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A Multicenter Phase II Study of Cabozantinib + Nivolumab for Patients with Advanced Angiosarcoma Previously Treated with a Taxane 



Background 
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Angiosarcoma: Immune checkpoint inhibition 
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Phase II trial: Cabozantinib + Nivolumab for patients with advanced angiosarcoma previously treated with a taxane (A091902) 
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A091902 Trial Design 
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A091902 Trial Design 
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Cabozantinib/Nivolumab in Angiosarcoma<br />Best Overall Response: RECIST v1.1<br />Significant responses including 2 CRs 
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Cabozantinib/Nivolumab in Angiosarcoma<br />Rapid durable response 
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Cabozantinib/Nivolumab in Angiosarcoma<br />Median PFS: 9.6 mo (95% CI, 5.4 – NR) 
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Cabozantinib/Nivolumab in Angiosarcoma<br />Median OS: NR (95% CI, 14.4 – NR) 
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Cabozantinib + Nivolumab Safety Overview<br />Well tolerated with no unexpected AEs 
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Conclusions 
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Efficacy and safety of nivolumab and trabectedin in pretreated patients with advanced soft tissue sarcomas (STS) - results of a phase II trial of the German Interdisciplinary 

Sarcoma Group (GISG-15, NitraSarc) 
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NiTraSarc – study population 
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Study Design (late combination cohort; LCC) 
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Study Design (early combination cohort; ECC) 
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ImmunoSarc2: A Spanish Sarcoma Group (GEIS) phase Ib trial of doxorubicin and dacarbazine plus nivolumab in first line of advanced leiomyosarcoma<br /> 
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Conclusions 
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MDM2-gerichtete Therapie bei MDM2-amplifizierten dedifferenziierten 
Liposarkomen (DDLPS) >2 L 

  

• MDM2 mediates loss of WT p53 

function 

• Blocking the MDM2–p53 interaction to 

restore wild-type p53 function is 

therefore a potential therapeutic 

strategy in cancers with wild-type or 

functional p53 

• While varying by tumour type, overall 

approximately 5–7%  

of tumours display MDM2 amplifications  

Patrick Schöffski, ASCO 2023 



Häufigkeit von MDM2-Amplifikation und MDM2-Alterationen  

Gounder, CTOS 2022 



  

Primary endpoint: progression-free survival according to RECIST v1.1 

Secondary endpoints: objective response rate; TRAEs and grade ≥3 TRAEs 

Arm B: BI 907828 p.o. 
Days 1 and 8 of 28-day cycles 

Phase Ia (dose escalation): completed 

~40 patients with locally advanced/metastatic solid tumours 

Arm A: BI 907828 p.o. 
 Day 1 of 21-day cycles  

Cohort 1 

 
TP53 wild-type,  

MDM2-amplified sarcomas 
(any line) 

 
BI 907828 45 mg q3w p.o.  

~91–112 patients 
 

Phase Ib (dose expansion): ongoing 

Cohort 2 

 
TP53 wild-type, MDM2-amplified solid 

tumours: non-small cell lung cancer, gastric, 
urothelial, pancreatic, biliary tract 

 ( ≥2nd line) 
 

BI 907828 45 mg q3w p.o. 
(≥6 patients per indication) 

 
 
 

 
 

 

Key exclusion criteria: 

• Prev ious administration  

of any  MDM2–p53 or MDMX 

(MDM4)–p53 antagonist 

• Know n TP53 mutation 

• Sy mptomatic brain metastases 

Key inclusion criteria: 

• Know n TP53 w ild-ty pe status* and 

MDM2 amplification (ex pansion phase 

only ) 

• ECOG performance status 0–1 

• Patients w ith PD/relapse, no prov en 

treatment av ailable, or MDM2-amplified 

sarcomas w ho require first-line 

treatment (ex pansion phase only )  

Recommended dose for expansion: BI 907828 45 mg q3w 

*If TP53 status cannot be evaluated, patients may be included if agreed by the investigator and sponsor.  

ECOG, Eastern Cooperative Oncology Group; MDM(2/4/X) mouse double minute 2/4/X; PD, progressive disease; p.o., orally; q3w, every 3 weeks; RECIST v1.1, Response Evaluation Criteria in Solid Tumours version 1.1; TRAE, treatment-related adverse event  

Phase I (NCT03449381; 1403-0001) dose escalation and dose expansion study 
design – DDLPS analysis 
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DDLPS patients: n=39 (100%) 

Discontinued treatment: n=26 (66.7%) 

• Disease progression: n=17 (43.6%) 

• AE: n=5 (12.8%) 

• Patient withdrawal: n=3 (7.7%) 

• Other: n=1 (2.6%) 

Treatment ongoing: n=13 (33.3%) 

Baseline patient 

characteristics 

All patients 

(N=107) 

DDLPS patients 

(n=39) 

Mean age, years (range) 57 (19–83) 58.4 (36–76) 

Male, n (%) 59 (55.1) 23 (59.0) 

Ethnicity, n (%) 

Caucasian 75 (70.1) 26 (66.7) 

Asian 24 (22.4) 10 (25.6) 

Black/African American 3 (2.8) 1 (2.6) 

Missing 5 (4.7) 2 (5.1) 

ECOG performance status, n (%)* 

0 63 (58.9) 22 (56.4) 

1 43 (40.2) 16 (41.0) 

Prior lines of systemic therapies, 

median (range) 
2 (0–11) 2 (0–8) 

  

Baseline characteristics DDLPS patients 
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AEs, n (%) DDLPS patients (n=39) 

Any-grade AEs 37 (94.9) 

Grade ≥3 AEs 22 (56.4) 

Any-grade TRAEs 35 (89.7) 

Grade ≥3 TRAEs 14 (35.9) 

Serious AEs (any-cause) 14 (35.9) 

AEs leading to dose reduction/discontinuation 6/2 (15.4/5.1) 

Most common TRAEs Any grade Grade ≥3 

Nausea 30 (76.9) 2 (5.1) 

Fatigue 20 (51.3) 2 (5.1) 

Vomiting 18 (46.2) 1 (2.6) 

Decreased appetite 13 (33.3) 1 (2.6) 

Diarrhoea 11 (28.2) 0 (0.0) 

Thrombocytopenia 11 (28.2) 8 (20.5) 

Anaemia 10 (25.6) 4 (10.3) 

Neutropenia 9 (23.1) 3 (7.7) 

Safety and adverse events in patients with DDLPS 
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Response, n (%) Evaluable DDLPS patients 

(n=36) 

Objective response 5 (13.9) 

   Complete response 0 (0.0) 

   Partial response 5 (13.9) 

Stable disease 27 (75.0) 

   Unconfirmed CR/PR 2 (5.6) 

Disease control rate 32 (88.9) 

Progressive disease 4 (11.1) 

Preliminary efficacy in patients with DDLPS 



 
Zusammenfassung 

 
  

Angiosarkome:  
• Cabozantinib / Nivolumab als 2. Linie nach Paclitaxel  
 

Hohe Wirksamkeit von ICB mit Chemotherapie: 
• NitraSarc: Trabectedin plus Nivolumab ab 2. Linie 
• Doxorubicin / Dacarbacin / Nivolumab in 1. Linie bei LMS 
 

Dedifferenzierte Liposarkome:  
• MDM2 neues therapeutisch angehbares hochwirksames Target 
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