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What have we achieved until 
now ?



The ongoing wave: Timeline for EMA approval of anti-PD1/PDL1 indications



Checkpoint inhibitors for metastatic melanoma patients 

NEJM 2019

Durable efficacy of immunotherapy metastatic setting



Adjuvant anti PD1 in stage III melanoma

HR: 0.65

Durable efficacy of immunotherapy adjuvant setting



Blank, Lancet Oncol 2019

Neodadjuvant ipilimumab plus nivolumab 
in stage III melanoma

Durable efficacy of immunotherapy neoadjuvant setting



The challenge: Not all patients benefit from immunotherapy

Objective response rate with PD-1/PD-L1 inhibitors by cancer type

Therapeutic gap =
progressive disease 

Mishima et al, Int J Clin Oncol 2019



How can we increase the fraction of 
patients responding to immunotherapy?



Ott P A et al. Clin Cancer Res 2013

More of the same: Many more immune check points are being explored for 
therapeutic targeting



A look into the closet: Synergi with standard therapy

Apetoh et al, Annal Oncol 2015



Development in check point inhibitor combination strategies

Upadhaya et al Nat Rev Drug Dev 2021
MAT-BE-2200005.v1.0 – January 2022



New strategies: Bispecific Antibodies

Labrijn et al Nat Rev Drug Dev 2019https://blog.dana-farber.org/insight/2019/05/how-are-bispecific-antibodies-being-used-to-
treat-blood-cancers/



Met, Donia & Svane. ESMO Handbook of Immuno Oncology 2018

Tumor infiltrating lymphocytes (TIL) and genetic modified T cells

New strategies: Adoptive Cell Therapies



Developments in cellular therapy strategies

Saez-Ibanez et al Nat Rev Drug Discovery 2022



Academic Randomized phase III study comparing T cell therapy to 
standard therapy in melanoma patients

July 2022 NKI and CCIT announce that the trial has met its primary endpoint  

Late Breaking Abstract on Presidential Session at ESMO 2022

2012 2022

Durable response of T-cell therapy



T cell therapy version 2.0: Non-antigen specific modification of T cells

Jiménez-Reinoso et al Front Oncol 2021
MAT-BE-2200005.v1.0 – January 2022



CAR-T trials targeting solid tumors

Cancers 2020, 12, 2567

Response rate in general low in solid cancers

Gene modified T cells for adoptive therapy: CAR-T



Ship to manufacturer

Rigshospitalet

Collect patient 
white blood cells

Herlev Hospital

Manufacture CART19 
cells
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to site

Rigshospitalet

Treatment and follow-
up

Academic clinical trial on CAR-T



Enhanced gut microbiome diversity is associated with improved response to anti-PD-1 
immunotherapy in patients with metastatic melanoma

Influencers: Gut microbiome influence response to immunotherapy

Gopalakrishnan et al, Science 2018 



Spencer et al, Science 2021

Dietary influence: fiber and probiotics influence the gut microbiome and 
melanoma immunotherapy response

Progression free survival of melanoma patients during anti-PD1 therapy



Therapeutic manipulation: Bacterial supplementation increase 
immunotherapy efficacy

Dizman et al, Nature Medicine 2022

Nivolumab plus ipilimumab with or without live bacterial 
supplementation in metastatic renal cell carcinoma: a randomized 
phase 1 trial



Baruch et al, Science 2020

Two FMT donors who had previously been treated with anti-PD-1 
monotherapy for metastatic melanoma and achieved a CR for at least one 
year 

Therapeutic stool: Fecal microbiota transplantation from responder patient induce response 
to immunotherapy in refractory patients
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More checkpoint
inhibitors

Standard 
combinations

Cellular Therapies
Influencers

Bispecifics


