! BrECADD p=0.4555
Dose (mg/m?) Dose (mg/m?) Potential improvement 20
Bleomycin 8 10 - Lung tox 10
Etoposide 1-3 200 150 Hem tox, transfusion frequency 0
Doxorubicin 1 35 40 Anemia, Organ toxicity
Cyclophosphamide 1 1,250 1,250 thrombocytopenia, Grade 23
or infection Grade 24
Vincristine 8 1.4 - Neuropathy
, _ escBEACOPP (%) 52 17
Brentuximab vedotin 1 - 1.8 mg/kg
: BrECADD (%) 31 19
Procarbazine 1-7 100 - Gonadal tox, sAML/MDS
Prednisone 1-14 40 - Weight, bone, infections
Dacarbazine 2-3 - 250
Dexamethasone 1-4 - 40

Borchmann P et al, Lancet 2024



PF5 [months] [%6]

HD21: PFS

100 — |
90 _
20 —
70 _
60 _
50 —
40 —
30 _
20 - Treatment group Time-Point KM Est (99% ClI) HR (99% Cl)
10 eBEACOPP 36 months 92.3% (89.7-94.9) Reference
N BrECADD 36 months 94.9% (92.8-97.1) 0.63 (0.37-1.07)
i Censored
| I I | I I I I
0 b 12 18 24 30 36 42
Time [months]
Number at risk (number censored)
740 (0) 711 (18) 684 (27) 658 (39) 619 (71) 520 (167) 428 (258) 295 (388)
742 (0) 721 (13) 690 (34) 676 (44) 640 (71) 544 (165) 420 (288) 317 (388)

o0 ™ %mw
E 90+ T .—M
™
S 80-
|
o
£ 704
5
M 60+ PET-2 Timepoint Kaplan-Meier estimate (95% Cl) HR (95% Cl)
=4 — Negative DS1-3 48 months 929 (90-4-95-4) 065 (0-39-1.09)
£ gl —PositiveDS4-5 48 months 87.8 (83.4-92.4) Reference
? + Censored
0
i 1 1 | ! I | T |
0 6 12 18 24 30 36 42 48

Number at risk
(number censored)

NegativeDS1-3 430(0) 426(2) 412(7) 399(11) 386(19) 377(27) 345(59) 280(121) 218 (183)
Positive D5 4-5 239(0) 229(4) 219(7) 211(12) 206(15) 200(19) 183(34) 143(72) 106 (107)
B
lll]t_'ll——-nl-u—..._,.,_h“__:_ o .
-‘—*—'H‘ﬂl“l'ﬂ—*—ﬂ‘-“mm
E 90 M
2 80-
2 704
S
w o B0
= PET-2 Timepoint Kaplan-Meier estimate (95% Cl) HR (95% Cl)
.:'._g 50 —— Megative D51-3 48 months  96-8 (95.0-98.5) 0-41 (0-21-0.77)
4+ —— Positive DS 4-5 48 months  90-3 (86-6-94-3) Reference
0
0 6 12 18 1r4 311] 3rE- 4'1 4IE

Number at risk Time (months)

(number censored)
Negative DS 1-3 430(0)
Positive DS 4-5 247 (0)

422 (5)
241 (4)

413 (8) 408(13) 399(20) 382(37) 349(70) 279(139) 209 (208)
231(10) 226(11) 217(13) 206(22) 190(38) 162 (64) 121(104)

Borchmann P et al, Lancet 2024



51826 Study Design

-

N

Stage -V
Hodgkin
lymphoma

\

Newly diagnosed

¥

N-AVD x 6 cycles

Nivolumab 240mg days 1,15°
Doxorubicin, Vinblastine, Dacarbazine days 1,15°

*G-CSF optional

Bv-AVD x 6 cycles

Bv 1.2mg/kg days 1,15

[

e,

Stratification:

* IPS (0-3/4-7)

\

+ Age (12-17/18-60/>60)

« EOT RT intended (Y/N)

J

Doxorubicin, Vinblastine, Dacarbazine days 1,15
*G-CSF required

Primary endpoint: PFS
Secondary endpoints: EFS, OS, EOT CMR rate, PROs

470 pts

EOT RT (30-36 Gy)

(residual FDG-avid lesions)

470 pts

Discontinuation of nivolumab: 46 patients (9.4%).

Discontinuation of brentuximab vedotin: 107 patients
(22.2%).

Dose reduction of brentuximab vedotin: 129 patients
(26.7%).

Dose reduction of nivolumab was not permitted.
Dexrazoxane was administered in 273 patients (28.1%).

Similar use across groups and primarily in adolescent
patients ([79.7%] 12 to <18 years of age)
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Safety

N+AVD, n=483, N (%) BV+AVD, n=473, N (%)

Toxicity

Any grade Grade 23 Anygrade Grade 23

PN
Peripheral sensory neuropathy 138 (29) 6 (1) 262 (55) 37 (8) More neuropathy in
Peripheral motor neuropathy 20 (4) 1 (0) 35 (7) 6 (1) BV+AVD arm
Hematologic
Neutropenia 268 (55) 227 (47) 152 (32) 118 (25) More neutropenia
after N+AVD
Anemia 185 (38) 29 (6) 207 (44) 42 (9)
Thrombocytopenia 48 (10 8 (2 82 (17 15 (3
| yoP (10) (@) () (5) More growth factor
Bone pain 39 (8) 94 (20) BV+AVD arm
Infectious
FN 26 (5) 32 (7) No increased
. infectious toxicity
Sepsis 9 (2) 16 (3) i N+AVD arm
Infections/infestations 22 (9) 36 (8)

AE, adverse event; BV+AVD, brentuximab vedotin, doxorubicin, vinblastine, dacarbazine; FN, febrile neutropenia; G-CSF, granulocyte colony-stimulating factor; N+AVD, nivolumab, doxorubicin, vinblastine, dacarbazine; PN, peripheral neuropathy.
Herrera AF. Presented at the American Society for Clinical Oncology Annual Meeting, 2—6 June 2023, Chicago, IL: Oral presentation LBA4.
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Immune-related AEs

Toxicity N+AVD BV+AVD
n=483 n=473
N (%) N (%)
Any grade Grade 23 Any grade Grade 23
N (%) N (%) N (%) N (%)
ALT increased 156 (32) 22 (5) 194 (41) 22 (5)
AST increased 120 (25) 12 (2) 153 (32) 13 (3)
Rash maculopapular 51 (11) 4 (1) 58 (12) 0 (0)
AHypothyroidism 33 (7) 1 (0) 3 (1) 0 (0)
Rash acneiform 18 (4) 0 (0) 12 (3) 0 (0)
Pneumonitis 10 (2) 2 (0) 15 (3) 10 (2)
Gastritis 10 (2) 3 (1) 8 (2) 0 (0)
Hyperthyroidism 14 (3) 0 (0) 0 (0) 0 (0)
Colitis 5(1) 1(0) 6 (1) 4 (1)

Low rates of Grade 23 irAEs

AE, adverse event; ALT, alanine aminotransferase; AST, aspartate aminotransferase; BV+AVD, brentuximab vedotin, doxorubicin, vinblastine, dacarbazine; irAE, immune-related AE; N+AVD, nivolumab, doxorubicin, vinblastine, dacarbazine.
Herrera AF. Presented at the American Society for Clinical Oncology Annual Meeting, 2—6 June 2023, Chicago, IL: Oral presentation LBA4.

RESEARCH
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SWOG 1826 trial: N+AVD improves PFS compared with Y SWOG
BV+AVD

| o -
1 year PFS \{VGS 93 Yo Wlth N+AVD 92% VS 83% @ 23 months
compared with 867 with BV+AVD PFS benefit consistent across subgroups
100- 94%
f N+AVD N+AVD BV+AVD o
801 HR 0.48 86% BV+AVD Subgroup  Events/N (%) Events/N (%) HR (95% Cl) P-value
L2 B0 Age, years | |
= 12—17 6/120 (5.0) 12/117 (10.3)  0.48 (0.18-1.27) | 8 | 0.140
T 18—60 19/323 (5.9) 32/323(9.9)  0.56 (0.32—-0.98) — 0.042
o 40 One-sided log-rank P=0.0005 >60 5/46 (10.9) 14/47 (29.8)  0.27 (0.10-0.76) | : | 0.013
HR=0.48, 99% CI (0.27—0.87) PS
20-
’ Median FU: 12.1 months 0—3 20/331 (6.0) 36/330 (10.9) 0.53 (0.31-0.91) i 0.023
| | | | | | | | 4—7 10/158 (6.3)  22/157 (14.0)  0.40 (0.19-0.84) | . | 0.015
0 12 24 36 48 Stage
No. at risk: Months after randomization Il 11/187 (5.9)  15/167 (9.0)  0.58 (0.27—1.27) ——8—1 0.176
BV+AVD 487 359 218 130 71 21 5 0 0 \Y 19/301 (6.3)  43/317 (13.6)  0.44 (0.26-0.75) —— 0.003
N+AVD 489 384 244 148 77 30 ) 0 0 S t
ymptoms
A 10/202 (5.0) 24/210 (11.4)  0.41(0.20, 0.86) | i | 0.017
N 1-year 95% Cl B 20/286 (7.0)  34/274 (12.4)  0.52(0.30, 0.90) —— 0.020
estimate | | |
BV+AVD 487 58 86% (82—90) 025 05 1 1.5
N+AVD 489 30 94% (91—96) HR less than 1 favors N+AVD

Herrera AF et al, NEJIM 2024



Nivo-AVD vs BV-AVD: the adults

PES In patients ages 18- 60 Y

100% it
80%
60%
- 2-Year
At Risk Failed Estimate
40% — EV-AVD 318 43 86%
MN-AVD 321 27 2%
20% —
. ( 66% of ITT population)
0% I I T | | | 1 I [ I
0 12 24 36 48 &0

Months After Randomization

SWOG1826 and adults: no survival differences, waiting for longer follow-up?



Event/ N (%)

Subgroup A+AVD ABVD Hazard ratio (95% Cl)
Overall 117/664 (17.6) 146/670 (21.8 —a—{ 0.77 (0.60-0.98
Age <60 years 93/580 (16.0) 117/568 (20.6) 0.73(0.56-0.96
AEE Eﬁﬂ{rears 24/84  (28.6 ZQI{{IZ 28.4 <'|—-—|> 1.01(0.59-1.73
Age<d5years 70/451 (15.5) 83/423 (19.6 . 0.7310.53-1.01
Age 245 years 47/213 (22.1) 63/247 (25.5 —a 0.86(0.59-1.26
Regjon: Ameyicas | 41/261 (15.7) 58/262 (22.1 —— 0.65(0.44-0.97
Regjon: North America 38/250 (15.2) 577247 (23.1 —— 0.601(0.39-0.90
Region: Europe 62/333 (18.6) 74/336 (22.0 0.8310.59-1.17
Region: Asia 14/70 (20.0) 14/72 (194 0.91(0.43-1.93
IP5: (-1 22/141 (15.6) 25/141 (17.7 f——t— 0.83(0.47-1.48
IPS:2-3 57/354 (16.1) 68/351 (19.4 0.7910.56-1.13
IPS: 4-7 38/169 (22.5) 53/178 (29.8 C —a— 0.70(0.46-1.07
Stagelll 40/237 (16.9) 43/246 (17.5 0.92(0.60-1.42
StagelV 77825 (18.1) 102/421 (24.2) C F— 0.71(0.53-0.96
B symptoms: Present 77/399 (19.3) 94/381 (24.7 —— 0.74{0.55-1.01
B symptoms: Absent 40/265 (15.1) 52/289 (18.0 —r— 0.79{0.52-1.20
Extranodalsites:0 40/217 (18.4) 39/228 (171 1.04{0.67-1.62
Extranodalsites:1 36/217 (16.6) 45/223 (20.2 0.75(0.48-1.16

sites. »1 39/194 (20.1) 57/193 (29.5 e 0.67(0.44-1.00
Gender: Male 64/378 (16.9) 00/398 (22.6 —— 0.71(0.51-0.97
Gender: Female 53/286 (18.5) 56/272 (20.6 —— 0.86(0.59-1.26

0.1

Connors JM et al, NEJM 2017

‘ " Hazard ratio
" Favors A+AVD

-
Favors ABVD

Probability of PFS

1.0

0.8

0.8 =

0.4 -

02—

0=
0

Numbser of patients at risk:
A+ANT

The elderly and the ECHELON-1

186 pts (14%) age = 60 ys

HR: 0620 (95% CI: 04941 362)

Log-rank test P-value: 0.443

Patients aged 260 years ?::;T ;S;"'ﬂ[;] NMumber of events: A+AVD, 25: ABVD, 37
~ H-year PFS per [NV, &ri 618 — A+ANVD o Censored
% (95% Cl) (5.1-765)  (508-707) __ spvD o Censored

i
102

T [ ) 1 1 [ [ [ 1 1 I I
4 30 3@ 42 48 oS4 60 BB 72 /B4 8O0

Time from randomization (months)

a6 ] 574 45 473 a0 33 23 14 < 0 0
GE £ 62 62 =¥ 51 42 23 a8 1 0 0

Evens A et al, Haematologica 2021



BREVITY trial

Bv x 2

T » AVD x3 T » AVD x3 T » Bvx4 T

ORR 82% ORR 98% ORR 95% ORR 95%
(18 of 22) (41 of 42) (40 of 42) (40 of 42)
CR 36% CR 76% CR 90% CR 93%
(8 of 22) (32 of 42) (38 of 42) (39 of 42)

100

75
=
v 50
L
(I
25
0 12 24 36 48
Time (months)
Mo. at risk 48 35 20 8 0

=
o 50 -
& HR, 1.19; 95% Cl, 1.00 10 1.20; P < .001
25 -
e CIRS-G low
CIRS-G high
| 1} 1 1 4
0 12 24 36 48
Time (months)
CIRS-Glow 30 28 18 7 0
CIRS-G high 14 5 2 1 0

IADL Bl o e

75 - HR, 16.11; 95% C1, 3.02 to 85.85; P = .001

50

PFS (%) l

25 -
wdeen No |ADL loss
« IADL loss
1 1] | ] 1]
0 12 24 36 48
Time (months)
No IADL loss 36 28 18 7 0
IADLloss 6 3 1 1 0

Sequential Bv-AVD: well tolerated and
effective; geriatric based measures are
strongly associated with survival

Evens AM et al, JCO 2018



PFS in patients older than 60 Y

100% —L._\:l_1
| 1 1 |
. L
l_l_l L AL
BO% — Ll'w I_|_. | .
] 1_I Ll
| I Ll L
BO% = ll
- 1l 1 1 |
40% =
2-fear
. At Risk Failed Eztimate
BW-AVD 37 |7 05 %
20% = MN-AWT 48 ry B8%a
- ( 10% of ITT popul:
G% i | | | T | T |
0 12 2d 36 45

Months After Randomization

Key adverse events in = 15% of older patients

N-AVD Bv-AVD

Peripheral sensory neuropathy

Nausea

Anemia

Neutrophil count decreased . .,

Diarrhea 26 $%¢ ’
Anorexia
Weight loss
Dysgeusia
Sepsis

Febrile neutropenia

SWOG1826 and the elderly (fit and satisfying inclusion criteria): superior PFS and OS mainly
due to higher toxicity and non-relapse mortality in the standard arm =2 nivo-AVD as the

potential new standard in this population

Herrera AF et al, NEJIM 2024
Rutherford SC et al, ISHL 2024



Advanced stage cHL beyond ABVD

* 18-60 years:
» stage Il (and 1I1B) ABVD iPET adapted (RATHL)
* Stage IV ineligible to bleomycine: BV-AVD (ECHELON-1)
Waiting for BrECADD!
Waiting for nivo-AVD?

* Elderly > 60 years and FIT:
» stage Ill (and 1IB) A(B)VD
» Stage IV ineligible to bleomycine: BV-AVD sequential (Brevity Trial)
Waiting for nivo-AVD!

* Frail patients:
* Unmet need, polychemotherapy whenever possibile at personalized dose



Optimizing tools for treatment personalization: non-invasive genomic profiling

Group B Group C Group A

ﬁ%ﬁk I‘I'l_r'l__ﬂ'-lTrTl ﬂﬁm—hrmﬂ-ﬁﬁl'm-mﬁm Gene

9p24.1
(PD-L1/PD-L2),
2p16.1,
other CNVs
CHL
Oncogenic
pathways
TNFAIP3,
G, = 6q23.3
' Call cycle - . =
regulation Q‘ P
s L ”
NFxB) . NABsignaling ,’ - ® .
© - . . ” ) -
» o |FN signaling & =
MHC-I antigen :
P processing and
prasentation

W

Zvalua
e b
Aioneo

Inflammatory immune escapa HL
Wirally-driven HL
Oncogene-driven HL

e e

00 :xJ, % .

EBV/HHVE

= () - . i3
L) - - MY
- | K0k
‘“. Paat
. .. /.'

100 |
75 |
=
o 50
L
o
25 |

Mumber at risk:

Virally-driven HL

’H‘ B symptoms

20k Mutational burden 4

TME: Group B

B calls, Ty, oo 4

(leonﬂl.

1 B symptoms

Loo0x Mutational burden

of classical HL

= Inflammatory immune escape HL Virally-driven HL —+- Oncogene-driven HL

L e e e e e e e e e i e e

3-year PFS 86.4% v92.7% v 97.1%
P=.0310 (inflammatory immune escape HL v oncogene-driven HL)
0 6 12 18 24 30 36 42 48 b4 60
Time (months)
453 423 361 357 336 310 310 243 199 133 0
318 318 314 292 292 292 266 221 133 22 0
T

Progression free survival probability (%)

Heger JM et al, JCO 2024

WGD-
M \WGD+

24.1%

cHL

100
a0 e
I H — ——i | t t t
60
40
30-mo PF5=83.0%
30-mo PF5=63.9%
20
— WGD- HR  95%Cl o
— WGD+ 2408 1.261-4597 0.005974
0
0 12 24 36 48 &0 72
Months from therapy
— 169 134 96 50 35 14 0
— 45 23 17 11 7 2 0

Pirosa MC et al, Blood 2025
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What do we call “advanced stage”?

Stage (Ann Arbor)

Risk factors

IA, 1B, lIA

IIB

lHIA, 11IB

None

> 3 nodal sites

Elevated ESR

Mediastinal bulk

Extranodal sites

Early favorable

IVA, IVB

Engert A, ISHL 2017



Beyond Hasenclever score

Total metabolic tumor volume Circulating tumor DNA

— TMTV<147cm” +iPET2 negative I I

P
-

=== TMTV>147cm’ +iPET2 negative
—=—= TMTV<147cm’ +iPET2 positive
—= TMTV>147cm? +iPET2 positive

80 — 1 R 3 e e B P G LT
i

-
-

Survival probability (%)E
S
|
)
_;—','.
¢
J
:

ctDNA concentration (ng per ml plasma)

i
40 — e
i
1 OISR wa—
20 —
p < 0.0001
O —
T v T Y T = | d T LA | Y T
O 12 24 36 &8 60 72 &84
Time (months)
Number at risk
TMTV<147cm’ +iPET2 negative 199 195 193 178 137 79 14 0
TMTV>147cm’® +iPET2 negative 38 34 31 27 17 13 4 0
TMTV<147em? +iPET2 positive 13 10 10 9 7 2 1 O CR rEI,a SE,‘F
TMTV>147cm” +iPET2 positive 8 3 2 2 O 0 0 0 p

progression

Cottereau AS et al, Blood 2018 Buedts L et al, Blood Adv 2021
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