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Rezidiv M Hodgkin
JAHRESTAGUNG

© 10-15% Patienten rezidivieren nach Erstlinientherapie %962(,%

# Hamburg
‘© Nur die Halfte der Patienten durch eine Zweitlinienchemotherapie und
autologe Transplantation geheilt?!

‘© Erhaltungstherapie mit Brentuximab-Vedotin kann das Rezidivrisiko
(Patienten mit Risikofaktoren) senken (PFS nach 5 Jahre 59% vs 41%)2

© Chemorefraktare Erkrankung ist eine therapeutische Herausforderung

1 Sibon et al, Hematologica 2015
2 Moskowitz et al., Blood 2018



Rezidiv M. Hodgkin - Leitlinie

JAHRESTAGUNG

2023

13.-16.Okt.

Frahrezidiv nach Polychemotherapie + RT Intermediate Stage/Advanced Stage Spatrezidiv nach Therapie Early Stage ]_i_[ H a m b u rg

Fur Hochdosischemotherapie (HDCT)

geelgnet Nicht fiir HDCT geeignet Fur HDCT geeignet****
2x DHAP + HDCT & i angi
AUOSZT Fur Poly-CT Nicht fiir Poly- 2x DHAP + HDCT PoeteRE
geeignet CT geeignet & AutoSZT Erstliniet
ggf.* 2. AutoSZT
. r
Rezidneelg Pembrolizumab
16x BV** Pembrolizumab o 16x BV**
oder BV*** oder BV
w

Nicht-Ansprechen, Rezidiv, Kontraindikationen, Unvertraglichkeit der Zweitlinientherapie

. 4

Keine Standard-Therapie vorhanden

w

Individuelles Therapiekonzept

https://www.onkopedia.com/de/onkopedia/guidelines/hodgkin-lymphom/@@guideline/html/index.html




Hodgkin und Microenvironment

JAHRESTAGUNG

# Hamburg

I\/Iicroerjvironment relevant
fur das Uberleben der Reed-
Sternberg Zelle

(direkte oder indirekte
Interaktion mit den
Immunzellen)

Mastzelle

Sasse et al., Die Innere Med, 2020



Hodgkin und T-Lymphozyt

JAHRESTAGUNG

2023
‘© PD-L1 konstitutiv exprimiert auf der Reed-Sternberg Zellen

© Amplifikation der PDL1 Gene (9p24.1 Lokus) -Uberexpression’

© PDL1 (PDL2) Interaktion (Tumorzelle) mit PD-1 Rezeptoren (T-
Lymphozyten) -> reduzierte T-Zell Aktivierung und Proliferation?

© PDL1 Uberexprimiert auf den
tumorassoziierten Makrophagen ->
Unterregulation der NK- und CD4+ T-Zellen?®

1 Green et al., Blood, 2010
2 7ou et al,, Sci Transl Med 2016
S Vari et al, Blood, 2018




Check-Point Blockade
2023
© Anti PD1 monoklonale Antikorper —>

& Hambur
. . mn
Erholung der ,Immunsurveilance” -> Reduktion der Zahl der Tumoueiieng

JAHRESTAGUNG

© Zusatzlich:
* Anstieg der CD4+ T-Lymphozyten,
* dendritischer und
« diferenzierter NK-Zellen (in peripherem Blut)

Korrelation mit klinischem Ansprechen?3

IMerryman et al., Transplant Cell Ther, 2021
2Cader et al, Nat Med, 2020,
SGarcia-Marquez et al, Leukemia 2021



Nivolumab - CheckMate 039

JAHRESTAGUNG

Table 2. Drug-Related Adverse Events in the 23 Patients.* Z 0 Z 3

Event Any Gradd  Grade 3 13.-16.0kt

no. of pdtients (%)
Any adverse event 18 (78) 5(22)

© Phase | S

Drug-relil_ted adverse events reported in 25%
of patients
W, Prlma re Rash 5 (22) 0
Decreased platelet count 4 (17) 0
Sicherheit unc SO
3(13) 0
3 (13) 0
‘ .o 0
‘© Sekundarer Endpunkt: E 0
1(4)

. . 0
© 23 Patienten, |

medianes Alter 35 (20-54), s

Drug-related se
Myelodysplastic syrs

meistens >4 Therapielinien res—

Pancreatitis

.

Ansell et al, NEJM, 2015



Nivolumab - CheckMate 205
JAHRESTAGUNG

2023
© Phase Il Studie i 3:510:0kt:n

# Hamburg

‘© Primarer Endpunkt: Ansprechen

© 243 Patienten mit Rezidiv nach ASCT - 3 Kohorten:
A - BV naive (N=63)
« B - BV nach ASCT (N=80)
« C - BV voru/onach ASCT (N=100)

Armand et al, JCO 2018
Ansell et al, Blood Advances, 2023



Nivolumab - Checkmate 205

nivolumab, median (IQR), years

. JAHRESTAGUNG
(Demographie) 2023
Cohort A Cohort B Cohort C
Characteristic (BV-naive) (BV a;tg_ll'_)a uto- ﬁ}:ge;z:i_?_l"g{.‘;r (l(\l) :e;:lsl) 13.-16.0kt.
(n=63) (n = 80) (n = 100) & Hamburg
Age, median (range), years 33 (18-65) 37 (18-72) 32 (19-69) 34 (18-72)
Female, n (%) 29 (46.0) 29 (36.3) 44 (44.0) 102 (42.0)
Stage at study entry, n (%)
I 1(1.6) 1(1.3) 2(2.0) 4 (1.6)
Il 19 (30.2) 11 (13.8) 20 (20.0) 50 (20.6)
Il 18 (28.6) 14 (17.5) 17 (17.0) 49 (20.2)
\% 24 (38.1) 54 (67.5) 61 (61.0) 139 (57.2)
Not reported 1(1.6) 0 0 1(0.4)
B symptoms at study entry, n (%) 10 (15.9) 18 (22.5) 25 (25.0) 53 (21.8)
Bulky disease at study entry, n (%) 10 (15.9) 17 (21.3) 22 (22.0) 49 (20.2)
Extralymphatic involvement, n (%) 24 (38.1) 36 (45.0) 45 (45.0) 105 (43.2)
Median prior lines of therapy (IQR) 2 (2-3) 4 (4-7) 4 (3-5) 4 (3-5)
Time from diagnosis to first dose of 3.1 (2.0-7.5) 6.2 (3.3-8.3) 3.5 (2.3-6.4) 4.5 (2.4-7.6)

Armand et al, JCO 2018
Ansell et al, Blood Advances, 2023




Nivolumab - Checkmate 205 (Sicherheit) A RESTRETG

TRAEs (N = 243) Any grade Grade 3/4 2 02 3

Patients with TRAEs, n (%) 198 (81.5) 67 (27.6)
TRAESs occurring in 2 10% of patients, n (%) 'ri{ Hamburg
Fatigue 61 (25.1) 2(0.8)
Diarrhea 39 (16.0) 2(0.8)
Infusion-related reaction 34 (14.0) 1(0.4)
Rash 29 (11.9) 2(0.8)
Nausea 27 (11.1) 0
Pruritus 25 (10.3) 0
Immune-mediated AEs within 100 days of last dose
Hypothyroidism/thyroiditis 35(14.4) 0
Rash 29 (11.9) 4(1.6)
Hepatitis 15 (6.2) 12 (4.9)
Pneumonitis 15 (6.2) 2(0.8)
Hypersensitivity/infusion reactions 13 (5.3) 2(0.8)
Diarrhea/colitis 6 (2.5) 5(2.1)
Hyperthyroidism 6 (2.5) 0
Nephritis and renal dysfunction 3(1.2) 1(0.4)

Armand et al, JCO 2018
Diabetes mellitus 2(0.8) 1(0.4) Ansell et al, Blood Advances, 2023




Nivolumab - Checkmate 205 -

JAHRESTAGUNG

months (95% CI)

26.2 (15.2-NE)

16.6 (9.3-25.7)

18.2 (11.6-30.9)

18.2 (14.7-26.1)

Cohort C 13.-16.Okt.
Cohort A Cohort B (BV before e —
Response (BV-naive)  (BV after auto-HCT)  and/or after (3 \:ezl::) 5"1 Hambu rg
(n=63) (n = 80) auto-HCT)
(n — 1nn)
ORR, % (95% 65.1 71.3 75.0 71.2
Cl) (52.0-76.7) (60.0-80.8) (65.3-83.1) (65.1-76.8)
BOR, n (%)
CR 20 (31.7) 11 (13.8) 21 (21.0) 52 (21.4) 100
—— BV naive (cohort A)
PR 21 (33.3) 46 (57.5) 54 (54.0) 121 (49.8) 2 25 . BV after auto-HCT (cohort B
% —— BV before and/or after auto-HCT (cohort C)
SD 14 (22.2) 14 (17.5) 12 (12.0) 40 (16.5) &5 504
m <=
PD 8 (12.7) 7 (8.8) 11 (11.0) 26 (10.7) E 5 25-
Median time to p= ;’: 0
response, 2.0 (1.5-4.6) 2.2 (1.6-11.1) 2.1(0.8-17.9) 2.1 (0.8—17.9-% S e
months (range) E E B
D
IQR 1.9-2.3 1.9-3.0 1.9-3.8 1.9-3.6 E o I 1] 1]
-75 4
Median time to & e
CR, months 3.9(1.7-34.4) 4.4 (1.9-22.8) 4.2 (1.8-17.9) 4.0(1.7-34.4 ~100 - Pat T
(range) atients
IQR 3.7-5.2 3.7-19.1 3.7-6.5 3.7-8.3
Median DOR, Armand et al, JCO 2018

Ansell et al, Blood Advances, 2023




Nivolumab - Checkmate 205 - 5 years
follow-up

SoUBAR

JAHRESTAGUNG

2023

13.-16. Okt.

1004 PFS Cohort A Cohort B Cohort C Ove::iall R
904 Median (months) 18.3 14.8 15.1 1553 il ”nml’u [N ol o i
95% Cl .6-28. .0-19. 1-19. .3-48. c .
804 ne285 1098 mamed 11385 509 CR persistierte nach dem Absetzen der Anti-PD1 AK
o-
60- g _ =
£ g BOR Median DOR (months) 95% El
n 50 2-year PFS, 37.1% g g
= 0l 95% Cl, 30.1-44.2 3 CR 37.4 26.7-8E
. g PR 15.2 11.6-1%.8
30 ' 5-year PFS, 17.9% SD 8.3 5.7-163
204 : — o Rl 11.6-258 -9~ PD 2.1 1822
10+ : ' e 8
O I I I I I I I : 1 1 1 1 I 1 I I I I I : I I I E‘l I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 32 75
Months %
Number of patients at risk 3
Overall 243210146 124 97 82 73 63 55 52 39 37 30 29 22 21 17 17 16 15 11 10 4 3 % 0
Gutes Ansprechen und akzeptable Nebenwirkungen.
H
0 1 I I 1 I 1 1 I I I I I I I I 1 1 1 I 1 I I I I 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 7°
Number of patients at risk Months
Ansell et al, Blood Advances, 2023
PD 26 1.0 0 0 0O OOO O O OOTOOW OO OUODUOOOTU OO OU® OF@O©O




Pembrolizumab - Keynote-013
JAHRESTAGUNG

2023
© Phase IB Studie dadt 0y

. . . . L i Hamburg
‘© Endpunkte: Sicherheit und anti-tumor Aktivitat
© N=31, med. Alter 32 (20-67), Progress unter oder nach BV
Treatment-related AEs of grade = 3
ALT level increased* 1]
0. AST level increased* °_>° %01
Axillary pain < 807
% Back paint S 701
S Colitis @ 60+
g 40 - Joint swelling E 50 - 111 Lu
@ 20 - Nephrotic syndromet S 40-
% o 2 30-
@ ot I
‘E 20 S 20 1
D _40 o 10 -
s t--m-------“RERRERREEERRREEREEER 50% Decrease | : : | , : | : ,
5 0 10 20 30 40 50 60 70 80 90
80 1 No. of Time (weeks)
-100 4 patients 31 28 23 18 15 10 7 4 1 0

Armand et al, JCO, 2016

Patients

13




Pembrolizumab - Keynote 087
JAHRESTAGUNG

2023
‘© Phase Il Studie, Primarer Endpunkt ORR

| . : . & Hamburg
© N=210 Patienten mit Rezidiv :
« cohort 1 nach ASCT und BV, N=69,
* cohort 2 salvage Chemotherapie und BV ohne ASCT, N=81
* cohort 3 ASCT ohne BV, N=60

© Pembrolizumab mono fur 24 Monate

‘© Nach Erreichen einer CR, falls PD nach Absetzen- Reexposition moglich

Chen et al.,, JCO, 2017,
Armand et al, Blood, 2023



Pembrolizumab - Keynote 087 - PFS

PFS, median (95% Cl), months

JAHRESTAGUNG

2023

13.-16. Okt.

100
Overall (N = 210) 13.7 (11.1-19.4) —_—
90 4 Cohort 1 (n = 69) 16.4 (11.3-27.6) e
Cohort 2 (n = 81) 11.1(7.5-13.7) ."i"l Hamburg
) 80 - Cohort 3 (n = 60) 19.7 (10.8-27.0)
T 70
=
S 60
& 5o 114.2%
o 114.7%
S 40+ 17.4%
S 120.7% 100 PFS, median (95% Cl), months
=3 CR (n = 58) 56.5 (21.7-NR)
Q- 20 - 90 4 PR (n = 92) 13.8 (12.0-22.1)
. SD (n = 23) 8.3(5.6-11.1)
199 : 32 80 - PD (n = 33) 2.8(2.7-2.8)
0 T T T T T T T T T g 70 4
0 6 18 36 42 48 54 60 66 72 =
Months 3 60 -
No. at risk g 50 1 1
Overall 210 134 67 27 22 17 15 10 0 0 = T
Cohort 1 69 45 23 8 6 6 5 4 0 0 S 404
Cohort2 81 43 18 8 7 5 4 2 0 0 2
Cohort3 60 46 26 11 9 6 6 4 0 0 L 4
[=)]
e
a 20 4
10 S
0 — ]
1 1 1 I 1 1 1 I 1 1 I 1
0 6 12 18 24 30 36 42 48 54 60 66 72
Months
No. at risk
CR 58 50 40 32 28 24 21 19 17 15 10 0 0
Chen et al, JCO, 2017, PR 92 70 43 31 18 13 4 1 0 0 0 0 0
SD 23 13 5 3 2 1 1 1 0 0 0 0 0
Armand et al, Blood, 2023 PO 33 0 o 0 0 0 0 0 0 0 0 0




Pembrolizumab - Keynote 087 -
Reexposition

JAHRESTAGUNG

2023

13-16.0kt.
# Hamburg

100 4 n-14

Duration of second response
90 -+ by investigator assessment, 15.2 (3.9-32.9)
median (95% Cl), months

80 -+
70 H

60
n=20
PFS, median (95% Cl), months  17.2 (6.6-25.2)

50 4

40

27.4%
30 -

Remaining in response, %

20 -

10 4

:38.1%

No. at risk
14 9 7 3

0 6 12 18 24 30 36 42 48 54 60 66
Chenetal.,, JCO, 2017, Months

Armand et al, Blood, 2023 No. at risk

20 15 10 7 4 2 1 1 1 0 0 0

—



Pembrolizumab - Keynote 204

JAHRESTAGUNG

2023

13.-16.Okt.
# Hamburg

‘© Phase 3 randomisierte Studie

© N=304 Patienten, Rezidiv nach ASCT
oder ungeeignet fir ASCT

Median age, years (IQR range) 36 (28-53) 35 (28-50)
. .o 265 years 27 (18) 22 (14)
‘© Primarer Endpunkt: PFS Vel (50 059
ECOGPS
0 86 (57) 100 (65)
1 64 (42) 53 (35)
2 1(1) 0
Geographical region
North America 27 (18) 30 (20)
Europe 49 (32) 46 (30)
Japan 9(6) 7(5)
Other 66 (44) 70 (46)
Prior auto-SCT 56 (37) 56 (37)
Disease status after frontline therapy
Primary refractory 61 (40) 62 (41)
Relapsed <12 months 42 (28) 42 (27)
Relapsed 212 months 48 (32) 49 (32)
Median number of previous lines of therapies (IQR) 2 (2-3) 3 (2-3)
1 27 (18) 28 (18)
22 124 (82) 125 (82)
Prior BV 5(3) 10 (7)
Prior radiation 58 (38) 61 (40)
Bulky disease 35 (23) 25 (16)
Baseline B-symptoms* 43 (28) 36 (24)
Baseline bone marrow involvement 12 (8) 5(3)

Kuruvilla J, et al. Lancet Oncol. 2021



Pembrolizumab - Keynote 204 Response
JAHRESTAGUNG

rates 2023

R e Pembrolizumab Brentuximab vedotin
espo =151 n=153

13.-16.Okt.
# Hamburg

Proportion of patients with objective response, n (%) 99 (65.6) 83 (54.2)
95% ClI 57.4-73.1 46.0-62.3
Estimated difference (95%Cl) 11.3 (0.2-22.1)
P-value 0.023
Best overall response, n (%)
Complete response 37 (25) 37 (24)
Partial response 62 (41) 46 (30)
Stable disease 21 (14) 36 (24)
Progressive disease 26 (17) 28 (18)
Not evaluable 1(1) 1(1)
No assessment 4 (3) 5(3)
Median time to response, months (IQR) 8 (2.7-3.0) 2.8 (2.7-2.9)
Median duration of response, months (95% Cl) 20 7 (12.4-NR) 13.8 (5.8-NR)

- Kuruvilla J, et al. Lancet Oncol. 2021



Pembrolizumab - Keynote 204 -

Ansprechen

Progression-free survival (%)

Number at risk
(number censored)
Pembrolizumab
Brentuximab vedotin

Prior autologous stem-cell transplant

A
100+ —— Pembrolizumab
—— Brentuximab vedotin
90+ HR 0-65 (95% C1 0-48-0-88);[p=0-0027
80|
70
60
50
40+
+—H fH H—H— —+
30
204 I—l—H—(
Overall
10
0 T T T T T T T T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 YeS
No
151(0) 116(9) 96(13) 74(22) 65(23) 55(26) 44(33) 35(37) 18(52) 15(55 9(61) 4(66) 1(69) 0(70)
153(0) 103(22) 63(30) 41(38) 32(42) 26(44) 19(48) 14(52) 10(56) 7(59) 5(61)  2(63) 1(64)  0(65)

Kuruvilla J, et al. Lancet Oncol. 2021

Disease status after frontline therapy

Primary refractory
Relapsed <12 mo
Relapsed 212 mo
Sex
Female
Male
Age
<65 yr
265 yr
Age
<65 yr
265 to <75 yr
=75 to <85 yr

Pembrolizumab group Brentuximab vedotin group

Median PFS Median PFS
(95%Cl) (95%Cl)

81/151

30/56
51/95

34/61
22/42
25/48

38/67
43/84

60/124
21127

60/124
16/18
5/9

13.2 (10.9-19.4)

14.7 (8.3-NR)
12,5 (8.3-19.4)

12,5 (8.2-23.4)
16.4 (8.3-NR)
13,6 (7.0-NR)

15.2 (11.1-19.6)
11.4 (8.2-NR)

19.3 (11.3-NR)
8.2(3.0-11.4)

19.3 (11.3-NR)
8.0 (2.8-11.4)
8.3 (2.8-NR)

88/153

27/56
61/97

38/62
24/42
26/49

43/63
45/90

72/131
16/22

72/131
10/16
6/6

JAHRESTAGUNG

2023

13.-16.Okt.
# Hamburg

8.3(5.7-8.8) i
10.8 (5.8-19.6) i
5.7 (5.5-8.3) HlH
5.5(3.1-8.2) o
11.0 (8.2-16.6) i
8.3 (5.6-14.0) ’_'T
5.7 (5.6-8.8) -
8.4 (5.8-14.0) e
8.3 (5.7-11.0) HEH |
5.5 (3.9-8.3) =5
8.3 (5.7-11.0) HEH
5.7 (3.9-8.4) ——
3.5(0.9-14.8) —

Hazard Ratio (95% Cl)
0.65 (0.48-0.88)

0.72 (0.42-1.23)
0.61 (0.42-0.89)

0.52 (0.33-0.83)
0.82 (0.45-1.48)
0.72 (0.41-1.25)

0.49 (0.31-0.78)
0.75 (0.49-1.14)

0.59 (0.42-0.84)
0.64 (0.32-1.30)

0.59 (0.42-0.84)
0.79 (0.31-1.98)
0.25 (0.05-1.30)

0,1
Favors Pembrolizumab <

10

» Favors BV



Pembrolizumab - Keynote 204 -
Immun-bedingte AEs

Pembrolizumab
(0)
SELli

Any immune-mediated AE 49 (33.1)
Hypothyroidism

Pneumonitis
Hyperthyroidism
Severe skin reactions
Myocarditis
Pancreatitis
Thyroiditis

Uveitis

Adrenal insufficiency
Colitis

Encephalitis
Hepatitis

Myositis

Nephritis

Brentuximab \edotin

1(7.2)

RESTAGUNG

Kuruvilla J, et al. Lancet Oncol. 2021




BV und Nivolumab
JAHRESTAGUNG

2023
‘© Phase I-Il Studie

. . L . . . .| Hamburg
© N=91 Patienten mit r/r HL, Primare Ziele: Sicherheit und Anti-Tumor
Aktivitat
© Moglichkeit einer ASCT nach EOT
Cycle 1 Cycle 2 Cycle 3 Cycled  EOT
BV 1.8 mg/k -
Part12 A | | 1 Q
Nivo 3 mgkg A A A A <
+
Part 3 BV 1.8 mglkg ‘ ‘ ‘ ‘ g
Nivo 3mgkg A A A A =
I 1 I 1 ] I 1 ] >
Weeks ! 2 3 1! ! 1|0 1|3‘
CT CT/PET

Advani et al, Blood, 2021



BV und Nivolumab

JAHRESTAGUNG

2023

13.-16.Okt.

SR 0BT

Enrolled (n=93)

> Discontinued prior to re

study treatment (r- Best Response

[ i S mC let taboli
Al Treated ORR = 85%: CRR = 67% other’ and w* omplete metabolic response

Partial metabolic response

|
Patients 61CR, 16 PR,6 8D, 7 PD, 1 NE [ No metabolic response
(n:91 ) B Progressive metabolic response
Not evaluable
No ASCT post BV+N(n=2)
Post-BV+N status: 1CR, 1NE
A 4
Patients who ASCT $ -
R 0s
Received ASCT (’p
(n=84)

36-month PFS 95% CI

N Events (%) (%)
—+— All patients 91 16 77 (65, 86)
—+— ASCT post BV+N 67 5 91 (79, 96)

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Time (months)

N at Risk (Events)
Ad\/anl et al, Blood, 202 1 All patients 91000 89(1) 65(8) 63(10) 62(11) 61(12) 58(13) 56(13) 51(13) 39(15) 38(15) 34(15) 30(15) 29(16) 24(17) 8(17) 5(17) 4017y 3017y 3017} 2007) 0017)
Per-protocol ASCT &7(0) 67(0) 61(0) &1(0) 60(1) 5%(2) 57(2) 55(2) 50(2) 38(4) 37(4) 33(4) 29(4) 28(5) 24(5) 8(5) 5(5) 45 3(5) 3(5) 2(50 05




PD1-Blockade und HMA

JAHRESTAGUNG

2023

13.-16.Okt.

© Kombination:
Camrelizumab+Decitabine

© 51 Patienten mit r/r HL nach
mindestens 2 Therapielinien

100+

Patients in
response (%)
(3]
CP

Adverse event Any grade Grade 3-4 :
Any adverse event 48 (94) 26 (51) PRE 18.1 months
Reactive capillary endothelial proliferation 39 (76) 0 5 i
Leukocytopenia 30 (59) 17 (33) 0 T T T \
Increased triglyceride 12 (24) 0 0 12 24 36 48
Eyrexia o 171((17;12)) 10(2) No. at risk (censored) DOR (months)

ain in the lesion
Increased uric acid 6 (12) 0 CR15(0) 14(0) 709 5(6) 0(11)
Increased transaminase 5 (10) 0 PR 15(0) 8(3) 2(6) 0(8)
Hypothyroidism 4 (8) 0
Fatigue 4 (8) 0
Myalgia 4 (8) 0
Nausea 4 (8) 0
Thrombocytopenia 3(6) 1(2)
Thrombocytosis 3(6) 0
Rash 3(6) 0
Pneumonitis 3(6) 0

Wang et al, Clin Canc Res, 2021




PD1 Blockade und Chemotherapie
(Pembrolizumab + GVD)

JAHRESTAGUNG

2023

13.-16.0kt.
Hamburg

© Phase 2 Studie
© N=39 Patienten mit r/r HL (nach mi

Total enrolled
(N =39)

. Pembro-GVD x 2 cycles
| All evaluable patients (n = 38)

| (n=38)

L _nmen : autausschlag (n = 1)
erhdhte AST/ALT (n =
Mucositis (n = 2)
Neutropenie (n = 4)
Hyperthyroidismus (n = 1)

4),

Lost to follow-
(n=1)

Pre-HDT/AHCT ISRT
(n=1)

l . HDT/AHY HDT/AHCT after Pembro-
I Received HDT/AHCT avD GVD x 4 cycles |

n = 36) \ (n=6) !

Consolidation after Consolidation after
HDT/AHCT with BV HDT/AHCT with BV

(n=12) 1) Moskowitz et al, JCO 2021



PD1 Blockade und Chemotherapie
(Nivolumab + ICE)

“ Phase Il randomisierte Studie
« primar refraktare HD oder Rezidiv nach 1. Therapielinig

Response after Nivo x 3 Response after Nivo x 6
37/42 ORR 88% 33/37 ORR 89%
26/42 CR 62% 29/37 CR 78%
Includes n = 1 CR after Nivo x
2 d/c for toxicity
N =37
2-year PFS: 72% (95% Cl: 56-83)
> P

CT/PET _|
scan CR N =1CR, refused AH

N =3 PR* ' N =1 PR, alternative s 0.1 4
N = 1 d/c for toxicity, PD SD - )
N = 1 d/c for toxicity, direct to AHCTin CR % PD Cutrsy
N=1

d/c for toxicity, alternative tx scan -

SD —

0 3 6 9121518212427 3033 3639424548

PD

. o Response — end of protocol tx (all treated) End of Nivo + ICE Time (months) from initial treatment
*Indicates treatment choice is at
investigator’s discretion 39/43 ORR 91% 9/9 ORR 100%
38/43 CR 88% 8/9 CR 89%

Mei et al, Blood 2022



PD1 Blockade und Radiotherapie
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# Hamburg

‘© AERN Studie - abskopaler Effekt der Strahlentherapie mit PD

(auBerhalb des Strahlenfeldes)
‘© Fraktioniert 20 Gy auf ,single” Lasion
‘© Nivolumab bis 1,5 Jahre, PD oder relevante Toxizitat

RE-12

relapsed/refractory RLSZO:S);
Hodgkin lymphoma wido-w

- PD on anti-PD1
- SD >6 months
on anti-PD1

% SPD reduction

w1d1 wa3d1 w12

AT T T T T T T 1

Brockelmann et al., EHA 2022



PD1 Blockade und andere JAHRESTAGUNG
immunologische Targets - LAG3 2023
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# Hamburg

Favezelimab (MK-4280) Blocks the Interaction Between MHC Class ||
Receptors and LAG-3

< [

MK-4280

MHC I N

APC T-cell

Prolonged antigen
exposure _ — _ :
ﬁ & Favezelimab (MK-4280) Could Inhibit LAG-3 Upregulation Restoring T-cell
LAG-3 Effector Functions Targeting Tumor Cells

% upregulation
q

. % Activated
Activated Exhausted T-cell

T-cell T-cell \\K

5 VK4280

LAG-3 inhibition T-cell cytotoxic 0o cell

activity is regained




Pembro + LAG-3 Inhibitor

. JAHRESTAGUNG
MK4280 Studie
‘ ) 2023

© Phase I/l Studie, 64 Patienten, davon 30 PD1 naive,
34 mit PD1 Preexposition
© Kombination von Pembrolizumab + Favezelimab (Anti-LAG-3)

Anydcion 250 etion [ neo

804 n (%) n (%)

< | 29 (97) 25 (83) Objective response rate,? )
3 jE e ettt e 500% GrOWEY n (% [95% CI]) 24 (80[61-92))
£ 1
§ o CR, n (%) 10 (33)
Ej -- 50% Reduction PR, n (%) 14 (47)
[&]
SD, n (%) 3(10)
1007 n (%) n=28° PD n %

ol I ledicior Fombaraing 25 (89) Timmermann et al, EHA 2023

3(10)
250% reduction from baseline 12 (43) Most recent therapy Most recent therapy
s Crowth Anti-PD-1 Non-Anti-PD-1
N=17 N=17

a0
i 201 gg‘j"g‘l’]‘; CEETEDAEICh 0(29 [15-48)) 6 (35 [14-62]) 4 (24 [7-50])
X _
E 201 CR, n (%) 3(9) 1(6) 2(12)
& PR, n (%) 721) 5(29) 2(12)
50% Reduction
Johnson et al, EHA 2023 SD.n (%) 12(39) 847) 424
PD, n (%) 7(21) 2(12) 5(29)
Not available?, n (%) 5(15) 1(6)



Check-Point Inhibition and allo HSCT

‘© retrospektive EBMT-Analyse von 209 Patl

Merryman et al., Leukemia 2021



Schlussfolgerung - Anti PD1 Behandlung

JAHRESTAGUNG

‘ langanhaltende Remissionen bei einem Teil der Patienten A Hamburg

nach multiplen Rezidiven
‘C Therapiestop bei CR >1 Jahr ist moglich. Reexposition effektiv

‘© Konsolidierende hoch-dosis Therapie bei Respondern auf PD1-Blockade
effektiv

‘© effektivin 1. Rezidiv - > Vermeidung der hoch-dosis Therapie zukinftig?

‘C Allogene Transplantation nach Anti-PD1 Behandlung moglich
(hohe Rate der GvHD)
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Phase Il und Il Studien

JAHRESTAGUNG

2023

13.-16.Okt.

i Hamburg
. mDOR
Study Phase Key Inclusion Agent n ORR (CR) PIF Sll(l\:vegm;l (O 1] (Median
otlo P Follow Up)
Multiple R/R Disease: anti-PD-1 mAb monotherapy
87%
Younes 2016 [18] o
Armand 2018 [19] 1 Post ASCT +/— BV Nivo 243 71% (21%) 37% (24 m) (24 m) 18 m (58 m)
18% (60 m) 71%
Ansell 2021 [20] (60 m)
Chen 2017 [21] Post ASCT +/— BV or 719
Chen 2019 [22] II R/R to first line salvage Pembro 210 71% (28%) 44% (60 m) (60 1;) 7 m (60 m)
Armand 2021 [23] therapy
Primary
. . Refractory 94%
Zinzani 2020 [24] I Disease Pembro 71 82% (35%) 32% (24 m) (24 m) 17 m (28 m)
subgroup
. Post or ineligible for 54% vs. 36
Kuruvilla 2021 [25] ITI ASCT Pembro vs. BV 304 N/A (12 m) N/A N/A
Song 2020 [26] Post or ineligible for - o o o 85%
Song 2022 [27] I ASCT Tislelizumab 70 87% (67%) 41% (36 m) (36 m) 32 m (10 m)
Nie 2019 [28 . . 0 e . 63%
Liu 2021 {29} 11 Post 2+ prior LOT Camrelizumab 19 90% (32%) 67% (24 m) (24 m) NR
Song 2019 [30] 11 Post ASCT Camrelizumab 75 76.0% (28%) 81% (6 m) NR NR

67% (12 m)
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