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GHSG Stadieneinteilung des Hodgkin Lymphoms

Stadium (Ann Arbor)

IA, IB, IIA B A B, IVA, IVB
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2 3 befallene
LK-Areale ortae
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groRer
Mediastinaltumor

Risikofaktoren

extranodaler Befall

Risikofaktoren gemall GHSG sind:

« Befall von 3 oder mehr Lymphknotenarealen (s. Abbildung 2)

« hohe BSG (in der ersten Stunde; 250mm ohne B-Symptome, 230mm mit B-Symptomen)

« grofer Mediastinaltumor (21/3 des maximalen Thorax-Querdurchmessers in der konventionellen Réntgenaufnahme des Thorax)
« E-Befall

Quelle: Onkopedia Guideline Hodgkin Lymphom Mai 2023



BEACOPPesk oder BV-AVD?
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Studien zur PET und altersbasierten Strategie

e GITIL/FIL HD 0607 (Gallamini et al JCO 2011, Gallamini et al JCO 2018)

e RATHL Trial (Johnson et al NEJM 2016, Russel et al Ann Hematol 2021)

« SWOG S0816 (Press et al JCO 2016, Stephens et al Blood 2019)

« HD18 (Borchmann et al Lancet 2017, Kreissl et al Lancet Haematol 2021)

 AHL2011 (Casasnovas et al Lancet Oncol 2019, Casasnovas JCO 2022)



PFS flr PET2 positive Patienten nach 2 Zyklen ABVD
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Gallamini et al JCO 2018 doi: 10.1200/JC0.2017.75.2543
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R‘ \ | H I_ A Progression-free Survival among Patients with Negative PET Findings
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Stephens et al Blood 2019 doi: 10.1182/blood.2019000719
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AHL2011

e N=823, 18 — 60 Jahre

e Rando. Standardarm vs. PET
gesteuert

* In beiden Armen Beginn mit 2 x
BEACOPPesk

 Im Standard Arm: 4 x
BEACOPPesk

* Im Experimentellen Arm
»PET2 + : 4 x BEACOPPesk
»PET2 -: 4 x ABVD

Casanovas et al JCO doi: 10.1200/JC0.21.01777
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Kreissl et al Lancet Haematol 2021 DOI: 10.1016/52352-3026(21)00101-0
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HD18: Wie sieht das PFS aus, wenn DS3 auch
als negativ gewertet wird

1.0 4
° e -
o o] T ——
L 1 .
= 0.8 - '
= & g8
2 0.7 =
= 0. E 0.7
- S 04
_E 0.5 g 05 %00
S 0.4 yaar extimato [95%-C1 "E N 05 1.3 ad Eﬁtﬁg[ﬁﬁﬁl
o e S & 0.4 - - . to 98,
Doz Ds12 moammswiow 8 ]osd wmmwwmn
DOs 3 95.9% |92 2% to P0.L%] @ 03 Diffcronca ££6%[-115% 1o -1.4%]
E 024 D54 B7 6% [E3.0% to 97 3%] E‘ 0.z -
01 0q | M e 227113510 184] p - 0.002
0.0 4 Medan obsarvation time 37 months I:]-:III- Mediar absarvation time 37 months
1 1 1 1 1 T T T 1 1
0 12 24 35 48 D 12 24 36 48
Time [months] Time [manths]
Fix == rmi Pi=. at risk
ML 194 165 113 &0 434 435 75 285 144
S 2an b - o 234 3 160 W7 &3
23 203 180 107 %

Kobe et al Blood 2018 doi: DOI: 10.1182/blood-2018-05-852129
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Vorbehalte BEACOPPeskaliert

e Zu viel Toxizititat? CAVE Alter!
e Zu starke Beeintrachtigung der Fruchtbarkeit?
* Zu viele Zweittumorerkrankungen?

* Fiir viele Patienten Uberbehandlung?



Studie zu BV-AVD: ECHELON-1

(Connors et al NEJM 2018, Straus et al Blood 2020,Straus et al Lancet Haemtaol 2021)

* N=1334

* Hinzunahme von Brentuximab zu einem A(B)VD Backbone im
Experimentellen Arm vs. ABVD im Standardarm

e Patienten > 18 Jahre (also auch Patienten > 60 Jahre)
* PET nach 2 Zyklen — aber ohne Veranderung der Therapiestrategie
» (bei Lugano/Deauville Score 5 war optional ein Therapieswitch erlaubt)
* Fixe Anzahl der Zyklen —insgesamt 6
* Verwendung von mPFS als Primarer Endpunkt



Moditied PFS in ECHELON-1

B Modified Progression-free Survival as Assessed by Investigator
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Studie zu BV-AVD: ECHELON-1
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PES fUr PET2+ Patienten im Vergleich
T —

GITL/FL HDO607 BEACOPPesc

R-BEACOPPesc 72

57.0% (95%Cl 45.0% - 68.0%)
63.0% (95%Cl 50.0% - 74.0%

RATHL 2xABVD + BEACOPPesc 172 67.5% (95%CI 59.7 — 72.9)
SWOG S0816 2xABVD+ 61(49) NA 66.0% (95%Cl 52.0 — 76.0)
AHL2011. Standardarm 49 NA 73.5% (95%CIl 58.7 — 83.6)
PET-guided-Arm 51 NA 68.2% (95%Cl 53.4 — 79.2)
HD18 8xBEACOPPesc 217 91.4% (CI95% 87.0 - 95.7) 89.9% (95%CI 85.7 — 94.1)
8x-R- 217 93.0% (CI195% 89.4— 96.6) 87.7% (95%Cl 83.1 — 92.4)
BEACOPPesc 506 NA 90.1% (95%Cl 87.2 — 92.9)
6XBEACOPPesc 115 90.5% (CI95% 84.4 — 96.6) NA
8x BEACOPPesc (DS4) 120 91.0% (CI95% 85.7 — 96.4) NA
8x R-BEAFCOPPesc (DS4) 236 87.6% (C195% 83.0 — 93.3) 85.6% (95%Cl 80.8 — 90.5)
6x BEACOPPesc (DS4)
ECHELON-1. A-AVD 47 67.7% (CI95% 53.8 — 78.3) 60,6% (95%Cl 46.4 — 75.9)
ABVD 58 51.5% (CI95% 38.2 — 63.4) 45.9% (95%Cl 32.7 — 58.2)



ECHELON-1:
PES im Subgruppenvergleich

A+AVD group ABVD group HE [95% CI) pvalue
Mumberof  Progression-free sur%al_ Mumber of Progression-free survival
patients (95% CI) patients (95% CI)
All-patient analyses
&ll patients b4 B2:2% (79-0-85.0) G770 75-3% (71-7-78-5) 0-68 (0-53-0-87) 0-0017
PET-2-negative patients ] B4-9% (B1.7-87-6) L7l 789% (75-2-821) 056 (0-50-0-88) 0-0035
PET-2-paositive patients 47 Bo-6% (45-0-73-1) L 459% (327587 0-70 (0-39-1-26) 0-23
Fatients <60 years
&ll patients L0 £4-3% (B1-0-87-1) 568 77-8% (74-0-81.1) 0-67 (0-51-0-88) 0-0034
PET-2-megative patients 521 BT e R Rl il A B e ST Bl 0-68 (0-459-0-93) 0-014
PET-2-paositive patients 42 631% (46-4-75-9) 50 459-3% (34-7-62-3) 0-70 (0-37-1-33) 0-2
Fatients =60 years
&ll patients g4 E7-1% (55-1-76-5) 102 61-6% (50-9-70-7) 0-82 (0-49-1-36) 0-44
PET-2-negative patients 67 71-9% (59-0-81-3) B B4-9% (53-5-74-2) 0-72 (0-40-1-29) 0-27
PET-2-paositive patients 5 J0-0% [5-2-75-3) B 250% (37-55-8) 3-92 (0-23-3-73) 391
P WErE ated with & kg-rank LESE L0 COMPARe PrOgression -Tree sunin & FEALITIEAT QROURS. +AULH i & 8 LS wesre: arn 4
Cow's proportional hazard regression model with treatment as the explanatory variable in the model. The all-patient anshyies were stratifed by region and IPS risk groug;
subgroup analyses were unstratified. A=AVD=brentuximab vedotin in combination with dewarubicin, vinblastine, and dacarbazine. ABVD=doxorubicin, bleomycin,
winblastine, ard dacarbarine. HR=hazard ratio. PET-2=PET scan after bwo cycles of therapy. IPS=Intemnational Prognostic Soore.
Table 2: Progression-free survival per investigator assessment at § years by PET-2 status and age in the intention-to-treat population

Straus et al Lancet Haemtaol 2021



BV-AVD und ABVD beim alteren Patienten

Patients” Characteristics and BV-AVD BV-AVD ABVD
Outcomes (Sequential Regimen) [94] (Concomitant Regimen) [93] Comparator [93]
Patients (N) 48 84 102
Age [years, median (range)] 69 (60-88) 68 (60-82) 66 (60-83)
ECOGPS > 12 19% 12% 10%:
Ann Arbor Stage
II 19% 0% {15
11 I7% 3% 34%
v 44% 61% Ba%
Efficacy
Response to BV x 2 [ORR (CR)] 82% (36%) NA NA
Interim PET positive 24% (10/42 pts) 200 18%:
EoT PET-negative 90% (38/42 pts) 71% Td4%
2-year PF5 B T0.3%* 714% *
5-year PF5 MNA 67.1% 61.6%
2-year OS5 93% MNA MNA
Toxicity
TEM 2% 3.6% 5.1%
Meutropenia, grade > 3 4% 70% 59%
Febrile neutropenia, grade > 3 8% 37% 17%
Peripheral neuropathy
any grade MNA 65% 430,
grade = 3 4% 18% 3%
grade 2 27% 37% 16%
resolution 69% 80% 83%
Pulmonary toxicity, any grade NA 2% 13%

ECOG: Eastern Coopetative Oncology Group, BV: Brentuximab Vedotin, PET: positron emission tomography,
PF3: progression-free survival, O5: overall survival, TRM: treatment-related mortality, ORR: overall response rate,
CR: complete response, EoT: end of treatment, NA: not available, ABVD: Doxorubicin, Bleomyein, Vinblastine,
Dacarbazine AVD: Doxorubicin, Vinblastine, Dacarbazine. * modified progression-free survival (modified PFS).

Vassilakopoulos et al Int J Mol Sci 2023 DOI: 10.3390/ijms241713187



3-Year 3-Year 3-Year 3-Year 0S 3-Year Cum. TRM, Grade HI/IV

N PFS All, % PFS Stage IV, % 0S All, % Stage I/IV, % Incidence SN, % % AEs, %
HD18  PET-positive, 6x eBFACOPP 506 920 922 a8.0 98.0 4.1 0 95.2
PET-negative, 4x eBEACOPP 501 948 946 98.7 985 16 0 914
All tfull ITT, 4-8x eBEACOPP)® 2073 923 922 9.9 96.8 28 0.8 94.5
SN After
3-Year 3-Year 3-Year 3-Year 0S 41 Months  TRM, Grade WV
N PFSANL % PFSStage AV, % 0S AllL % Stage WV, % MOT, % % AEs, %
RATHL PET-positive, 2x ABVD +4x 172 675 639 878 878 1.7 23" >80-83 (information
eBEACOPP or +6x BEACOPP-14 for cycles 3-8 only)
PET-negative, 2x ABVD+4x AVD 465 84.4 82.1 976 97.8 24 0  >65 (information
for cycles 3-6 only)
Al eligible patients (2x ABVD+4x 1203 826 798 958 946 24 0.7° >64 (information
ABVD, AVD, eBEACOPP, or 6x for cycles 1-2 only)
BEACOPP-14, respectively)
2-Year mPFS 2-Year 0S 6J. cum. TRM, Grade AV
N Stage WV, % Stage WV, % | Inzdienz SN% % AEs, %
E-1° BV+AVD 664 82.1° %6 3,6 1.2° 83
ABVD 670 772 949 4,6 1.0° 66

ABVD = daxorubicin, bleomycin, vinbiastine, and dacarbazine, AE = adverse event, AVD = doxonubicn, wiblastine, and dacarbaaine, BY = brentusamab vedotin, HL = Hodgikin lymphoma, TT = intention-to-treat,
MPFS =modified progression-free survival, 0S =overall sundval, PET =positron emssion tlomography, PFS=progression-free survival, TRM = treatment-related mortality.

*Includes patients treated with 8x (Ritudmab + JeBEACOPP.

"Includes pts > 60 years.

“Only 2-year data availabie.

“mPFS includes additional fallure events as compared with PFS. Borchmann et al 2018 HemaSphere2(3):e52,.



Sekundare Neoplasien in HD18 im 5 Jahres Update
PET negative Gruppe

PET- I-negative cohort, pre-amendment: PET- Z-negative cohort, post-amendment PET-1-negative cobort, combined

Ecpdes of (BEACDOFP 4 opcles of eBEALOPF & gedesof eBEALDPP 4 opcles of eBEACOPF B or b oycles of eBEACOPP 4 opcles of (EEALDPP

(n=28E) n=285) (=216} (=216} (n=504) {m=501)
Any event 14 (5%) 12 (4%) 7 (3%) 6 3%) 21 (4] 18 (4%)
Acute mmpedoid leukaemia or 7 (2% 1<) 2 (1=) 1(<1m) 9 (2w%) 2 (<]lm)
mryelody splastic s ndrome
Non- Hodgkin ymphoma 3 (1m) G [ 2) 2 (1) (1= 5 (1) E(2w)
Salid tumour G (2m) 5(w) 3 (1) (1= B(1w) E(2%)

Ciata ave median [#0R] or (%) PET-2=PET scan after bwo opcles of chemothe rapy. eS8 EALDPP=bisormyrin, etoposide, dososnibicin, opclophosphamide, sincristine, procartaring and prednisone in escalsted
dicses. HS( T=haematopoietic stem-cell tansplantaton. *Inchuding damfioea (ne 1} and non- treatment- related infection (n=1).

Kreissl et al Lancet Haematol 2021 DOI: 10.1016/S2352-3026(21)00101-0



https://doi.org/10.1016/s2352-3026(21)00101-0

Sekundare Neoplasien in HD18 im 5 Jahres Update
PET positive Gruppe

PET.2.postive cohort pre amendment PET- 1.postwe cohort
post-amendment

E ogrdes of eBEACOPP B cydes of muxomab & cypdes of eBEACOPP
[(n=21T) plus eBEACOPP (n=217)  [n=506)

5econd pnmary maligrant neoplasms

Any acent 12 (6%) 8 (4=) 22 (4%

Arute mydoid levkaemia or G [2%) 4 [2%) 51

miyelody splastic syndrome

Man- Hodglon iy mphoma 3 (1% 2 [1%) E[2%)

Solid tmaoaur b [3%] 2 [1%] O [2%)

Kreissl et al Lancet Haematol 2021 DOI: 10.1016/S2352-3026(21)00101-0



https://doi.org/10.1016/s2352-3026(21)00101-0

PNP in ECHELON-1

Table $11. Summary of Outcomes in Patients with Treatment-Emergent Peripheral

Meuropathy (Safety Population)

Patients with treatment-emergent PN A+AVD ABVD
(n=443) {(n=286)
Patients with resolutionfimprovement of PN events at last 379 (85.6) 249 (87.1)
follow-up — n (%)
Resolution*® 318 (71.8) 227 (79.4)
Improvement? 61 (13.8) 22 (7.7)
Median time to resolution of PN events (range) — weeks (© :chE[]IElE} (0 :nﬂ;]-l:]}
Median time to improvement of PN events (range) — 42.0 72.5
weeks (2 to 182) (15 to 142)
Safety population ;:::2] {‘:EE:[;}
Patients with ongoing PN events at last follow-up — n (%) 125 (18.9) 59 (9.0)
Grade 1 71(10.7) 39 (5.9)
Grade 2 38 (5.7) 16 (2.4)
Grade 3* 15(2.3) 4 (0.6)
Grade 4+ 1(0.2) 0

*Resolution was defined as resolvedrecoverad with or without seq ﬁelﬂe; or return to baseline or

lower severity as of the latest assessment for pre-existing events.

Improvement was defined as resolution or a decrease by at least one grade from the worst grade
with no higher grade thereafter. Time to improvement was defined from the cnset date of the
maximum grade to the first onset date that the toxicity grade was below maximum grade with no

higher grade thereafter.

Ansell et al NEJM 2022 DOI: 10.1056/NEJM0a2206125






HD21 BreCADD

Drug Day BEACOPP! BrECADD Potential improvement
Dose (mg/m?) Dose (mg/m?)

Bleomycin 8 10 - lung tox

Etoposide 1-3 200 150 hem tox, transfusion frequency

Doxorubicin 1 35 40

Cyclophosphamide 1

Vincristine 8 neuropathy

Brentuximab vedotin 1

Procarbazine 1-7 100 gonadal tox, sSAML/MDS
Prednisone 1-14 40 weight, bone, infections
Dacarbazine 2-3 -
Dexamethasone 1-4 -

Borchmann et al Hematological Oncology, 41: 881-882. Lugano 2023



GHSG HD21 study design and primary endpoint

Newly diagnosed cHL, advanced stages®, 18-60 y
randomisation

2 x eBEACOPP 2 x BrECADD

PET2/CT Staging

PET2 neg. PET2 pos. PET2 neg. PET2 pos.
2X 4x 2X ax
eBEACOPP eBEACOPP BrECADD BrECADD

EOT PET-positive RD consolidative radiotherapy,
PET-negative FU

* Includes stage IIB with RF LMM or ED, and stage ll and IV

Co-primary endpoint:
1. superiority for treatment related morbidity AND

2. non-inferiority for efficacy

=

superiority for treatment related morbidity (TRMB)

»  Acute non-hematological organ toxicity of CTCAE
grade3 or4

»  Acute hematological toxicity: grade 4 anemia,
grade 4 thrombocytopenia, and grade 4 infections

»  during primary chemotherapy up to 12m

Borchmann et al Hematological Oncology, 41: 881-882. Lugano 2023



GHSG HD21 demographics and patient characteristics (ITT-PFS)

ITT-PFS
eBEACOPP  BreECADD
Stratification factors for N=740 N=742
randomization
N [%] NN [%]
Location of recruitment

Europe 682 (92) 684 (92)
AU, NZ 58 (8) 58 (8)
Sex female 326 (44) 330 (44)
male 414 (56) 412 (56)
Age < 45 577 (78) 587 (79)
>= 45 163 (22) 155 (21)
IPS <3 399 (54) 391 (53)
>=3 341 (46) 351 (47)

eBEACOPP and BrECADD cohorts were also
well balanced for:

— Median age: 34 y [18-61] vs 34 y [18-61]

— ECOG PS 0: 70% vs 68%

— B-Symptoms: 67% vs 68%

— Ann-Arbor stage: 11B 16% and Ill/IV 84% each
— Histology: 48% vs 53% with subtype nodular

sclerosis

Borchmann et al Hematological Oncology, 41: 881-882. Lugano 2023



GHSG HD21 primary safety endpoint TRMB analyses results

100
90
80
70
9 60 P<0.0001
[ 50
4
©
= 40
30
20
10
0 :
Anemia
thrombocytopenia
orinfection Grade 4
or higher
BEACOPP (%) 52
BrECADD (%) 31

:'::': GHSG GHSG HD21

P<0.0001
P=0.4555
Organtoxicity Grade
3 or higher TR
17 59
19 42

Primary efficacy endpoint: Interim analysis

Per-protocol analysis of TRMB®
C-Rel-Risk of BrECADD =
0.70; 95%-Cl = 0.63 —0.78; p < 0.0001

ITT-analysis of ,explicitly treatment
related” TRMB*®, C-Rel-Risk of BrECADD =
0.71; 95%-Cl = 0.64 — 0.80; p < 0.0001

ITT-analysis of TRMB®
C-Rel-Risk of BrECADD =
0.72; 95%-Cl = 0.65 - 0.79; p < 0.0001

*Events excluded if not at least ,possibly
related” to study treatment (local investigator)
°* TRMB-Incidence: ITT-TRMB: 50.5%; ITT-
TRMB2: 48.4%; PP-TRMB: 50.8%

June 2023



GHSG HD21 clinical implications of observed differences

Toxicity eBEACOPP (%) BrECADD (%) BEACOPP (%) BIECADD (%)
red cell transfusion* 53 24 55
platelet transfusion* 34 17
45
eBEACOPP (%) BrECADD (%)
Sensory PNP 35
All grades 49 38
Grade 2 14 6 2
Grade 3 2 1 15
eBEACOPP (%) BrECADD (%) .
Treatment related mortality <1% 0% et rantoasion por et o -
5

*pts with at least one transfusion

Borchmann et al Hematological Oncology, 41: 881-882. Lugano 2023



GHSG HD21 gonadal dysfunction determined by FSH (U/I)

female patients (18-39) per arm

male patients (18-49) per arm

BEACOPP (N=326)

BrECADD (N=331)

BrECADD (N=417)

N
(min
FU12 m)

N

145

Mean

27,2 U/l

N

149

Mean

13,4 U/

N
(min
FU12 m)

BEACOPP (N=418)
N Mean
189 20,5 U/l

N

178

Mean

11,9 U/I

FSH documented in:

FSH normal values (cycle dependent):
1,7-21,5U/I

58 % in BEACOPP and 57 % in BrECADD

FSH normal values:

FSH: 1.5-12.4 U/l

FSH was documented in:

45 % in BEACOPP and 45 % in BrECADD




PFS [months] [%)]

HD21 PFS events and Kaplan Meyer analysis

100 | [
a0 | et +
a0 | eBEACOPP N=740 | BrECADD N=742
70 ] n % n %
6o 3-year-Estimate (95 % -Cl) Progression/Relapse 55| 7.4 32| 43
o | ITT 93.7% (92.4 - 95.0) Progression 14| 1.9 5/ 0.7
“ BEACOPP 92.3% (90.3 —94.3) Early Relapse, FU <= 1 year 23| 31 11| 15
10 BreCADD 94.9% (93'5 . 96'?) Late Relapse, FU > 1 year 18 2.4 16 2.2
20 100 PFS events Death without previous PRO or REL 6 0.9 7 0.9
0 4 d BEACOPP PFS events, total 61| 84 39| 53
o .| * Censore . Ao
0 6 12 18
® BRECADD NEUER GHSG

Mumber at risk (number censored)

740 (0)
742 (0)

711 (18) 684 (27) 658 (39)

721 (13) 690 (34) 676 (44)

STANDARD

Borchmann et al Hematological Oncology, 41: 881-882. Lugano 2023
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SWOG S1826, a Randomized Study of
Nivolumab(N)-AVD Versus Brentuximab
Vedotin(Bv)-AVD in Advanced Stage
Classic Hodgkin Lymphoma (cHL)

Alex F. Herrera, MD', Michael L. LeBlanc, PhD?, Sharon M. Castellino, MD, MSc3, Hongli Li, MS?, Sarah C. Rutherford,
MD?, Andrew M Evens, DO, MSc®, Kelly Davison, MD®, Angela Punnett, MD’, David C. Hodgson, MD, MPH, FRCPC?,
Susan K Parsons, MD, MRP®, Sairah Ahmed, MD'°, Carla Casulo, MD"', Nancy L. Bartlett, MD?, Joo Y. Song, MD'3,

Richard F. Little™, Brad S. Kahl, MD?, John P. Leonard, MD?, Sonali M. Smith, MD'>, Kara M. Kelly, MD'®, and
Jonathan W. Friedberg, MD, MSSc'

'City of Hope, Duarte, CA. 2SWOG Statistical Center. Fred Hutchinson Cancer Center, Seattle. WA, SEmory University, Aflac Cancer and Biood Disorders Center, Children’s Healthcare of

Atlanta, Atlanta, GA, ‘Weill Cornell Medicine-New York Presbyterian Hospital, New York. NY, “Rutgers Cancer Institute of New Jersey, New Brunswick, NJ, "McGill University, Montreal, QC,

Canada, "Hospital for Sick Children, Toronto, ON, Canada, “Department of Radiation Oncology. Princess Margaret Cancer Centre, University Health Network, Toronto, ON, Canada, *Tufts

Medical Center, Tufts University School of Medicine, Boston, MA, '* University of Texas M.D, Anderson Cancer Center, Houston, TX, 'Division of Hematology/Oncology, University of

Rochestsr, Rochester, NY ""Division of Medical Oncolegy and Hematology, Princess Margarst Cancer Centrs, Toronto, ON, Canada, ""Washington University School of Medicine in St. Louls,

St. Louis, MO, "*Department of Patholegy, City of Hope. CA **Cancer Therapy Evaluation Program, National Cancer Institute, Bethesda, MD ** Department of Oncology, University of Chicago.,
Chicago, IL, "“Department of Pediatric Oncology, Roswell Park Comprehensive Cancer Center, Buffalo, NY
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S1826 Study Design

N-AVD x 6 cycles

Nivolumab 240mg days 1,15 470 pts

R Doxorubicin, Vinblastine, Dacarbazine days 1,15
' ™ A *G-CSF optional
Newly diagnosed N fmmm e mmmmmmeemeeoooooooo o
Stage llI-IV D i EOT RT
Hodgkin 0 ISt PRSI lesions).
lymphoma M
_ ) . Bv-AVD x 6.cycles
Z Bv 1.2mg/kg days 1,15
E Doxorubicin, Vinblastine, Dacarbazine days 1,15" [EIAdYS

*G-CSF required

Stratification:
- » Age (12-17/18-60/>60) p
. EOT RT intended (YN) Primary endpoint: PFS

Assume 84% 2-year PFS for BV-AVD, 90% 2-year PFS in N-AVD, final
analysis @ 179 events

Y . ~ I Nivolumab Imgikg for ages < 17, max 240mg " AMIBICAN SOCHTY OF
s )t Y A - e
2023 ASCO m eeesonico ov Alex F. Herrera, MD b Conventional doses of AVD: Stephens DM et al Blood 2019, Ansell SM et al NEJM 2022 ASCO CLINICAL ONCOLOGY
Proseniation is groperty of e autlex ard ASCO . Paomssedn 1oduind 1 1ouse, conladt porm meOrssasco og
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NCI By

S1826 Baseline Characteristics e

Baseline N-AVD Bv-AVD
characteristics n=489 =487
N3 %) N (%)

Baseline N-AVD Bv-AVD
characteristics =489 n=487
N (%) N (%)

- . 5 (12-81) Stage
) m 187 (38%) 167 (34%)
. : PO 56%) v 301 (62%) 317 (65%)
2 61 years 46 (9%) 47 (10%) Not reported 1 (0.2%) 3 (1%)
Female Sex 218 (45%) 213 (44%) B symptoms present 286 (58%) 274 (56%)
Race IPS Score
White 375 (77%) 364 (75%) 0-3 331 (68%) 330 (68%)
Black 57 (12%) 56 (11%) 4-7 158 (32%) 157 (32%)
Asian 11 (2%) 17 (3%) Bulky disease > 10cm 155 (32%) 131 (27%)
Other/Unknown 46 (9%) 50 (10%) HIV+ 10 (2%) 5 (1%)

Hispanic 68 (14%) 59 (12%)

2023 ASCO stuico oy Alex F. Herrera, MD ASCO fff\'&”:::t?
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X SWOG
Adverse Events in 2 10% patients by Arm =E3

Nivolumab + AVD Brentuximab Vedotin + AVD

Nausea

— Neutrophil count decreased
Fatigue

Constipation

White bloed cell decreased
Anemia

ALT increased

— Peripheral sensory neuropathy
Vomiting

AST increased

Mucositis oral

Lymphocyte count decreased
Diarrhea

Alopecia

Headache

Arthralgia

Anorexia

Fever

Hyperglycemia

Abdominal pain

Alkaline phosphatase increased
Myalgia

Rash maculo-papular

Platelet count decreased
Dyspnea

Bone pain

Dysgeusia

Weight loss

60 40 20 0 0 20 40 60
%

AESeverityGrade B 1 W 2 B 3 B 4 B 5

2023 ASCO paesennie o Alex F. Herrera, MD ASCO copmi s ey iy
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X SWOG
AEs of Interest: Immune/Other o

N-AVD Bv-AVD
n =483 n=473

il ek
Toxici No (% No (% No (% No (%

ALT increased 156 (32%) 22 (5%) 194 (41%) 22 (5%)
AST increased 120 (25%) 12 (2%) 153 (32%) 13 (3%)
Rash maculo-papular 51 (11%) 4 (1%) 58 (12%) 0 (0)
Hypothyroidism 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 immune-related adverse events
2023 ASCO AERNRD U6 NOCE e WD . ASCO S=veans
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Mation Cowevamity Oncology
wetwors . JLALOLED Reseetch Program

100%
| [TORNT! | O (O N A1 HAE 1 -year PFS
%7 HRO048  86% M N-AVD 94%
o 0.48 | 86%
: = 0
4 : o
: Bv-AVD 86%
60% - :
: 1-Year 95%
= | N Events Estimate Conf. Int.
E BV-AVD 487 58 86% (82% - 90%)
40% 7 ' N-AVD 489 30 94% (91% - 96%)
i E ONE-SIDED LOG-RANK P-VALUE = .0005
: HR=0.48, 99% CI1(0.27 - 0.87)
20% \
. Medi&n follow-up 12.1 months
0% T i T T T T T 1
0 12 24 36 48
# at Risk Months After Randomization
BV-AVD 487 359 218 130 71 21 5 0 0
N-AVD 489 384 244 148 77 30 5 0 0
2023 ASCO prcsonico ov Alex F. Herrera, MD ASCQ) iasiisces
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NCI

Community Oncolagy
Prreorcn Frogram

| thonel Chric
|NCI iy

& N v wetae poerp wen

PFS benefit consistent across subgroups

N+ AVD BV + AVD

Subgroup Events/N (%) Events/N (%) HR (95% Cl) P Value
Age

12-17y 6/120 (5.0) 121117 (10.3) 0.48 (0.18, 1.27) } = | 0.140

18-60y 19/323 (5.9) 32/323 (9.9) 0.56 (0.32, 0.98) —— 0.042

>60y 5/46  (10.9) 14/47 (29.8) 0.27 (0.10, 0.76) F - y 0.013
IPS

0-3 20/331 (6.0) 36/330 (10.9) 0.53 (0.31, 0.91) R 0.023

4-7 10/158 (6.3) 22/157 (14.0) 0.40 (0.19, 0.84) ! " | 0.015
Stage Q

] 11187 (5.9) 151167 (9.0) 0.58 (0.27, 1.27) F L — 0.176

v 19/301 (6.3) 431317 (13.6) 0.44 (0.26, 0.75) e 0.003
Symptoms

A 10/202 (5.0) 24/210 (11.4) 0.41 (0.20, 0.88) | ] | 0.017

B 20/286 (7.0) 34/274 (12.4) 0.52 (0.30, 0.90) —— 0.020

T T T
0.25 0.5 1 15
HR less than 1 favors N-AVD
IASCO e




/usammentassung

 BrECADD neuer Therapiestandard in Deutschland fur fortgeschrittene
Stadien
» Sehr gute Effektivita und sicherer Ausschluss der Unterlegenheit
» weniger Therapie bedingte Morbiditat
» 57,5 % behandelt mit nur 4 Zyklen BrECADD

* NV-AVD verbessert PFS und EFS im Vergleich zu BV-AVD
»< 1% Bestrahlung in NV-AVD
» Aber alle Patienten behandelt mit 6 Zyklen NV-AVD



Vielen Dank fur die

KONNEN SIE ALGEBRA IN 30 SEKUNDEN
ERKLAREN? ERKLARUNGEN, DIE LANGER

Aufmerksamkeit ALERN A6 EN TV RRESPOT

KANN ICH NAMLICH NICHT FOLGEN!
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AEs of Interest: Peripheral Neuropathy

Toxicity N-AVD Bv-AVD
n =483 n =473

Any Gr | Gr23 Gr23
N (%) N (%) N (%) N (%)
Peripheral sensory 138 (29%) 6 (1%) 262 (55%) 37 (8%)
neuropathy
Peripheral motor 20 (4%) 1 (0%) 35 (7%) 6 (1%)

neuropathy

More netiropathy in Bv-AVD arm
2023 ASCO sono v Alex F. Herrera, MD ASCO) st
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Treatment Discontinuation and Deaths

Disposition

Treatment ongoing 22 30
Completed treatment 428 400
Discontinued all treatment early 39 (8%) 57 (12%)
Adverse event 22 (4%) 18 (4%)
Refusal unrelated to AE 10 14
Progression/relapse 0 (0%) 7 (1.4%)
Death on treatment 2 (0.4%) 8 (1.6%)
Other — not protocol specified 5] 10
Discontinued Bv or Nivolumab 53 (11%) 109 (22%)
Received radiotherapy 2(0.4%) 4(0.8%)

2023 ASCO PN oo oy Alex F. Herrera, MD ASC) vy
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S1826 Conclusions

* N-AVD improved PFS compared to Bv-AVD in advanced stage cHL \/
= N-AVD improved EFS versus Bv-AVD

* N-AVD was well-tolerated
= Few immune-related adverse events
¥ s 1% of patients received consolidative RT

= May reduce late effects
« Follow-up ongoing to confirm durability of PFS, assess long-term safety, OS, and \/
PROs

« Key step towards harmonizing pediatric and adult therapy of cHL 2'
[ 4
- N-AVD is poised to be a new standard therapy for advanced stage cHL 2,
2023 ASCO s ANCE M, ASC&.‘.’,'&?'Zf:fi_-ii;.'-;?'
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RAT H I_ VS . R EA I_ \NO rl d Russel et al Annals of Hematol 2021 doi 10.1007/s00277-021-04460-9

RATHL —— RATHL
AW ABVD — W ABVD
— — — AW eBEACOPP — — — RW eBEACOPP
a b
100 1.L 100 = %m—-
g ] 1
g Eu- E Eﬂq
% € ]
'i 1 Comparison HR (95% CI} p-value E Comparison HR {95% CI) p-value
g a0  RW ABVD ws RATHL 1.05 {0.73-1.50)" 07507 E 40+ AW ABVD vs RATHL 1.12 (0.61-2.05)* o7t
5 4 RW eBEACOPP vs RATHL 0.21 {0.05-0.85) 0015 - AW eBEACOPP vs RATHL 0.58 (0.14-2.40) 0.45
& 594 FWeBEACOPPvs RW ABVD 0,20 (0.05-0,84) 0.027 ag4 AW eBEACOPF vs RWABVD 0.53 (0.12-2.33) 0.40
i B -
6 1 2 3 4 = & T 8 9 10 i1 ¢ 1 2 3 4 &5 & 7 #& @9 10 N
Years Yoars
Mumbser at risk Number at risk
RATHL 1088 946 851 790 717 626 385 205 81 9 o o RATHL 1088 1020 971 912 B34 728 454 237 92 11 0 0O
AW ABVD 177 158 140 124 119 110 91 77 OS& 44 27 12 RW ABVD 177 173 163 145 137 127 106 S2 &8 51 3 13

AW eREACOPE i Ll d1 Ak 39 34 I3 16 12 ] 1] 1] W eBEACOPP dd i A4ad 43 L i 33 3 1F 11 1 n



RAT H I_ VS . R EA I_ \NO rl d Russel et al Annals of Hematol 2021 doi 10.1007/s00277-021-04460-9

s RATHL e RATHL
— RW ABVD RW ABVD
-— == RW eBEACOPP - v w- RW eBEACOPP
’ e R et i g *6:;:——-———-—--
80+ 804 L
£ .
£ g
3 60 - g 60 4
g 1 I1PS 3+ patients only HR (95% C1) p-value z. 7 IPS 3+ patients only HR (95% ClI) p-value
404 RWABVD vs RATHL 1.14 (0.69-1.88)* 0.60" ® 40- RWABVDvsRATHL 1.62 (0.80-3.31) 017
% 4 RWeBEACOPP vs RATHL 0.10 (0.01-0.74) 0.005 g J RWeBEACOPP vs RATHL 0.27 (0.04-1,95) 0.16
= 204 RWeBEACOPP vs RW ABVD 0.09 (0.01-0.70) 0.021 50 RW eBEACOPP vs RW ABVD = 0.045'
0 04
¢ 1 2 %L 4 & 8 Z B8 9 BN 5 1 2 3 4 5 & 7 8 5 10 m
Years Years
Number at risk Number at risk
RATHL IPS 3+ 359 301 267 244 225 190 M9 6 31 2 0 O RATHL IPS 3+ 359 330 315 291 273 229 147 8 35 3 0 0
RW ABVD IPS 3+ 69 57 4 42 42 38 34 29 2 18 N 5 RW ABVD IPS 3+ 69 65 59 50 48 43 38 34 27 22 14 6

RW eBEACOPP IPS 3+ 33 33 3 30 29 25 20 14 n 8 0 0 RW eBEACOPP IPS 3+ 33 33 33 33 33 32 27 18 14 1 1 0




I NIVAHL Background

N=109, 18-60 years
early-stage unfavorable cHL
|

v v Remission status
2% N-AVD 4x nivolumab B Complete remission [ Partialremission | |Nochange  [[] Progressive disease

RE1

100+
Y 2x N-AVD 30
2x N-AVD T
2x AVD R
= 60
RE2 g
v v o 40-
30 Gy IS-RT 30 Gy ISRT High CR rates with early near
20+
RE3 Complete reduction of I\/ITV1 2
0 ] ]
v ‘Concomltant SequentlalI . Concomitant SequentialI IConcomltant SequentlalI
Follow-up within the NIVAHL trial After nivolumab After systemic therapy Final remission status

Very early histologic CR?® and reversion of exhausted lymphocyte phenotypes?

"'. " Brockelmann PJ et al. JAMA Oncol 2020, 2Voltin CA (...) Brockelmann PJ Clin Cancer Res 2020, 2 Reinke S* &
... GHSG 49 | NIVAHL Update | ASH2022 #793 | December 12, 2022 Brockelmann PJ* et al. Blood 2020, 4 Garcia-Marquez MA (...) Brockelmann PJ* & Schlésser HA* Leukemia 2021 I



I NIVAHL QoL & Fatigue

B HD14 trial
10—
e
T S R — == . . e O
— e
e T———— PR L
b \\.__
N T —— o - e 3%
‘- - -
= 2 ———§ 30%
o _ T T T T T T T
Baseline Oycle 2-4 End of Year 1 Year 2 Year 3 Year 4 Year G -20 - | | | | ‘
':r'=?E'E:' ':l-E”-":'thEE'F'}' treat e nit ':r'=-_"|':'?:' |:I'|= E":'E:' |:I'|=5':1-'-1-:| |:I'|=4':3'I5:| ':n=315:' Baseline Chemo Radio Year 1 Year 3
{n:E-ngl {I‘l:EEEj lllll ) Time
‘ o Global Quality of Life (mean), 95% Confidence Limits‘ ‘ o Fatigue (mean), 95% Confidence Limits‘
Improvement of age- and sex-adjusted global QoL and fatigue levels vs pre-
treatment
o2
'.. S. Kreissel Lancet Oncol 2016
@y .

1 GHSG 50 | NIVAHL Update | ASH2022 #793 | December 12, 2022 Measured by EORTC QLQ-C30 questionnaire. Abbreviations: QoL: quality of life I



NIVAHL Toxicities during FU

All AEs Solely nivolumab-related AEs

Fatigue — h
General disorders and administration site conditions, other —

Hyperthyroidism —| HypOtherIdlsm 21 %

Hypothyroidism

Tt Long-term med 15%
Endocrine disorders, other — Mostly female (87%)

Respiratory, thoracic and mediastinal disorders

Eye disorders

Skin and subcutaneous tissue disorders —|
Renal and urinary disorders

Anemia —

Thrombocytopenia —|

Leukopenia - CTCAE

Blood and lymphatic system disorders, other —| =

Mucositis

Diarrhea | I

Nausea / Vomiting —|

Gastrointestinal disorders, other m I

Immune system disorders l

Nervous system disorders —|

Ear and Labyrinth disorders —|

Vascular disorders |

Neoplasms benign, malignant and unspecified |
Cardiac disorders —

Infections and infestations

Hepatobiliary disorders — m

Psychiatric disorders —|

Musculoskeletal and connective tissue disorders —
Metabolism and nutrition disorders —|

Other toxicities or laboratory findings —

I [ [ [ [ [ [ I [ [ [ [ [ [
0% 5% 10% 15% 20% 25% 30% 0% 5% 10% 15% 20% 25% 30%

Brockelmann et al J Clin Oncol 2022 41:1193-1199
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2 = ABVD 7 = PET2-positive
— BV-AVD + Censored = PET2-negative + Censored
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time (months) Time (months)
No. at risk: No. at risk:
ABVD 57 53 53 51 47 47 42 33 15 7 0 PET2-positive 27 24 24 23 21 21 19 14 7 2 0
BV-AVD 113 111 109 108 105 104 97 80 44 17 2 PET2-negative 136 136 134 132 127 126 116 95 50 21 1
h H_‘_"l“-..
= 08
Z
S 06
=]
o
<
£ 04
w
a
9.2+ <147 cm?®
— > 147 cm® + Censored
0 6 12 18 24 30 36 42 48 54 60
Time (months)
No. at risk:

<147cm? 110 109 108 106 104 103 92 7% M 17 0
> 147 cm?® 47 a4 a3 a2 37 37 36 25 14 6 2

FIG 2. Kaplan-Meier curves of progression-free survival (A) by treatment arm, (B) by PET status after two cycles, and (C) by baseline TMTV. ABVD, doxorubicin, bleomycin, vinblastine,
and dacarbazine; BV-AVD, brentuximab vedotin plus doxorubicin, vincristine, and dacarbazine; FAS, full analysis set; PET, positron emission tomography; TMTV, total metabolic tumor

volume.
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0.24 —— ABVD 0.24 —— ABVD
— BV-AVD + Censored - BV-AVD + Censored
€ T T T T T X T T T T T T T T T T X T T
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Time (months) Time (months)
No. at risk: No. at risk:
ABVD 43 43 43 41 39 39 36 30 14 7 0 ABVD 1 9 9 9 7 T 5 2
BV-AVD 93 93 91 91 88 87 80 65 36 14 1 BV-AVD 16 15 15 14 14 14 14 12 7 2 0

FIG Al. PFS according to the treatment arm and PET2 results. Patients with (A) negative PET2 and (B) positive PET2. ABVD, doxorubicin, bleomycin, vincristine, and dacarbazine; BV-
AVD, brentuximab plus doxorubicin, vincristine, and dacarbazine; FAS, full analysis set; PET2, positron emission tomography after 2 cycles; PFS, progression-free survival.
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Figure 2: Progression-free survival per investigator assessment in the intention-to-treat population

(A} Patients treated with A+AVD or ABVD. A+AVD group: 16 deaths and 96 progressive disease events. ABVD group: 30 deaths and 128 progressive disease events.
(B) Patients receiving A+AVD or ABVD by PET-2 status (positive or negative for active disease by PET scan after two cycles of therapy). A+AVD PET-2-negative
subgroup: nine deaths and 76 progressive disease events. ABVD PET-2-negative subgroup: 26 deaths and 94 progressive disease events. A+AVD PET-2-positive
subgroup: nodeaths and 18 progressive disease events. ABVD PET-2-positive subgroup: three deaths and 28 progressive disease events. Tick marks indicate censored
data. A+AVD=brentuximab vedotin in combination with doxorubicin, vinblastine, and dacarbazine. ABVD=doxorubicin, bleomycin, vinblastine, and dacarbazine.
HR=hazard ratio.




ECHELON-1

Table 3. Summary of Responses in the Intention-te-Treat Population.

Measure

Complete response at end of randemized regiment
Owverall response at end of randomized regimeny
Complete response at end of frontline therapy§
Dieaurville score

s3 After completion of frontline therapy

52 After completion of frontline therapy

Summary at cycle 2

1
2
3
4
5
Unavailable

Summary after completion of primary chemaotherapy
|
2
3
4
5

Unavailable

A+AND
(N =664)
no. (%)
488 (73)
369 (36)
488 (73)

§70 (86)
563 (85)

435 (66)
13] (20
22(3)
26 (4)
21(3)
29 (4)

444 (67)

119 (18)
70
12 (2)
46 (7)
36 (5)

ABVD

(N=670)

472 (70)

553 (B))
474 (71)

551 (82)
537 (BO)

414 (62)
133 (20)
30 (4)
28 (4)
30 (4)
35 (5)

425 (63)
112 (17)
14 (2)
20 (3)
45 (7)
54 (8)

Difference [95% C1)*

%
30(-2.3w84)
32(-2.2t08.6)
27 (-26t08.1)

36 (-1.8109.0)
4.6 (-0.8 10 10.0)

Connors et al Engl J Med 2018 Jan
25;378(4):331-344.
doi: 10.1056/NEJM0a1708984
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Figure 2: Progression-free survival per imvestigator assessment in the intention-to-treat population

(A) Patients treated with A+AVD or ABVD. A+AVD group: 16 deaths and 96 progressive disease events. ABVD group: 30 deaths and 128 progressive disease events.

(B) Patients receiving A+AVD or ABVD by PET-2 status (positive or negative for active disease by PET scan after two cycles of therapy). A+AVD PET-2-negative

subgrowp: nine deaths and 76 progressive disease events. ABVD PET-2-negative subgroup: 26 deaths and 94 progressive disease events. A= AVD PET-2-positive

subgroup: nodeaths and 18 progressive disease events. ABVD PET-2-positive subgroup: three deaths and 28 progressive disease events. Tick marks indicate censored

data. A+AVD=brentuximab wedotin in combination with doxorubicin, vinblastine, and dacarbazine. ABVD=dmcorubicin, bleormycin, vinblastine, and dacarbazine.

HR=hazard ratio.
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Events/Patients (%) Hazard ratio
[35%CI)
A+AND group ABVD group
Age
<60 yearg B7/580 (15%) 171/568 {21%) —a— 067 (0-50-0-BB)
bl years 25/ B4 (30%) 371102 (36%) — 0-82 {0-45-1-36)
Reqgicn
Armericas 341261 (13%) 592632 (23%) —— 0054 {0-35-0-82)
Morth America  31/250 [12%) 571247 (23%) — 0-49 (0-32-076)
Europe 59333 (18%) 841336 (25%) —
P — " Recently, the combination of brentuximab vedotin with AVD {
01 B2 3u40em) —— in a large randomized trial in an attempt to gain the highest f
13 54/355(15%) 7ON357 (20°%) —a—t . ) )
7 BAETEN 772338 S international randomized phase-lll ECHOLON-1 study (Connc
Baseline cancer stage . . . .
Stage m BETO4N) sa246(22%) —_— end-point, modified PFS (mPFS; time to progression, death or
Stage IV 790425 (19%) 102/421 (24%) — " " 4
Basdine B symptoms of subsequent anticancer therapy) after 2 years, was significa
Fresent S — compared to the ABVD group with mPFS of 82% (95% Cl: 79—
Albgeit 357264 (13%) 65289 (22%) — e
Baseline extra nodal sites A-AVD and ABVD, respectively. However, the mPFS showed tt
o 3I6/217 (17%) 5E/228 (25%) —— ) ) .
1 W/RTAER) 44223 (20%) — patients did not benefit from A-AVD [hazard ratio (A-AVD vs. /
=1 397194 [20%) 54/193 (2B%) — e . ; .
Baseline ECOG status e et al, 2018). In addition, A-AVD caused increased severe toxici
] 57375 (15%) 831378 (22%) . . .
. wnsonse  seneseg  When observing a moderate benefit for a vulnerable primary endpoint, the exps
- G A regimen could still be beneficial for the patient if it was better tolerated. Howe\
Male 6778(18%) 100398 (25%) is true for ECHELON-1: with the exception of severe lung toxicity, which occurred
hu p g Y,

Fernale 45286 (16%) GB/272 (21%) R . R
Overal 112664 (17%)  158/670 (24%) levels with both regimens (<1% vs 3% for BV + AVD vs ABVD, respectively); all oth

01 adverse events (AEs) were clearly more frequent with BV + AVD. This is true for s

= grade 3 (83% vs 66%), serious AEs (43% vs 27%), hospitalizations (37% vs 28%),

Figure 3: Subgroup analysis of progression-free survival peri H H H

S A A particular, severe neutropenia and severe neuropathy occurred more often with

A+8)D=brentdmab vedotin in combination with doxorubicin, HST H H il H 1

theormyi, dirkiosting el el ECIYG. Eoeamm Coopen containing 2 microtubule inhibitors. This raises doubts on the usefulness of the
regimen. Grade 2 or higher peripheral neuropathy can be a disabling AE, which :

particularly avoided in these young HL patients. Overall, 30% of BV + AVD-treate
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Results: In total, 823 patients were enrolled including 413 in the standard arm and 410 in the PET-
driven arm. With a 67.2-month median follow-up, 5-year PFS (87.5% v 86.7%: hazard ratio [HR] =
1.07; 95% Cl, 0.74 to 1.57; P = .67) and OS (97.7% in both arms; HR = 1.012; 95% CI, 0.50 to 2.10; P
= .53) were similar in both randomization arms. In the whole cohort, full interim PET assessment
predicted patients' 5-year PFS (92.3% in PET2-/PET4-, 75.4% [HR = 3.26; 95% CI, 18.3 to 5.77] in
PET2+/PET4- and 46.5% [HR = 12.4; 95% Cl, 7.31 to 19.51] in PET4+ patients, respectively; P <
.0001) independent of international prognosis score. Five-year OS was also affected by interim PET
results, and PET2+/PET4- patients (93.5%; HR = 3.3; 95% ClI, 1.07 to 10.1; P = .036) and PET4+
patients (91.9%: HR = 3.756:; 95% CI, 1.07 to 13.18; P = .038) had a significant lower OS than PET2-
[PET4- patients (98.2%). Twenty-two patients (2.7%) developed a second primary malignancy, 13
(3.2%) and 9 (2.2%) in the standard and experimental arms, respectively.

Conclusion: The extended follow-up confirms the continued efficacy and favorable safety of
AHL2011 PET-driven strategy, which is noninferior to standard six cycles of BEACOPP. PET4
provides additional prognostic information to PET2 and allows identifying patients with particularly
poor prognosis.
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0.8_ e
0.7 Standard care
2 06
2 o5
2
<
a 0.4+
0.34
0.2
Hazard ratio for event or death, 0.41 (95% Cl, 0.25-0.67) .
011 p<0.001 by log-rank test SM Castellino et al. N Engl J Med 2022;387:1649-1660.
0.0 T T T T T 1
0 1 2 3 < 5 6
Years
No. at Risk
Brentuximab vedotin+chemotherapy 298 275 260 194 105 45 3
Standard care 289 246 226 164 84 45 7
B Relapse
100+ 235
. 90— 20— Standard care
X 80
g 70+ =
3
3 60 104 Brentuximab vedotin+chemotherapy
£ 504 R S I et e i S e
[) 54 -
2 40 !
©
S 304 0 T T T T T 1
§ 20 0 1 2 3 4 5 6
JOAll R e e e e
et e
0 T T T T T 1
0 L 2 3 4 5 6
Years
No. at Risk
Brentuximab vedotin+chemotherapy 298 275 260 194 105 45 3
Standard care 289 246 226 164 84 45 7




Subgroup Analysis of Event-free Survival.

Subgroup

All patients
Age
<12yr
=12 yr
Race
Non-Hispanic White
Other
Ann Arbor stage
11B with bulk tumor
1B
IVA
VB
B symptoms
Yes
No
Sex
Male
Female
Bulk tumor
Yes
No
Large mediastinal adenopathy
Yes
No
Bone marrow involvement
Yes
No

Brentuximab Vedotin+Chemotherapy

Standard Care

no. of patients with event/total no. (%)

23/298 (7.7)

2/52 (4)
21/246 (8.5)

12/172 (7.0)
11/126 (8.7)

1/62 (2)
1/59 (2)
4/84 (5)
17/93 (18)

19/213 (3.9)
4/81 (5)

14/160 (8.8)
9/138 (6.5)

17/214 (7.9)
6/34 (7)

10/157 (6.4)
13/136 (9.6)

10/47 (21)
13/251 (5.2)

51/289 (17.6)

5/38 (13)
46/251 (18.3)

26/166 (15.7)
25/123 (20.3)

10/59 (17)
11/54 (20)
11/83 (13)
19/93 (20)

40/205 (19.5)
9/81 (11)

23/151 (15.2)
28/138 (20.3)

36/197 (18.3)
14/88 (16)

33/163 (20.2)
18/122 (14.8)

9/43 (21)
42/246 (17.1)

Hazard Ratio for Event or Death (95% Cl)

—a—q

0.41 (0.25-0.67)

0.29 (0.06-1.50)
0.44 (0.26-0.73)

0.43 (0.22-0.86)
0.39 (0.19-0.79)

0.09 (0.01-0.69)
0.07 (0.01-0.56)
0.34 (0.11-1.06)
0.87 (0.45-1.67)

0.43 (0.25-0.74)
0.42 (0.13-1.37)

0.57 (0.29-1.11)
0.28 (0.13-0.59)

0.41 (0.23-0.73)
0.42 (0.16-1.09)

0.29 (0.14-0.59)
0.63 (0.31-1.29)

1.02 (0.42-2.51)
0.28 (0.15-0.52)

0.1

0.01

Brentuximab Vedotin+Chemotherapy Standard Care

Better

Better

SM Castellino et al. N Engl J Med 2022;387:1649-1660.




Event-free Survival According to Results on Interim Positron-
Emission Tomographic (PET) Assessment.

------ Brentuximab vedotin+chemotherapy, rapid-responding lesions

Probability of Event-free Survival
o
w
1

0.4+ Brentuximab vedotin+chemotherapy, slow-responding lesions
0.3 Standard care, rapid-responding lesions
Standard care, slow-responding lesions
0.2
0.1
0.0 T T T T T 1
0 1 2 3 4 5 6
Years
No. at Risk
Brentuximab vedotin+chemotherapy, 237 222 209 159 86 40 3
rapid-responding lesions
Brentuximab vedotin+chemotherapy, 55 49 47 33 18 5 0
slow-responding lesions
Standard care, rapid-responding lesions 230 206 190 140 76 40 6
Standard care, slow-responding lesions 55 39 36 24 8 5 1

SM Castellino et al. N Engl J Med 2022;387:1649-1660.



Key Adverse Events.*

Table 2. Key Adverse Events.*
Brentuximab Vedotin+
Chemotherapy Standard Care Overall

Event (N=298) (N=289) (N=587)
Any adverse event of grade =3 219 (73.5) 197 (68.2) 416 (70.9)
Febrile neutropenia 92 (30.9) 94 (32.5) 186 (31.7)
Sepsis 8 (2.7) 12 (4.2) 20 (3.4)
Mucositis or oral adverse event 31 (10.4) 21 (7.3) 52 (8.9)
Enterocolitis or typhlitis 13 (4.4) 5(1.7) 18 (3.1)
Allergic reaction or anaphylaxis 12 (4.0) 15 (5.2) 27 (4.6)
Infusion-related reaction 0 4 (1.4) 4(0.7)
Vascular-access complication 3 (1.0) 4 (1.4) 7(1.2)
Elevated alanine aminotransferase level 12 (4.0) 9 (3.1) 21 (3.6)
Any peripheral neuropathy

Grade =2 56 (18.8) 56 (19.4) 112 (19.1)

Grade =3 20 (6.7) 16 (5.5) 36 (6.1)
Thromboembolic event 11 (3.7) 5(1.7) 16 (2.7)
Pancreatitis 4(13) 2(0.7) 6 (1.0)
Pneumonitis 1(0.3) 1(0.2)
Constipation 2 (0.7) 1(03) 3 (0.5)

¥* Clinically significant adverse events were defined as events of grade 3 or higher according to the National Cancer
Institute Common Toxicity Criteria for Adverse Events, version 4.0 (through 2019), and version 5.0 thereafter (https://
ctep.cancer.gov/protocoldevelopment/electronic_applications/ctc.htm#ctc_40).

T The reporting of peripheral neuropathy of higher than grade 2 on the Balis Pediatric Scale of Peripheral Neuropathy was
required by the protocol; this scale includes indicators of activities of daily living specific to children and indicators of
use of medication to manage symptoms (see the protocol).”® Grades range from 1 to 4, with higher scores indicating
greater severity. Grade 2 indicates pain leading to the use of nonnarcotic medications for symptoms not interfering
with function. Grade 3 includes pain leading to the use of narcotic medications and motor disruption leading to assis-
tance with activities of daily living.

SM Castellino et al. N Engl J Med 2022;387:1649-1660.
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the post-amendment cohort. In the PET-2-positive
cohort, 5-year progression-free survival was 90-1%
(95% Cl 87-2-92-9), estimated 5-year overall survival
was 96:7% (95% Cl 94-9-98-4), and the cumulative
incidence of secondary primary malignant neoplasms at
5 years was 4-6% (95% Cl 2.6-6-7). In the PET-2-negative
cohort, 5-year progression-free survival was 90-9%
(95% Cl 86-8-95-1), 5-year overall survival was 96-3%
(95% Cl 93.7-99.0), and the cumulative incidence of
secondary primary malignant neoplasms at 5 years was
3-1% (95% Cl 0-6-5-6) in patients who received six cycles
of eBEACOPP in total, while 5-year progression-free
survival was 90-9% (86-8-95-1), 5-year overall survival
was 97:5% (95-0-100-0), and the cumulative incidence
of secondary primary malignant neoplasms at 5 years
was 2:9% (0-3-5-5) in patients who received four cycles
of eBEACOPP. These data show that giving six cycles



Eopdes of eBEACOPP 4 cpdes of eBEACOPP 6 opdesof eBEACOPP 4 opoles of eBEACDPP B orboopcles of eBEACOPP A opcles of eBEALDPP
(n=28E) (=185) (=116} f=216) (n=504) f=501)
Follow-up
Followup for disease statug, montts 76 (63-06) 75 (B0-57) E% (- 70y ET(43-64) 66 [54-BE) 6 (51-84)
Followup for survival status, monghs B3 (64-301) TE{63-101) 60 {52-T5) 61 (50-60) &4 (S6-90) 66 (L4-ER)
Tumcur events
Any tumour event 16 {6%) 19 7%} 13 (6%) 15 7%) 20 (6%) 7%
Progression 1 fclw) i} i} I(1=) 1) I(1=)
Early relapse fwithin lysarafterend 3 (1%) 7(2%) 4(2%) 5 (2%) 7l 12 (7%}
af treatment)
Late relapse 12 {4%) 12{4%) 5 {d%) 7% 2 {4%) 19(4%)
MNumber of tumour events
1 15 (&%) 1E {6%) 11 {5%) 17 (6%) 26 (5%) 30 [6%)
2 1 fclw) 1) 1cln) I(1=) 2 %) 4 (1=)
3 0 0 1i<1%) o 1<1%) o
Sevond-line therapy
High- doe chemotheragy and (3w} E(3w) Ti3w) 5] 16(3%) 1E [4%)
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Mlogeneic HSCT i} 1) i} o i} 1[c1%)
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Antibody therapy 1<1%) 0 0 1[<1%) 1<1%) 1[<1%)
Unkncram i} 4 (1w} 3=} I(1=) k] 6 [1=)
Cawse of death
Any event 19 7%) 6 (2%) 9 (4%) 5 (2%) 28 (6%) 11(2%)
Hodgkin mphoma Til=) ek ] Zil=) I(1=) 4 (1w} G(l=)
Timicity af study treatment: 4 (1=} i} Zil=) o Gilw) o
Taicity of salvage therapy I(l=) 1i<ln) 0 1[<1%) I[<1%) I[<1%)
Sevond primary malignant E3%) 1) Li2w%) 1[=1m) 133 I[=l%)
neoplasms
Other diseass* 1[<1%) 0 0 1[<1%) 1<1%) 1[<1%)
Mcrident or suicide 0 1) 0 o 0 1[=1%)
Unclear Til=) i} i} o 2 %) o
Second primary malignant necplasms
Ay event 14 (5w 12(d=) Ti3w) & (3%} 2L id=) 1E [47%)
Azute mryeloid leukasmia or T (2m) 1i<ln) I[l=) 1[<1%) Q2% I[<1%)
myelody splastic 5 ndrome
Non-Hedgkin lymphoma 31=) G [ 2%) 1=} 1[1=) 51w} E[2%)
Solid tumour 5 (2%} 5 (2%) 3(1%) 3(1%) B(2%) B(2%)

Diata aee mesdian 20R) or n ). PET-2=PET scan after two cyches of chemotherapy. e EACDPP-biscmyrin, mmwmmm procarbaring. and prednisone in excalated

dioses. HEL T=haematopoietic stem-coll transplamtation. “Inchuding dasrhoea (=1} and non-treatment- related infection (n=1).
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2 Infection 2 4
80% — Sepsis 1 27
. Cardiac arrest 0 1
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v dEe Deh@dratnon. vomiting, cHL 0 1
40% = N Events Estimate Conf. Int ke
BV-AVD 487 11 98% (96% - 99%) cHL 1 0
5 N-AV 4 4 % (98% - 100%
D 89 99% {98% - 100%) Unknown 1 2
20% =
Total OS events 4 1"
Median follow-up 12.1 months
0% T T T I T I T |
0 12 24 36 48
# at Risk Months After Randomization * 1 death from COVID-19/sepsis
BV-AVD 487 364 238 144 74 22 5 0 0 ** never received treatment, ineligible on C1D1
N-AVD 489 386 256 157 85 32 6 0 0
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initial treatment with

ABVD or eBEACOPP
177 44
initial treatment with initial treatment with
ABVD eBEACOPP
25 2 1 1 1 1
Autograft for Allograft for Autograft for Autograft for Allograft for Allograft for
relapsed HL refractory HL T-cell NHL relapsed HL relapsed HL t-MDS
1 1
Allograft for Allograft for
relapsed HL relapsed HL




Ecydes of BEACOPP 4§ opdes of eBEACOPP 6 opdesof sBEACOPP 4 oycles of eBEACOPP B or b opcles of (BEACOPP 4 opcles of (BEACDPP
(n=28E) (n=285) (=216} (=216} (n=-50d4) {m=501)
Followe.up
Follow-up for disease status, months 76 (61-96) 75 (60-97) 5 (47-70) 57 (43-64) 66 [54-B6) 64 (51-84)
Follow.up for survival status, months B3 (64-101) TE (63-101) 60 (52 75) 61 (S0-60) 64 (56-90) 66 (S4-ER)
Cause of death
Any event 19 (7%) 6 (2%) 9 4%) 5 (2%} 28 (%) 112%)
Hodiglin lymphoma 2 (1=m) 3(1w) 2{1m) (1= 4 (1%} G(l=)
Tomicity of shudy trestment 4 (1=) ] (1=} 1] 6 (1%} ]
Tamiaty of salage therapy 2 (1=m) 1 (i) 0 1[«1%) 2 i) 2 [«1m)
Second primary malignant E (3%} 1(<iw) Sidwm) 1[«1=) 13(3%) 2 [«1m)
neoplasms
COther disease® 1{«1%) 0 0 1[«1=) 1i<iw) 1{<I®)
Acrident or sicide ] 1{ciw) 0 1] 0 1 (1%}
Undear 2 (1=) ] 0 1] 2 i) ]
Ay event 14 (5%) 12 (4 7(3%) &(3%) 21 (4%) 1B [4%)
Acute myeloid leukaemia or 7 (2w) 1{ciw) (1=} 1[«1%) 9 (2) PACak
meyelady spiastic s ndrome
Non- Hodgkin kmphoma 3 (1=) G (2%) (1=} (1= 5 (1%} B (2m)
Solid tumour 5 (2%) 5(2%) 3=} 3(1=) 8(2w) B (2w}

Dtz ave mecian (#0R]) or n (). PET-2=PET scanafter b opcles of chemothe rapy. o8 EACOPP=biscrmyin, stopoes de, domonsbicin, cpclophosphamide, wincrstine, procarbarine, and prednisone in escalated

dioges. HEL T=haematopoietic stem-cell transplantaton. *Inchudng damfoea [ne 1) and non-treatment- relabed infection jn=1).

Table 2: Dwtoomes of the PET-Z-negative cohort:
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