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Physician Scientists are urgently
needed to push clincial science
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Forward translation

Routine clinics/

Basic research . .
Clinical science

Reverse translation



To improve future therapies!

Survival
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Conventional Therapy
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The basis for innovation is science:
pioneers in immunology
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A Pre-1960 Model of the Cellular Basis of Adaptive Immunity
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Figure 1. Models of the | Sy

The early notion of all adaptive immunity deriving from one type of recirculating small lymphocyte and its antigen-activated progeny is
shown in Panel A. The breakthrough findings of Cooper** and Miller,** along with their colleagues, are shown in Panel B. These findings

revealed the duality of the major adaptive immune-cell populations as T (thymus-derived) and B (bursa-derived or bone marrow—derived)
lymphocytes with separate and conjoint responsibilities for host defense.

2019 Albert Lasker Basic Medical Research
Award, which has been given to Max Dale

Cooper and Jacques Miller. Germain R, NEJM 2019
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Sustaining Evading
proliferative signaling growth suppressors

Unlocking Nonmutational
phenotypic plasticity epigenetic reprogramming
Deregulating Avoiding immune
cellular destruction
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Genome .
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vasculature metastasis
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Hanahan D; Cancer Discov 2022
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Some of my personal favorite
concepts in oncology
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1.  BiTEs, CARTs and vaccines in oncology: paradigm-shift
in the treatment of solid cancer?

There is still news from classical immune checkpoints
What about targeted compounds?
ADCs — a revival of chemotherapy but targeted

Liquid biopsy for therapy tailoring

P @ H @ N

Targeting cancer cachexia

Very personal view
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* CLDNG is an oncofetal antigen, expressed during fetal organogenesis and overexpressed in many solid tumors yet absent

in healthy adult tissues'
. . . . . _ GCT (95%) EOC (85%)
* BNT211 is an investigational candidate combining g . T

CLDN6-targeted CAR T'-2 and CARVac3#

aCLDNS scFv M
Scientific rationale and concept of CARVac-
CD8 hinge || ( driven expansion of CAR T cells®
1l
D3 Ll
A
CLDNG6 CAR T ]° |2° :|3° ff° CARVac treatment
i i i i Possibl
CLDN6 MRNA —, + a | ! : : tgizitt)ye
CLDN6 CARVac s |- i 5 ;
o 1 1 1 1
g | ; i i Optimal
= | i i ; therapeutic
- | i : window
[+ 4 i
< T T T
S b | i i Insufficient
] Delivery to primary and secondary i i i i activity
Liposomes __i lymphoid organs - - >
Time/persistence
mem=  High-dose CAR T Low-dose CAR T plus CARVac

1. Mackensen A, et al. Nature Med 2023;29:2844-2853; 2. Haanen JBAG, et al. Ann Oncol 2023;34 (suppl_2):51281-S1282; 3. Reinhard K, et al. Science 2020;367:446-453; 4. Sahin U, et al. Nature 2020;585:107-112.| £
APC, antigen-presenting cell; CAR, chimeric antigen receptor; CLDNG, claudin-6; IV, intravenous.

BARCELONA CONgress g
2024 Mackensen et al., Nat Med 2023

Hanen et al., ESMO 2024




BNT211-01 trial desig

n.

Best overall response rates (ORR)

Best overall response per RECIST v1.1

[l DL>2 +100% LD + CARVac
All other doses

Change in the sum of target lesions, %

Patients

11UV

udays

Response? Total (N=74)>

Evaluable patients, n 64
ORR, n (%) 21(32.8) = &
95% Cl (%) 18.5-40.1 £ -
CR,n (%) 3(4.1) 2
PR, n (%) 18 (24.3) 3
DCR, n (%) 43(67.2) 8
95% Cl (%) 46.1-69.5 2
5
Responset DL22 +100% LD 2
+ CARVac (N=41)>¢ =
Evaluable patients, n 33 §
ORR, n (%) 17 (51.5) k-]
95% Cl (%) 26.3-57.9 ©
DCR, n (%) 28 (84.8) 100
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Response over time

Response? Total (N=30)°

o 100 4
All other doses ‘:n_ <= All other doses Evgluable 2%
5 patients, n
g ORR, n (%) 8(33.3)
5 95% Cl (%) 12.3-45.9
2 DCR, n (%) 18 (75.0)
Z 95% CI (%) 406773
£
a — DL22 +100% LD
2 P + CARVac (N=16)><
£ Evaluable 12
§= patients, n
s ORR, 1 (%) 7(58.3)
© 0l 95% CI (%) 19.8-70.1
BL 60 120 180 200 300 DCR, n (%) 10(83.3)
Patients with ovarian cancer Days post-ACT 95% CI (%) 35.4-84.8
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Mackensen et al., Nat Med 2023
Hanen et al., ESMO 2024



Targeting DLL-3 by TCE in SCLC

B Trends in Lung-Cancer-Specific Survival
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Rudin et al, J Hematol Oncol 2023
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Howlader et al, NEJM 2020

Tumor lysis

SCLC cell death

Activation
—
,
q F Fc domain: . X
Anti-DLL3 BiTE: half-life Selection of SCLC cells with
Tarlatamab extender lower levels of DLL3 and/or

fewer DLL3 molecules at
the cell surface

No Tarlatamab
activity

‘a2
Tarlatamab- o
induced @

Cell fate change (e.g., less
neuroendocrine, more
mesenchymal)

ASCL1-neg
NEUROD1-neg 4

No Tarlatamab
activity

@
1) 7]

Apaydin et al, Transl Lung Cancer 2023



DeLLphi(n)-301: Tarlatamab is
a good jump forward

PFS/0OS after Chemo (10) plus second line therapy

B Progression-free Survival

Percentage of Patients

C Overall Survival

Percentage of Patients

Median Progression-free
Survival (95% Cl)

mo
100 Tarlatamab, 10 mg 4.9 (2.9-6.7)
20 Tarlatamab, 100 mg 3.9 (2.6-4.4)
Tarlatamab, 10 mg
60
40 28
Tarlatamab, 100 mg ! 1 T
20 ' :27 T T LI
0 T t t T 1
0 3 6 9 12 15

Months

Median Overall Survival

(95% Cl)
mo
Tarlatamab, 10 mg 14.3 (10.8—-NE)
100 Tarlatamab, 10 mg Tarlatamab, 100 mg NE (12.4-NE)

80
Tarlatamab, 100 mg i
60 . h
40 | |
20
0+ T t t T T 1
0 3 6 9 12 15 18
Months

Progression-free survival

overall survival
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PFS/0S after Chemo-10

1.00-
075
0.50°
0.25
p=0025

0.00°
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Months
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0.25-
p=0017

0.00 |
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Pons-Tostvint et al, Lung Cancer 2024

B Tarlatamab, 100 mg (N=87)

Cycle 1 Cycle 2 Cycle 3
Characteristic Tarlatamab, 10 mg Tarlatamab, 100 mg Tarlatamab Dose: | Day 1: 1 mg Day 8: 100 mg Day 15: 100 mg Day 1: 100 mg Day 15: 100 mg Day 1: 100 mg
Timing of Adverse
Parts 1 and 2 Part 3 Part1 Event: Day 1-7 Day 8-14 Day 15-27 Day 1-14 Day 15-27 Day 1-14
(N=100) (N=34) (N=88)
1004
50 't ) , ,
No. of previous lines of therapy — no. (%) g 454 | | | | |
1 2(2) 0 2(2) £ a0 ! : : 3 :
S i i T i i
2 65 (65) 22 (65) 48 (55) .‘}5 354 ! ' ' ' '
304 | | | | |
3 19 (19) 6(18) 22 (25) & 5] 2 ! ! ! ! !
8 ! ! ! ! !
>3 14 (14) 6 (18) 16 (18) £ 204 ' ! ' : :
4 : ! : ' '
Median no. of previous lines of therapy (range) 2.0 (1-6) 2.0 (2-6) 2.0 (1-8) S 1(5)‘ : o : : :
104 ' ' ' ' '
5 6 s s 3 s 2 | ;
a | | | 1 ol ol
o 0 ol M - 0 0! 0! 0 0 0 0 00
CRS ICANS ~ CRS ICANS ~ CRS ICANS ~ CRS  ICANS  CRS ICANS  CRS ICANS

Ahn et al, NEJM 2023



DeLLphi: Tarlatamab induces long-
term disease control in some patients
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Phase 1 % >
(%) A 8
d = x o L Dose level
reS pon er @ AA o o M 10 mg once every two weeks (n = 6)
"‘3‘ AA B 30 mg once every two weeks (n=1)
o -> 100 mg once every two weeks (n = 15)
—DT - M 100 mg elV once every two weeks® (n = 12)
—— B Alternative dosing® (n = 4)
e —
]
[—— o A First response (PR or better)
—.—qj. ° [0 Disease progression
= > - Ongoing treatment
- -> - @ Death
T T T T T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Duration of Treatment (months)
Dowlati et al, J Clin Oncol 2024
A Onset and Duration of Response
A First response (partial response or better) m Disease progression > Ongoing treatment = Death

Tarlatamab, 10 mg (N=40)

Tarlatamab, 100 mg (N=28)

3 — 5
=4 i 57
Phase 2 : / 3
L ——3 > =7
(responder) s B 7 . =
3 f = .. 3--) 4 3
5 kY ., 7 ‘AA “a ’
AA -)3 AA L] =
y . 0 . p 3
SR : =
T T T T T T T 1 T T T T T T T 1
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Ahn et al, NEJM 2023
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ADRIATIC: PD-L1 blockade improves
OS in LD-SCLC
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Durvalumab Dual primary endpoints:
) + Durvalumab vs placebo
- 08
— PFS (by BICR, per RECIST v1.1)
srmitted be Placebo Key secondary endpoints:
Qay « Durvalumab + tremelimumab vs
N=266 placebo
cCRT components Stratified by: - 0S
+ Fourcycles of platinum and | Disease stage Durvalumab + tremelimumab g EES Oy DG P REE N Rt
eloposide (three permitted!) (1% s 1) D 1500 mg Q4W + T 75 mg Q4W for 4 doses,
Other secondary endpoints:
+ RT. 60-66 Gy QO over 6 weeks | PC! (yes vs no) followed by D 1500 mg Q4w L
of 45 Gy BID over 3 weeks N=200 » OS/PFS landmarks
* RT must commence no later : - « Safety
than end of cycle 2 of CT Treatment until investigator-determined progression or
intolerable toxicity, or for a maximum of 24 months
A Progression-free Survival ODverall Survival
100 Median 1004 68.0 Median
2 90 Progression- 90+ Overall
§ 804 No. of Events/ freegSurvivaI é’ 80 (95%C1, 61.9-73.3) B No. of Deaths/  Survival
285 Total No. (%) (95% CI) < 7 0.0-62.5 Total No. (%) (95% ClI)
ﬁ ﬁ 70+ 43.8 46.2 mo % i ; "
§ & 60 (95% Cl, 42.2-55.0)  (95% Cl, 39.6-52.5) Durvalumab  139/264 (52.7) 16.6 (10.2-28.2) E zg: e 1 Durvalumab Durvalumab  115/264 (43.6) 55.9 (37.3-NR)
g 50q / Placebo 169/266 (63.5) 9.2 (7.4-12.9) s (95% 1, 523-643) | ' Placebo  146/266 (54.9) 33.4 (25.5-39.9)
S E 404 . i Durvalumab ) . . Eﬁ 40 o T H Stratified hazard ratio for death,
o . . Stratified hz.izard ratio for disease £ 304 ' ' St 0.73 (98.321% Cl, 0.54-0.98)
»o 30 o i . progression or death, 0.76 g . : 47.6 acebo P=0.01
E& ] Crame-nn, 1 342 Placeb (99.816% C, 0.53-1.08) § 204 : ! (95% Cl, 413-53.7)
g 1 | (95% CI, 28.2-40.3) acevo (97.195% Cl, 0.59-0.98) & 10 ! !
3 10 ! ! P=0.02 o H H
' ' T T T T T T T T T T T T T T T T T T T T 1
0 T t t 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63

T T T T T T T 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 42 45 48 51 54 57 60 63 N .

Months since Randomization
Months since Randomization .

». at Risk

irvalumab 264 261 248 236 223 207 189 183 172 162 141110 90 68 51 39 27 19 11 5 1

No. at Risk 0
icebo 266 260 247 231 214 195 175 164 151143 123 97 80 62 44 31 23 19 8 5 1 0

Durvalumab 264 212 161 135 113 105 101 98 84 78 51 51 33 21 19 10 1
Placebo 266208 146 122100 88 79 76 71 69 47 47 34 23 22 15 1

»o
[LFS
[LFS
oo
oo
oo

Table 2. Objective Responses (Intention-to-Treat Population).*

Durvalumab Placebo

End Point (N=264) (N=266)
Median duration of response (95% Cl) — mo¥ 33.0 (22.4-NR) 27.7 (9.6-NR)

Ongoing response at 12 mo (95% Cl) — %9 74 (59-84) 60 (44-73)

Ongoing response at 18 mo (95% Cl) — %9 71 (57-82) 55 (39-68)

Chen et al, NEJM 2024



LAURA: TKI-maintenance after
RCT is new SOC

10

Probability of progression-free survival

65%

LAURA Primary Endpoint: PFS by BICR
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Median PFS, months (95% CI)

Osimertinib  39.1(31.5, NC)
Placebo 56(3.7,7.4)

PFS HR (95% CI): 0.16 (0.10, 0.24), |
p<0.001

Maturity 56% |
osimertinib 40%, placebo 86% ﬁ ! B

e

No. atrisk

Osimertinib 143 127 114 109 99 96

Placebo 73 50

25

10

83

2024 ASCO  [PIXTISTY  recsowreo o Lecia V. Seaquist, MD, MP

ANNUAL MEETING

The NEW ENGLAND
JOURNAL of MEDICINE

ESTABLISHED IN 1812 MAY 20,2004 voL.350 NO.21

Activating Mutations in the Epidermal Growth Factor

3|

;f’f Receptor Underlying Responsiveness of Non-Small-Cell

;> Lung Cancer to Gefitinib

3|, Thomas . Lynch, M.D., Daphne affaella Sordella, Ph.D., Sarada Gurubhagavatula, M.D.,
i Ross A. Okimoto, B.S., Brian W. a L. Harris, M.S. M. Ha BA

avid N. Louis, M.D., Da
A. Haber, M.D., Ph.D.

1€ Jjeffrey G. Supko, Ph.D., Frank G. Ha iani, M.D.

i Jeff Settlem

M.D., Ph.C
D., and Daniel

Lu et al, NEJM 2024

Oncogenic Drivers in NSCLC Genotype-Directed Therapies FDA-Approved in NSCLC*

- corn § s 120
(canonical)  RERIGRATAY CSDM - Sotorasib

non-G12C (17%)
/
Otheror not identified

q « Gefitinib « Ceritinib *Amivantamab  *Adagrasib
@ « Erlotinib « Alectinib
—azcaz « Afatinib - Brigatinib iER2
« Dacomitinib - Lorlatinib -Selpercatinb Traztuzumab
NTRK1/2/3 (<15%) + Osimertinib + Pralsetinib dertiecan

MET BRAF (V600E)
ROS1 (exon 14) NTRK1-3 « Dabrafenib +

ALK (~3%)

/ EGFR(17%)

ERBB2(-4%) L . CI'IZO!In.Ib' +Capmatinib P —r—— trametinib
~4%)  (5%) * Entrectinib - Tepotinib o * Encorafenib +
* Repotrectinib Entrectinib binimetinib
*Therapies as of 5/2024, constantly evolving. Not show in boxes: erlotinib plus ramicirumab, amivantamab plus
chemotheraov. and osimertinib plus chemotheraov. Slide courtesv of Jessica Lin. adaoted from Thai. Lancet 2021
»
>
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Targeting cancer by ADCs

9945 4 4 4

Gemtuzumab Brentuximab Inotuzumab Polatuzumab Loncastuximab Belantamab

ozogamicin vedotin ozogamicin vedotin tesirine mafodotin

Trastuzumab Trastuzumab Disitamab Enfortumab Sacituzumab Tisotumab Mirvetuximab
emtansine deruxtecan vedotin vedotin gowvitecan vedotin soravtansine

@ Haematclogical target ﬁr IgG & & cicavable linker ' ' DNA-targeting agent
@ solic tumour target 1 r IgG4 @B Uncleavable linker * Tubulin-binding agent

{:(( Topoisomerase | inhibitor

Dumontet et al. Nat Rev Drug Discov 2023
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OptiTROP-Breast01: Sac-TMT
improves OS inr/r TNBC
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Patients with locally recurrent
OUMAIASISUCTINES Sac-TMT, Treatmentuntii | Endpoints
* Relapsed or refractory to 2 or more 5 mg/kg IV, every 2 weeks disease Primary
prior chemotherapy regimens for 3 « PFS by BICR
unresectable, locally advanced or A oty Secondary
metastatic disease unacceptable -+ oS
«  For prior therapy, 1 could be in the i ; .
(neo)adjuvant setting, provided Physician's choice of toxicity or any + PFSby mv«:sbgatoc
progrossion occurred during treatment of 3 assessmen
within 12 months after treatment .chgmothera'lpy_. Other re'a eon/for « ORR. DOR
discontinuation eribulin, capecitabine, discontinuation i Safet.y
- Received taxane(s) in any setting gemcitabine, or vinorelbine
Stratification factors Tumor assessment

« Line of prior therapy (2-3 vs >3)

« Every 6 weeks for the first year and every 12 weeks afterward.
« Presence of liver metastases (yes vs no)

100
OS events, n (%) 43(331) 70 (52 6)
Median OS (95% Cl), mo  NR(112,NE) 94 (85 11.7)
30 12-month OS rate. % 57.8 352
S
3 607
E HR 0.53 (95% CI: 0.36, 0.78)
5 40- P=0.0005
:
20-
o L=——S8cTMT —— Chemotherapy
0 1 2 3 4 S 6 7 8 9 10 1n 12 13 14 15 16
Time (Months)
No. at Risk

Sac-TMT 130 127 124 120 120 117 111 106 85 66 44 33 22 15 n 4 0
Chemotherapy 133 131 128 119 111 101 95 88 71 S0 37 24 15 6 4 0

» Efficacy boundary (corresponding to actual OS events of 113): 0.0042. The study crossed OS efficacy boundary.

Xu et al, ASCO 2024



MEDIZINISCHE UNIVERSITAT
INNSBRUCK

DESTINY-Breast12: Trastuzumab-DXT has
excellent CNS activity in r/r Her2/neu+ BC
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100

******

S HMM

-100 -

lesion size from baseline
N
o o
e
—
=
=

Best percentage change in CNS target

¢ 1.0 + T-DXd 5.4 mg per kg (n = 263)

Probability of CNS PFS
o o
S (&

o0 12-month CNS PFS: |
- 58.9% .
02 4 (95% CI: 51.9-65.3) |
0.1
0

T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
o 1 2 3 4 5 6 7 8 9 10 1N 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31
Months
No. atrisk 263 258 242 229 224 208 192 178 166 132 107 95 85 79 59 52 33 30 24 23 16 15 5 4 2 2 0

Harbeck et al, Nat Med 2024
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Neo-COAST 02: ADC (Dato-DXT) going
to the perioperative setting in NSCLC

Neoadjuvant for Adjuvant for
4 cycles Q3W up to 1 year

Arm 1: Oleclumab + durvalumab
+ platinum-doublet CT* Oleclumab + durvalumab
(N=76)

INNERE MEDIZIN
Hamatologie und Onkologie

Arm 2: Monalizumab + durvalumab
+ platinum doublet CT*
(N=72)

Key eligibility criteria

» Stage IIA-IIIB resectable
NSCLC (AJCC 8t edition) R =—

* EGFR/ALK wild-type Stratification by —> .

« ECOGPSOor1 PD-L1TPS
(<1% vs 21%)

Safety and

Monalizumab + durvalumab

— —

Arm 4: Dato-DXd + durvalumab
+ single-agent platinum CT* Durvalumab
(N=54)

Statistical considerations

efficacy
follow-up

Surgery*

Primary endpoints Key secondary endpoints *  This study was not powered to make direct statistical comparisons between arms.
« pCR rate$ « mPR rate’ and EFS »  Descriptive statistics are summarised and presented.
+ Safety and tolerability -+ Feasibility to surgery «  The primary intent was to look for preliminary efficacy signals by calculating pCR rates.
Arm 1 Arm 2 Arm 4
Oleclumab + durvalumab + CT Monalizumab + durvalumab + CT Dato-DXd + durvalumab + CT
100 - mITT 100 - mITT 100 - mITT
N=60 N=60 N=44
65.9%
-~ 80 80 80 - °
X
e 53.3%
€ 60 - 45.0% 60 - 60 -
% 34.1%
26.7%
T 40 - 40 ) 40 -
© 20.0%
14
O
e 20 4 20 - 20 4
0 0 0 -
pCR mPR pCR mPR pCR mPR

92.2% 92.1% 95.8% SURGERY RATES

Dascone et al, WCLC 2024




GALAXY: ctDNA clearance and
curative potential in stage ll-IV CRC

MEDIZINISCHE UNIVERSITAT

INNSBRUCK

UNIVERSITATSKLINIKEN

INNERE MEDIZIN

Hamatologie und Onkologie

Characteristic

No. of patients (%)

Characteristic

No. of patients (%)

Median age in years (range)

69 (28-95)

Median follow-up in months (range)

23 (2-49)

Sex Neoadjuvant treatment
Male 1,149 (51%) Neoadjuvant chemotherapy 218 (10%)
Female 1,091 (49%) None (upfront surgery) 2,022 (90%)
ECOG score Adjuvant treatment
0 2,046 (91%) Adjuvant chemotherapy 946 (42%)
1 194 (9%) Observation 1,294 (58%)

Tumor location
Right-sided colon
Left-sided colon

863 (39%)
1,377 (61%)

BRAF mutation status
BRAF WT
BRAF V600E

2,062 (92%)
178 (8%)

Pathological T stage

RAS mutation status

T1-T2 317 (14%) RAS WT 1,303 (58%)
T3-T4 1,630 (73%) RAS mut 937 (42%)
Unknown 293 (13%)

Pathological N stage MSI status
NO 922 (41%) MSS or MSI low 2,025 (90)
N1-N2 1,025 (46%) MSI high 215 (10%)
Unknown 293 (13%)

Pathological stage
|
1]
1]
v

234 (10%)
652 (29%)
936 (42%)
418 (19%)

Radiological recurrence
Yes
No

500 (22%)
1,740 (78%)

n=2240

Interim analysis

Median follow-up 23 months

Nakamura et al, Nat Med 2024



GALAXY: ctDNA clearance and
curative potential in stage ll-IV CRC

MRD window
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Surveillance
P < 0.0001
e 1.00 o 100 4
— CtDNA (-) a9
@
2
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o P 1,392
9 050 A T 50+
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0 l T T T T T T T T T 0’ 89
o 6 12 18 24 30 36 42 48 CtDNA(-) CtDNA(+)
Time from landmark timepoint (months) No recurrence
Number at risk B Recurrence
CtDNA (=) 1,481 1,445 1,222 948 565 3n 13 5 0
CtDNA (+) 310 185 93 35 14 4 0 0 0
f P <0.0001
1.00 - 100 4
CtDNA (-)
‘:" 0.75 4 . 754
2 8
> %) 1,468 272
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© 2
o ©
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Nakamura et al, Nat Med 2024



GALAXY: ctDNA clearance by ACT in MRD+

pts is linked to superior outcome
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GDF-15 is central for progressive cancer
cachexia and can be targeted in mice
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Hamatologie und Onkologie

Mouse model of The role of GDF15 in the
cancer-induced cachexia cancer cachexia model
Treatment with an

Subcutaneous implantation of anti-GDF15 monoclonal
TOV21G ovarian cancer cells antibody improves outcomes

& Food intake 4 Food intake
& Body weight
4 GDF15 levels

& Muscle function

& Physical performance 4 Physical performance

Treatment with a GDF15 neutralizing monoclonal antibody alleviates
weight loss and improves muscle function and performance

Muller et al, Cell Reports 2023
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The concept of GDF-15 inhibition also
works in cancer cachexia in humans
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Treatment Policy On-Treatment
L] 4
gromat gromal gromab, 5
Placebo 100 mg 200 mg 400 mg All Patients ]
Characteristic (N=45) (N=46) (N=46) (N=50) (N=187) ] 3
Median age (IQR) —yr 66 73 66 67 67 @
(57-71) (64-76) (60-72) (60-72) (60-74) g
Female sex— no. (%) 17 (38) 19 (41) 15 (33) 18 (36) 69 (37) &= 2+
-
Race — no. %7 =
) o0 =
White 26 (58) 27 (59) 28 (61) 35 (70) 116 (62) ; 2 1
Asian 18 (40) 19 (41) 18 (39) 15 (30) 70 (37) '~
©
Not reported 1(2) 0 0 0 1(1) o 0 - g - - T _ _ - ____ - -
Median weight (IQR) — kg 53.8 50.2 552 58.1 54.8 @
(46.0-58.4) (43.4-612) (47.0-69.5) (50.9-67.4) (46.0-63.8) <
Body-mass index g’n -1
<
Median (IQR) 19.0 193 206 20.5 19.8 «©
(17.2-213) (17.5-212) (17.7-24.1) (19.2-22.8) (17.6-22.3) S 2
— 9, o oo oo 'Y o oo oo oo
<20 — no. (%) 30 (67) 28 (61) 22 (48) 19 (38) 99 (53) 2 g g g 2 g g g
Percent weight loss during 6 mo be- s o o (=] S [=3 o [=}
fore screening — no. (%) o S 2 9,, o S S 9,.
<5% 6(13) 10 (22) 9 (20) 5 (10) 30 (16) ) o Y ) o o
i © © @ © ]
5 to <10% 21 (47) 15 (33) 12 (26) 21 (42) 69 (37) S € € £ € €
o o o o o o
>10% 18 (40) 21 (46) 25 (54) 24 (48) 88 (47) & 5 5 & 5 5
. X . () [ [ ) [ [
BMI-adjusted weight-loss categorys: 2 2 2 2 2 2
No. of patients (%) g QO_ QO_ g QO_ QO_
Cat 1 0 0 1(2 1(2 2 (1 .
aceot) ) 2 ) No. of Patients 45 46 46 50 45 46 46 50
2 13 3(7, 5 (1 14 (7 .
Category 0 6 () ” (o ” No. of Patients 32 32 39 34 32 32 38 31
Category 3 15 (33) 18 (39) 24 (52) 20 (40) 77 (41) with Wk-12
Category 4 30 (67) 22 (48) 18 (39) 24 (48) 94 (50) Data
Median category (IQR) 4 (3-4) 3 (3-4) 3 (3-4) 3 (3-4) 4 (3-4)
Cancer type — no. (%)
Non-small-cell lung 15 (33) 17 (37) 21 (46) 21 (42) 74 (40)
1 ik N
Pancreatic 14 (31) 16 (35) 15 (33) 14 (28) 59 (32) e opsenca " Opbeneg mhﬁ;ﬁé?u:ﬁ“” (ae‘;e@ff‘.:fc!:;m"
INOGE|5q NESU DIYsLNCE
Colorectal 16 (36) 13 (28) 10 (22) 15 (30) 54 (29) [s]
€99 bows — PR p————— QD
Cancer stage — no. (%) p &
| 0 10 0 10 2 FAACT-5-Item Anorexia Symptom Scale§
Placebo 42 11.9:4.2 30 ~0.2:4.5 022 (-1.02 to 1.45) NA
L 30) 5 (1) 40) 2(4) Y Ponsegromab, 100 mg 43 11.0:3.9 27 31x42 243 (115 t0 3.63) 220 (036 t0 3.99)
1 12 (27) 10 (22) 8 (17) 4 (8) 34 (18) Ponsegromab, 200 mg 41 12.2:5.2 33 —0.2:5.4 0.20 (~0.99 to 1.42) -0.02 (-1.73t0 1.72)
v 30 (67) 30 (65) 34 (74) 43 (86) 137 (73) Ponsegromab, 400 mg 47 11.0:4.8 30 25437 262 (13710 3.87) 239 (0.61t0 4.15)

Klinisch und akademisch relevant, aktuelle klinische Bedeutung aber unklar (OS? QolL?)!

Groarke et al, NEJM 2024
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And many more...

e ESOPEC (resectable EC FLOT >> CROSS)

* TOPGEAR (periop RCHT = CHT in resectable GC)

e NICHE-3 (Nivo/Relatlimab MSI neadj CRC)

« POD1UM-303/InterAACT 2 (Retifanlimab/CHT >> CHT in mRC)
 COLLISSION (hep. Meta CRC RFA = surgery)

* TransMet (Hep. Tx in unres. liver only CRC-meta)

* MARIPOSA-2 (Amiv.+Chemo in Osi-res NSCLC)

* NADINA (neoadj Nivo/lpi >> adj. Nivo in res. MM)

* Tropion-Lung01 (Dato-Dxt >> Docetaxel in NSCLC)
 CABINET (Cabozantinib in NET)
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