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Zulassungsübersicht Immunonkologie 

3

20182011/2013 2015 2016 2017 2019 2020 2021

Nivolumab
• +Ipi: 1L RCC
Pembrolizumab
• +CTx: 1L sqNSCLC
• ±CTx: 1L SCCHN (PD-L1 CPS ≥ 1)
• +Axi: 1L RCC 
Atezolizumab
• +Beva+CTx: 1L nsqNSCLC
• +Nab-Paclitacel+CTx: 1L nsqNSCLC
• +Nab-Paclitacel: 1LTNBC (PD-L1 IC ≥ 1%)
• +Etoposide+CTx: 1L ES-SCLC
Avelumab
• +Axi: 1L RCC
Cemiplimab
• CSCC

Nivolumab
• Adj. EC & GEJC
• +Ipi: Nach 5-FU-Kombi CRC (dMMR/MSI-H) 
• +Ipi: 1L MPM
• +Cabo: 1L RCC
• +CTx: 1L AdenoCA uGI (HER2-; PD-L1 CPS ≥ 5)
Pembrolizumab
• Adj. RCC
• 1L CRC (dMMR/MSI-H)
• +CTx: 1L GEJ (HER2-) & EC (PD-L1 CPS ≥ 10)
• +CTx: 1L TNBC (PD-L1 CPS ≥ 10)
Atezolizumab
• 1L NSCLC (PD-L1 TC ≥ 50% oder IC ≥ 10%)
Avelumab
• 1L-Erhaltung UC
Cemiplimab
• 1L NSCLC (PD-L1 TC ≥ 50%)
• Nach HHI oder HHI-ungeeignet: mBCC

Nivolumab 
• Nach 5-FU- und Platin-Kombi: 

ESCC
• +Ipi + 2 Zyklen CTx: 1L NSCLC
Atezolizumab
• +Beva:1L HCC
Durvalumab
• +Etoposide+CTx:1L ES-SCLC

Nivolumab
• +Ipi: 1L Melanom
• 2L RCC
• 2L nsqNSCLC
• 3L cHL
Pembrolizumab
• 2L NSCLC (PD-L1 TC ≥ 1%) 

Ipilimumab
• 2L Melanom
• 1L Melanom

Nivolumab
• Melanom
• 2L sqNSCLC
Pembrolizumab
• Melanom

Nivolumab
• nach Platin SCCHN
• nach Platin UC 
Pembrolizumab
• 1L NSCLC (PD-L1 TC ≥ 50%)
• nach Platin UC
• Platin-ungeeignet UC (PD-L1 

CPS ≥ 10)
• 3L cHL
Atezolizumab
• 2L NSCLC 
• nach Platin UC
• Platin-ungeeignet UC (PD-L1 

IC ≥ 5%)
Avelumab
• MCC

Nivolumab
• Adj. Melanom
Pembrolizumab
• Adj. Melanom
• +CTx: 1L nsqNSCLC
• Nach Platin: SCCHN (PD-L1 TC ≥ 50%)
Durvalumab
• Stage III NSCLC (PD-L1 TC ≥ 1%) 

Nobelpreis-Auszeichnung für Allison + Honjo

2022

Nivolumab
• Adj. MIUC (PD-L1 TC ≥ 1%)
• +Ipi / +CTx : 1L sqEC (PD-L1 TC ≥ 

1%)
Relatlimab N+R 1L Mel (PD-L1 TC <1%)
Pembrolizumab
• 2L Multi-Tumor (dMMR/MSI-H)
• +CTx:1L Cervix (PD-L1 CPS ≥ 1)
• +CTx: Periop. TNBC
• Adj Mel Stage Iib/c
• Endometr. Cancer

Medical Affairs / Immuno-Oncology
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Folie 3

CC1 Hier stand CPS>10, hab es korrigiert.
Campregher, Christoph; 10.10.2022

CC2 Rela eingefügt
Campregher, Christoph; 10.10.2022

CC5 KN-716 eingefügt
Campregher, Christoph; 10.10.2022
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New Checkpoints
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The end of the checkpoint era?
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Jänner 2024 

The SC formulation uses recombinant human hyaluronidase PH20 enzyme (frequently used in other SC administered cancer 
medicines) to enable effective delivery. Administration takes approximately 7 minutes (most injections taking between 4 and 8 
minutes), offering a significant improvement in administration time (30–60 minutes) compared with the IV formulation but still 
requiring healthcare professional supervision during this periodiv. Notably, this market authorization covers all indications 
previously approved for the IV formulation and can be administered as monotherapy (e.g., urothelial cancer) or in combination
with other anticancer therapies, including chemotherapy (e.g., nab-paclitaxel in breast cancer) and targeted therapies (e.g., 
bevacizumab in hepatocellular carcinoma).*

*Hadfield MJ (2024) Trends in Cancer
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*Hadfield MJ (2024) Trends in Cancer
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Adagrasib in Previously Treated Patients with KRASG12C-Mutated 
NSCLC: Best Tumor Change From Baseline

 Objective responses were observed in 43% (95% CI, 
33.5–52.6); DCR was 80% (95% CI, 70.8–86.5)

 Responses were deep with 75% of responders 
achieving >50% tumor reduction

12

Evaluable Patients

40

20

0

-20

-40

-60

-80

-100

M
ax

im
u

m
 %

 C
h

an
g

e
 f

ro
m

 B
a

se
lin

e

Complete response
Partial response
Stable disease
Progressive disease

Responses

Data as of October 15, 2021 (median follow-up: 12.9 months). 
BICR, blinded independent central review; CI, confidence interval; DCR, disease control rate; NSCLC, non-small cell lung cancer. All results based on BICR. Responses include target lesion tumor regression, as well as non-target lesion assessment. 
Janne PA, et al. N Engl J Med 2022
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März 2024 
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RATIONALE 307 Study
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CheckMate 901

Study design

aFurther CheckMate 901 trial design details are available at https://clinicaltrials.gov/ct2/show/NCT03036098. bPatients who discontinued cisplatin could be switched to GC for the remainder of the platinum doublet 
cycles (up to 6 in total). cA maximum of 24 months from first dose of NIVO administered as part of the NIVO + GC combination. dPD-L1 status was defined by the percentage of positive tumor cell membrane staining in a 
minimum of 100 tumor cells that could be evaluated with the use of the PD-L1 IHC 28-8 pharmDx immunohistochemical assay (Dako, Santa Clara, CA). 

Key inclusion criteria

• Age ≥ 18 years

• Previously untreated, unresectable 
or mUC involving the renal pelvis, 
ureter, bladder, or urethra

• Cisplatin eligible

• ECOG PS of 0-1

NIVO 360 mg on D1

+ Gemcitabine 1000 mg/m2 on D1/D8 

+ Cisplatin 70 mg/m2 on D1

Q3W (up to 6 cycles)b

R

Gemcitabine 1000 mg/m2 on D1/D8 

+ Cisplatin 70 mg/m2 on D1

Q3W (up to 6 cycles)b

Stratification factors:
• Tumor PD-L1 expression 

(≥ 1% vs < 1%)
• Liver metastases 

(yes vs no) NIVO 480 mg Q4W

(until progression, unacceptable 
toxicity, withdrawal, or 

up to 24 monthsc)

3 weeks

Primary endpoints: OS, PFS per BICR 
Key secondary endpoints: OS and PFS by 
PD-L1 ≥ 1%,d HRQoL 
Key exploratory endpoints: ORR per BICR, 
safety

Median (range) study follow-up, 33.6 (7.4–62.4) months

Combination phase Monotherapy phase

N = 304

N = 304

• NIVO + GC versus GC in cisplatin-eligible patientsa

Current analysis: baseline 
characteristics, treatment 
exposure, efficacy, duration of 
response, subsequent therapy, and 
safety outcomes in all responders



CheckMate 901

OS and PFS per BICR in ITT population (primary endpoints)1

Median (range) study follow-up was 33.6 (7.4–62.4) months. 
aOS was estimated in all randomized patients and defined as time from randomization to death from any cause. For patients without documented death, OS was censored on the last date the patient was known to be 
alive. For randomized patients with no follow-up, OS was censored at randomization. bPFS was estimated in all randomized patients and defined as time from randomization to first documented disease progression (per
BICR assessments using RECIST v1.1) or death due to any cause, whichever occurred first. Patients who did not progress or die were censored at last evaluable tumor assessment. Patients without on-study tumor 
assessments who did not die were censored at randomization. Patients who started any subsequent anticancer therapy without prior reported progression were censored at last evaluable tumor assessment before 
initiation of subsequent therapy. 
1. van der Heijden MS, et al. N Engl J Med 2023;389:1778-1789.
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23.5%

21.8%

9.6%

NIVO+GC

GC

No. at risk

Median OS (95% CI),
monthsTreatment

21.7 (18.6-26.4)NIVO+GC 

18.9 (14.7–22.4)GC

HR (95% CI), 0.78 (0.63–0.96)
P = 0.0171

Median PFS (95% CI), 
monthsTreatment

7.9 (7.6-9.5)NIVO+GC 

7.6 (6.1–7.8)GC

HR (95% CI), 0.72 (0.59–0.88)
P = 0.0012

PFS per BICRbOSa



CheckMate 901

aIncludes events that occurred in treated patients between first dose and 30 days after last dose of study therapy. Tornado plot displays individual treatment-related AEs occurring at any grade in ≥ 10% of treated 
patients in either arm.
1. van der Heijden MS, et al. N Engl J Med 2023;389:1778-1789.

All respondersAll treated patients1

Treatment-related AE, %a GC (n = 131)NIVO+GC (n = 175)GC (n = 288)NIVO+GC (n = 304)

981009397Any grade

57685262Grade ≥ 3

60 40 20 0 20 6040

Anemia
Nausea

Neutropenia
Fatigue

Decreased neutrophil count
Decreased platelet count

Decreased appetite
Decreased WBC count

Pruritus
Asthenia
Vomiting

Rash
Constipation
Leukopenia

Hypothyroidism
Thrombocytopenia

Diarrhea

Increased ALT

Grade 1–2

Grade ≥ 3

Incidence, %

Increased blood creatinine

Increased AST
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Nivolumab plus ipilimumab vs chemotherapy as 
first-line treatment for microsatellite instability-high/
mismatch repair-deficient metastatic colorectal 
cancer: first results of the CheckMate 8HW study
Thierry Andre,1 Elena Elez,2 Eric Van Cutsem,3 Lars Henrik Jensen,4 Jaafar Bennouna,5 Guillermo Ariel Mendez,6

Michael Schenker,7 Christelle de la Fouchardiere,8 Maria Luisa Limon,9 Takayuki Yoshino,10 Jin Li,11

Heinz-Josef Lenz,12 Jose Manzano Mozo,13 Giampaolo Tortora,14 Rocio Garcia-Carbonero,15 Elvis Cela,16

Yingsi Yang,16 Ming Lei,16 Lixian Jin,16 Sara Lonardi17

1Sorbonne Université and Hôpital Saint Antoine, Assistance Publique Hôpitaux de Paris, Paris, France; 2Vall d’Hebron University Hospital and 
Institute of Oncology (VHIO), Barcelona, Spain; 3University Hospitals Gasthuisberg and University of Leuven (KU Leuven), Leuven, Belgium; 
4University Hospital of Southern Denmark, Vejle Hospital, Vejle, Denmark; 5Centre Hospitalier Universitaire de Nantes, Nantes, France; 
6Hospital Universitario Fundacion Favaloro, Buenos Aires, Argentina; 7Centrul de Oncologie Sf Nectarie, Craiova, Romania; 8Centre Léon Bérard, 
Lyon Cedex, France; 9Hospital Universitario Virgen del Rocío, Sevilla, Spain; 10National Cancer Center Hospital East, Chiba, Japan; 11Shanghai 
East Hospital, Shanghai, China; 12University of Southern California Norris Comprehensive Cancer Center, Los Angeles, CA; 13Institut Català
d'Oncologia, Badalona, Spain; 14Fondazione Policlinico Universitario A. Gemelli IRCCS, Rome, Italy; 15Hospital Universitario 12 de Octubre
Imas12, UCM, Madrid, Spain; 16Bristol Myers Squibb, Princeton, NJ; 17Istituto Oncologico Veneto IOV-IRCCS, Padua, Italy

Abstract number LBA768



CheckMate 8HW: first results of 1L NIVO + IPI vs chemo

CheckMate 8HW study design
• CheckMate 8HW is a randomized, multicenter, open-label phase 3 studya

aClinicalTrials.gov. NCT04008030. bPatients with ≥ 2 prior lines are randomized only to the NIVO or NIVO + IPI arms. cPatients receiving investigator’s choice of chemotherapy are eligible to receive NIVO + IPI upon 
progression (crossover treatment). dConfirmed using either immunohistochemistry and/or polymerase chain reaction-based tests. eEvaluated using RECIST v1.1. fTime between randomization and last known date alive or 
death.

• At data cutoff (October 12, 2023), the median follow-upf was 24.3 months

25

Stratification factors:
• Prior lines of treatment 

(0 vs 1 vs ≥ 2)
• Primary tumor location 

(right vs left)

R
2:2:1

Key eligibility criteria:
• Histologically confirmed 

unresectable or metastatic CRC
• MSI-H/dMMR status by local 

testing
• ECOG PS 0 or 1

1L setting:
n = 101

1L setting:
n = 202

NIVO 240 mg + IPI 1 mg/kg Q3W for 4 doses, 
followed by NIVO 480 mg Q4Wb

NIVO 240 mg Q2W for 6 doses, 
followed by NIVO 480 mg Q4Wb

Investigator’s choice chemoc

(mFOLFOX6 or FOLFIRI ± bevacizumab or 
cetuximab)

Dual primary endpoints in 
patients with centrally confirmed 
MSI-H/dMMR statusd:

• PFS by BICRe (NIVO + IPI vs 
chemo in the 1L setting)

• PFS by BICRe (NIVO + IPI vs 
NIVO across all lines)

Other select endpoints: 

• Safety

• OS; ORR by BICRe; PROs

Treatment until disease progression, 
unacceptable toxicity, withdrawal of consent 
(all arms), or a maximum treatment duration 

of 2 years (NIVO and NIVO + IPI arms only) 



CheckMate 8HW: first results of 1L NIVO + IPI vs chemo

Progression-free survival

• PFS benefit with NIVO + IPI vs chemo was robust and consistent across the sensitivity analyses, including PFS by BICR in 1L all randomized 
patients (HR, 0.32; 95% CI, 0.23–0.46) 

aPer BICR. bMedian follow-up, 24.3 months.

Chemo

NIVO + IPI
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EV-302/KEYNOTE-A39 (NCT04223856)

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



EV-302 Summary: PFS per BICR and OS in ITT

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



EV-302 Summary: Overall Safety

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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JUPITER-065,6

• TORI + chemo had a manageable 
safety profile6

PBO + chemo

TORIa + chemo
R

Extracted from Cancer Cell.6

N = 514
100% SCC
100% China

All patients

Months
0 3 6 9 12 15 18 21 24 27

TORI + chemo

PBO + chemo

HR, 0.58 (95% CI, 0.43–0.78)
P = 0.0004

O
S 

(%
)

No. at risk

00418315286171246257TORI + chemo
01311183379166242257PBO + chemo

5. Xu R-H et al. Presentation at European Society for Medical Oncology (ESMO) Congress; September 16-21, 2021; 
virtual. Abstract 1373MO. 6. Wang Z-X et al. Cancer Cell. 2022;40:277–288.

Junshi
Biosciences
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Neoadjuvant immunotherapy in locally 
advanced MMR-deficient colon cancer
3-year disease-free survival from NICHE-2

1Netherlands Cancer Institute, Amsterdam

M. Chalabi1, L. van den Dungen, Y. Verschoor, S. Balduzzi, P. de Gooyer, 
N. Kok, E. Kerver, C. Grootscholten, E. Voest, J. Burger, E. Hendriks, 
T. de Wijkerslooth, A. Tin, T. Aukema, S. Oosterling, A. Aalbers, J. van den 
Berg, M. Van Leerdam, T. Schumacher, J. Haanen

Bristol Myers Squibb has obtained the 
appropriate permissions to share this material 
externally with Healthcare Professionals upon request



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.Myriam Chalabi, MD PhD

NICHE-2 study design 

Investigator-initiated, non-randomized multicenter study 

Key eligibility criteria
• Non-metastatic dMMR colon cancer, previously untreated

• cT3 and/or N+ based on radiographic staging

• No clinical or radiologic signs of obstruction or perforation

• No active auto-immune disease or use of high dose 
systemic steroids or immunosuppressive medications 

First cycle

Nivolumab 3 mg/kg + 
ipilimumab 1 mg/kg

2w Second cycle

Nivolumab 3 mg/kg
Surgery

6 weeks 



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.Myriam Chalabi, MD PhD

NICHE-2 safety and pathologic response: recap
• Safety: 98% of patients underwent timely surgery meeting the primary safety endpoint

• No new safety signals

• Pathologic response in 98% of 111 patients in efficacy analysis
• Major pathologic response (≤10% residual viable tumor) in 95% of patients
• Pathologic complete response in 68% of patients 

Chalabi et al. NEJM 2024



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.Myriam Chalabi, MD PhD

Results – 3-year disease-free survival 100% 

100% 3-year DFS

Median follow-up after surgery: 36.5 months (7.8 - 83.4)
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42Figure adapted from: Békés M et al. Nat Rev Drug Discov. 2022;21(3):181-200.

Trends: Targeted protein degradation - Timeline

2001 2008 2010

Discovery of 
thalidomide binding
to E3 ligase CRBN4

PROTAC® proteolysis targeting chimera, AR androgen receptor, CRBN cereblon, IMiD immunomodulatory imide drugs, ER estrogen receptor
1. Adapted from: Dale B, et al. Nat Rev Cancer. 2021;21(10):638-654. 2. Sakamoto KM, et al. Proc Natl Acad Sci U S A. 2001;98(15):8554-8559. 3. Schneekloth AR, et al. Bioorg Med Chem Lett. 2008;18(22):5904-5908. 4. Ito T, et al. Science. 
2010;327(5971):1345-1350. 5. Krönke J, et al. Science. 2014;343(6168):301-305. 6. Lu G, et al. Science. 2014;343(6168):305-309. 7. Lu J, et al. Chem Biol. 2015;22(6):755-763. 8. Winter GE, et al. Science. 2015;348(6241):1376-1381. 9. 
ClinicalTrials.gov, National Library of Medicine (US). Identifier NCT04072952. Available from: https://clinicaltrials.gov/study/NCT04072952. 10. ClinicalTrials.gov, National Library of Medicine (US). Identifier NCT03888612. Available from: 
https://clinicaltrials.gov/study/NCT03888612. 11 Tsai JM, et al. Nat Rev Mol Cell Biol. 2024;25(9):740-757.

2014 2015

First CRBN-based
heterobifunctional

degraders7,8

2019

First CRBN-based
heterobifunctional
degraders targeting
AR and ER enter ph1 

clinical trials9,10

2024

>30 clinical trials utilizing
degraders ongoing11

Targets: IKFZ1/3, RBM39, CK1α, 
GSPT1, IKZF2/4, ER, AR, IRAK4, 

STAT3, BTK, BCL-XL, BRD9, 
BRAF V600, NTRK ...

First publication
of protein
degrader
concept2

First all small-
molecule degrader
targeting the AR3

Binding of lenalidomide
to CRBN modulates its
substrate preference

and induces degradation
of IKZF1 and IKZF35,6 

Medical Affairs / Immuno-Oncology



43Figure adapted from: Békés M et al. Nat Rev Drug Discov. 2022;21(3):181-200.

Undruggable

Resistance 
mutations

Gene amplification/ 
protein 

overexpression 

Isoform 
expression or 
localization

Scaffolding 
function

Protein 
aggregates 

Possible 
targets for
targeted
protein

degradation

Protein degrader: 

• bring the 
degradation function 
to the target 
(event-driven 
pharmacology)

• negate the need for 
an active site

Trends: Targeted protein degradation is redifining the druggable space

Medical Affairs / Immuno-Oncology



Trends: Targeted protein degradation - Two main modalities

Molecular glue agents
(f.e. IMiDs)

Heterobifunctional degrader
(LDD, PROTAC®)

44

Molecular 
glue

molecule

E3 ligase

target

TBM

E3 ligase

target

IMiD immunomodulatory imide drugs, PROTAC® proteolysis targeting chimera, LBM ligase binding moiety, TBM target binding moiety
1. Tsai JM, et al. Nat Rev Mol Cell Biol. 2024;25(9):740-757.

Small molecules that bind to either the ligase or target 
and facilitate a neo-interface between the E3 ubiquitin 

ligase, the target and the molecular glue1

Small molecules containing separate binding moieties 
designed to interact with the E3 ligase and the target 

connected by a linker to induce proximity1

Medical Affairs / Immuno-Oncology



Trends: Targeted protein degradation - First-in-human phase 1 study design of BMS-986365 

45

AR androgen receptor, mCRPC metastatic castration resistant prostate cancer, ADT androgen deprivation therapy, PC prostate cancer, PSA prostate specific antigen 
1. Rathkopf D, et al. ASCO Genitourinary Cancers Symposium; January 25-27, 2024; San Francisco, CA. Abstract 134. Cancer. (Poster) 
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• <10 IO checkpoint Zulassungen in Bereichen mit hohem medical need

• Next Generation IO checkpoints sind etabliert (LAG-3), keine weiteren checkpoints mit PH3 Daten

• Alternativen in einigen Indikationen (z.B. Lunge, GI) haben deutlich zugenommen

• IO Einsatz schiebt sich in frühere Linien und erstmals von IV zu subkutan




