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Release the Break 



Proof of concept anti-CTLA4—Antibody 
Melanoma 

Schadendorf D, ECCO/ESMO 2013 #24LBA  



I Mellman et al. Nature 480, 480-489 (2011) 

T-cell-Targets 

for immunoregulatory antibodies 





Zulassungsstatus Immuncheckpoint-Inhibitoren   



Gastric cancer     Pembrolizumab 
 
 • September 2017,  

• Pembrolizumab 200 mg every 3 weeks  

• approved for advanced gastroesophageal cancer, PD-L1 ≥ 1% (IHC 22C3 ab) 

• refractory ≥2 lines of chemotherapy phase II KEYNOTE-059 trial 

• Out of 259 patients, the ORR was 11.2% (95% CI 7.6-15.7) with a median 
duration of response of 8.1 months 

• Grade 3-5 treatment-related AEs occurred in 43 patients (16.6%)  

• leading to discontinuation in 2 patients  

• death in 2 patients due to renal failure and pleural effusion. 



Hepatocellular carcinoma Nivolumab 
 
• September 2017,  

• nivolumab 3 mg/kg every 2 weeks  

• advanced hepatocellular carcinoma (HCC) 

• refractory to sorafenib in the phase I/ II CheckMate 040 trial  

• Of 262 eligible patients, ORR was 20% (95% CI 15-26%)  

• Activity and tolerability did not appear to be affected by PD-L1 status or 
presence or absence of viral hepatitis 

• Twelve of 48 patients (25%) grade 3-4 Aes,  

• 3 patients (6%) having treatment-related serious AEs (pemphigoid, adrenal 
insufficiency, liver disorder). 



PD-1 Blockade in Tumors with Mismatch Repair Deficiency 

Presented By Dung Le at 2015 ASCO Annual Meeting 



Slide 12 

Presented By Dung Le at 2015 ASCO Annual Meeting 



Colorectal cancer  -    Nivolumab 
 

• August 2017 

• in dMMR/ MSI-H metastatic colorectal cancer (mCRC)  

• Refractory to fluoropyrimidine, oxaliplatin, and irinotecan 

• Check-Mate 142 trial, a phase II trial in which patients received nivolumab 3 mg/kg 
every 2 weeks and were stratified by PD-L1 < 1% and PD-L1 ≥ 1%.  

• primary endpoint was ORR per RECIST 1.1.  

• Of the 74 patients enrolled, 23 patients (31%) achieved ORR irrespective of PD-L1 
levels  

• Nivolumab-related grade ≥ 3 Aes occurred in 12% of patients, most commonly 
fatigue, diarrhea, and pruritus. 



Mutations per tumor 

Presented By Dung Le at 2015 ASCO Annual Meeting 





 
The U.S. Food and Drug Administration today granted accelerated approval to a treatment for patients whose 
cancers have a specific genetic feature (biomarker). This is the first time the agency has approved a cancer 
treatment based on a common biomarker rather than the location in the body where the tumor originated. 
Keytruda (pembrolizumab) is indicated for the treatment of adult and pediatric patients with unresectable or 
metastatic solid tumors that have been identified as having a biomarker referred to as microsatellite instability-
high (MSI-H) or mismatch repair deficient (dMMR). This indication covers patients with solid tumors that have 
progressed following prior treatment and who have no satisfactory alternative treatment options and patients 
with colorectal cancer that has progressed following treatment with certain chemotherapy drugs. 
 
“This is an important first for the cancer community,” said Richard Pazdur, M.D., acting director of the Office of 
Hematology and Oncology Products in the FDA’s Center for Drug Evaluation and Research and director of the 
FDA’s Oncology Center of Excellence. “Until now, the FDA has approved cancer treatments based on where in 
the body the cancer started—for example, lung or breast cancers. We have now approved a drug based on a 
tumor’s biomarker without regard to the tumor’s original location.” 



Yuza et al, Oncotarget 2017  



 

 

Welche weiteren Marker sind relevant ? 



PD-L1 expression in tumors 

Topalian et al, Nat Rev Cancer 2016  
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not only PD-L1 on Tumor cells 



Predictive factors for efficacy  

of PD1 / PD-L1 blockade 

modified Topalian et al, Nat Rev Cancer 2016  

Inflammatory  
signature (IFNg) 



Chen and Mellman, Nature 2017 

Immune  

set point 



Science Jan 2018 





Bei Neurodermitis, Allergien vermindert 





Our results indicate that the gut microbiome may modulate responses to anti–PD-1 immunotherapy in 

melanoma patients. We propose that patients with a favorable gut microbiome (for example, high diversity and 

abundance of Ruminococcaceae and Faecalibacterium) have enhanced systemic and antitumor immune 

responses mediated by increased antigen presentation and improved effector T cell function in the periphery 

and the tumor microenvironment. By contrast, patients with an unfavorable gut microbiome (for example, low 

diversity and high relative abundance of Bacteroidales) have impaired systemic and antitumor immune 

responses mediated by limited intratumoral lymphoid and myeloid infiltration and weakened antigen 

presentation capacity. These findings highlight the therapeutic potential of modulating the gutmicrobiome in 

patients receiving checkpoint blockade immunotherapy andwarrant prompt evaluation in cancer patients 

through clinical trials. 



 

 

Toxicity  



Melanoma Immuncheckpoint combination 

- PD-L1 expression - 



<br />Immune Adverse Events<br />Autoimmune Toxicities- On target <br /> 

Presented By Lynn Schuchter at 2016 Palliative Care in Oncology Symposium 



Immune Related Toxicity 

Presented By Lynn Schuchter at 2016 Palliative Care in Oncology Symposium 



Nebenwirkungen 

www.immunooncologyhcp.bmsinformation.com 



Rash 

Presented By Lynn Schuchter at 2016 Palliative Care in Oncology Symposium 



Diarrhea and Colitis 

Presented By Lynn Schuchter at 2016 Palliative Care in Oncology Symposium 



Diarrhea/Colitis Management 

Presented By Lynn Schuchter at 2016 Palliative Care in Oncology Symposium 



Liver toxicity 

Presented By Lynn Schuchter at 2016 Palliative Care in Oncology Symposium 



Endocrinopathies and Hypophysitis 

Presented By Lynn Schuchter at 2016 Palliative Care in Oncology Symposium 



Endocrinopathy Management 

Presented By Lynn Schuchter at 2016 Palliative Care in Oncology Symposium 



Pneumonitis 

Presented By Lynn Schuchter at 2016 Palliative Care in Oncology Symposium 



Immune related adverse events  





What next ? 



PERSPEKTIVE  



I Mellman et al. Nature 480, 480-489 (2011) 

Immunoregulatory antibodies  

in early clinical testing 



Galuzzi et al, Oncotarget 2014 

Anticancer Immunotherapy 



Cancer immunotherapy-based combination studies underway in 2016. 

Chen and Mellman, Nature 2017 



• Host l Tumor 
l Treatment  

l characteristics 

Biomarker identification 



Chen and Mellman, Nature 2017 



Immune related Adverse Events 

- eine besondere interdisziplinäre Herausforderung- 

Konsildienst und Register für IrAE  
 

Med Klinik m.S. Hämatologie, Onkologie CBF 

Comprehensive Cancer Center, Clinical Trials Unit 

 

Tel: 030-8445-2388, Mobilnummer folgt 

Konsil an SHO-AMB - Stichwort irAE 

Email: irAE@charite.de,  REGISTER zur Erfassung 
 
 

Evaluation von irAE unter Checkpoint-Inhibition 

mittels PRO-Fragebögen und Evaluation Biomarker 

 

Vor Beginn Info an:  

anne.letsch@charite.de, hanna.mievielle@charite.de 
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