
Early Stage researcher (ESR) PhD Projects

Investigation of the nuclear functions of ALK

University of Cambridge Duration: 3 years
Start: before August 2016 

1ESR

Objectives: NPM-ALK is located not just in the cytoplasm of ALCL cells but also in the nucleus by virtue of 
its ability to interact with endogenous NPM. We have shown that in the nucleus, NPM-ALK induces 
phosphorylation of histone H2B on tyrosine residues 37 and 40, the latter site previously reported as a 
target of wee1 kinase activity and the former of unknown consequence. In addition, phosphorylated 
NPM-ALK localizes to nuclear bodies. The functional consequences of these events to the cells in which 
they occur will be investigated using cell lines, murine models and validating �ndings in primary patient 
tumours by immunohistochemistry. Speci�cally, we will investigate the NPM-ALK dependent phospho-
rylation of histones and their functional consequences to the cells; the role of NPM-ALK in the nuclear 
body; interacting partners of NPM-ALK in the nucleus; the clinical relevance of these �ndings.

Expected Results: To elucidate the biological function of histone modi�cations induced by NPM-ALK;
to elucidate the biological function of localisation to the nuclear bodies.

Planned secondment(s):  Year 1: TissueGnostics  – analysis of tissue arrays for the presence of nuclear 
events in patient samples – 1 month. Year 2: Medical University of Vienna  – to learn techniques for the 
analysis of epigenetic modi�cations (ChIP) – 2 months; 

PI: Suzanne Turner   > www.path.cam.ac.uk/directory/suzanne-turner

Academic Mentor: Gerda Egger > www.meduniwien.ac.at/hp/phd-mst/research-labs/assprofgerda-egger

Industrial Mentor: TissueGnostics > www.tissuegnostics.com

Identi�cation of tumour drivers in ALCL independent of ALK and their therapeutic potential

Medical University of Vienna
Unit of Pathology of Laboratory Animals (UPLA)

Duration: 3 years
Start: before August 2016 

2ESR

Objectives: For ALCL patients that do not have the ALK translocation targeted therapies do not exist and 
moreover ALCL ALK+ patients that are treated with ALK-inhibitors invariably relapse. Therefore, there is a 
clinical need to �nd alternative pathways that can be used as drug targets in ALCL: identify kinases that 
are activated in ALCL; clarify the role of miR-155 which is highly expressed in ALCL, ALK-; Evaluate TYK2 
and miR-155 regulated genes as drug targets.

Expected Results: More closely de�ne the link between G2/M arrest, ALK and TYK2 tyrosine kinase 
inhibition; de�ne the “Targetome” of miR-155 in mature T-cell lymphomas; novel kinase inhibitors that are 
active in ALCL with and without ALK translocation.

Planned secondment(s):  Year 1: Universitaetsklinikum, Freiburg (B#13) – analysis of murine models for 
the presence of the identi�ed kinases/miRNA – 2 months; Year 2: Roche (PO#3) – high throughput screen 
for inhibitors of identi�ed clinical targets – 1 month.

PI: Olaf Merkel    > www.meduniwien.ac.at

Academic Mentor: Lena Illert  > www.uniklinik-freiburg.de/medizin1/forschung.html

Industrial Mentor: Roche  > www.roche.at

This project has received funding from the European Union’s Horizon 2020 Marie Skłodowska-Curie 
Innovative Training Networks (ITN-ETN) under grant agreement No.: 675712



Epigenetics in ALK driven cancers

Duration: 3 years
Start: before August 2016 

3ESR

Objectives: Changes in DNA methylation and miRNA expression are associated with a variety of cancers, 
are causally involved in tumorigenesis and provide options for sensitive biomarker development. We 
hypothesize that NSCLC that harbour an EML4-ALK translocation have characteristic epigenetic signatu-
res. Using transgenic mouse models and primary tumour samples from patients with EML4-ALK positive 
NSCLC we aim to: De�ne genome-wide DNA methylation and miRNA signatures of ALK dependent lung 
cancer; determine the biological and clinical relevance of these alterations using functional genetics and 
analysis of primary patient samples; investigate the biological role of the maintenance methyltransferase 
Dnmt1 in a mouse model of ALK dependent lung cancer for tumour development and progression using 
Cre mediated deletion of Dnmt1.

Expected Results: To identify novel disease mechanisms and targets, which depend on epigenetic 
regulation in ALK dependent tumours; to identify novel epigenetic biomarkers based on DNA methylati-
on and miRNA signatures in EML-ALK NSCLC; to provide a rationale for epigenetic therapy of EML4-ALK 
positive NSCLC; to establish the biological role of DNMT1 for ALK driven lung cancer

Planned secondment(s):  Year 1: MU, Brno  – miRNA screen and analysis – 2 months; Year 2: Varionostic 
GmbH – validation of epigenetic markers as potential biomarkers in ALK-related malignancies – 2 
months.

PI: Gerda Egger     > www.meduniwien.ac.at/hp/phd-mst/research-labs/assprofgerda-egger

Academic Mentor: Sarka Pospisilova  > www.ceitec.eu/ceitec-mu/medical-genomics/rg34

Industrial Mentor: Varionostic   > www.varionostic.de

The impact of AP-1 on ALK dependent tumorigenesis in vivo

Ludwig Boltzmann Institute, Vienna

Medical University of Vienna
Department of Clinical Pathology

Duration: 3 years
Start: before August 2016 

4ESR

Objectives: The AP-1 transcription factors cJun and JunB are downstream e�ectors of ALK signalling and 
can directly regulate PDGRFB. We propose that the ALK/AP-1/PDGFRB signalling axis plays an essential 
part in interactions between tumours, in�ammatory and stromal cells in ALK+ tumours. Using transgenic 
NPM-ALK lymphoma and EML4-ALK NSCLC mouse models with conditionally deleted PDGFRB in stromal 
cells, in vitro 3D co-culture and primary patient samples we aim to: Investigate the crosstalk between the 
tumour and microenvironment of ALK+ tumours; identify transcriptional targets regulated by the 
tumour-stroma interaction; validate the functional contribution of selected gene products; assess the 
clinical relevance of selected targets.

Expected Results: To elucidate the biological function of PDGFRB for the tumour-stroma crosstalk in 
ALK+ tumours; to develop novel biomarkers for tumour dissemination; to re�ne therapy regimes for ALK+ 
tumours including PDGFRB inhibitors.

Planned secondment(s):  Year 2: Roche – high throughput screen for inhibitors of selected clinical 
targets – 2 months; Charite, Berlin – analysis of tumours for tumour-stroma interactions – 2 months

PI: Lukas Kenner   >www.lbicr.lbg.ac.at/de/kenner-research-group

Academic Mentor: Stephan Mathas > www.charite.de

Industrial Mentor: Roche  > www.roche.at

This project has received funding from the European Union’s Horizon 2020 Marie Skłodowska-Curie 
Innovative Training Networks (ITN-ETN) under grant agreement No.: 675712



Role of the p53 pathway and DNA damage response in clonal heterogeneity of ALK+ ALCL

Duration: 3 years
Start: before August 2016 

5ESR

Objectives: The p53 pathway and DNA damage response (DDR) is frequently abrogated in many tumours 
including lymphoproliferative disorders. To describe the genetic features and understand the biology of 
ALK+ ALCL, we plan to analyse the functionality of this pathway at genomic and proteomic levels (inclu-
ding p53 upstream and downstream genes and microRNAs). Fresh frozen serial samples collected from 
ALCL patients and also tissue microarray from FFPE blocks will be used. Optionally, �ne needle biopsies of 
lymph nodes taken under ultrasonography control could be used as a source of material for further 
analysis. These techniques will help to identify the potential impact of genetic changes in tumour and 
healthy cells and also the relationship to clinical behaviour of ALCL.

Expected Results: To report genetic and epigenetic changes related to p53 and DDR pathways in ALK+ 
ALCL and to correlate them with clinical behaviour of lymphoma patients

Planned secondment(s):  Year 1: TissueGnostics – development of tissue microarrays and analysis of 
histomorphology - 2 months; Year 2: UGOT – to access novel model systems including Drosophila for the 
analysis of DNA damage pathways – 2 months.

PI: Sarka Pospisilova / Andrea Janikova  > www.ceitec.eu

Academic Mentor: Ruth Palmer  > www.nnbcr.se/people

Industrial Mentor: TissueGnostics  > www.tissuegnostics.com

The role of CEBPβ-regulated miRNAs in ALK+ ALCL

Eberhard Karls University, Tuebingen

Masaryk University, Brno

Duration: 3 years
Start: before August 2016 

6ESR

Objectives: The transcription factor CCAAT/enhancer binding protein beta (C/EBPβ) is speci�cally 
overexpressed as a consequence of NPM-ALK kinase activity and plays an important role in ALK-mediated 
oncogenesis. We identi�ed several C/EBPβ-regulated miRNAs including miR-181, a regulator of multiple 
phosphatases (SHP2, DUSP6, DUSP5 and PTPN22), which negatively regulate certain steps of the TCR 
signalling cascade. To investigate the role of miR-181a for T-cell receptor signalling we aim to: Perform 
functional studies transfecting miR-181a to analyse the regulation of TCR-related phosphatases on mRNA 
and protein levels in cell lines; study the expression of SHP2, DUSP6, DUSP5 and PTPN22 in primary ALK+ 
and ALK- ALCL; investigate additional CEBPβ-regulated miRNAs such as miR-146a, miR-26a, miR-29c with 
less known functions through in silico transcriptome analysis to identify potential downstream targets. 

Expected Results: Elucidate the biological role of the transcription factor C/EBPβ for the well-known 
dampening of TCR signalling in ALCL by regulating miRNAs controlling the TCR signalling cascade; de�ne 
the clinical relevance of these C/EBPβ dependent miRNAs.

Planned secondment(s):  Year 1: SOFIGEN – miRNA arrays and analysis – 1 month; Year 2: LBG – 
Immunohistochemical analysis of protein expression in ALCL tissue arrays – 1 month; 

PI: Falko Fend / Leticia Quintanilla-Fend > www.medizin.uni-tuebingen.de / Hämatopathologie

Academic Mentor: Lukas Kenner  > www.lbicr.lbg.ac.at/de/kenner-research-group

Industrial Mentor: So�gen   > www.so�gen.cz/en

This project has received funding from the European Union’s Horizon 2020 Marie Skłodowska-Curie 
Innovative Training Networks (ITN-ETN) under grant agreement No.: 675712



Resistance to ALK inhibitors

Duration: 3 years
Start: before August 2016 

7ESR

Objectives: Although Crizotinib treatment of advanced ALK+ ALCL yields high response rates, in advan-
ced chemoresistant ALK+ lymphoma patients, approximately half of the patients relapse within 3-4 
months. We hypothesize that the molecular anatomy of the tumours at diagnosis (number and types of 
genetic alterations) dictates their long-term prognosis. Our goal is to: Perform WES of primary FFPE 
biopsy specimens of patients treated with Crizotinib to determine mutations, in/dels and copy number 
variations; determine mutations in the two patient groups (relapse/ no relapse), which might confer drug 
resistance; predict signal transduction pathways that are a�ected by the identi�ed mutations. This appro-
ach could be applied also to di�erent types of cancer.

Expected Results: Characterization of genetic determinants of response vs non-response to Crizotinib; 
identi�cation of resistance mechanisms in relapsed ALCL patients and cell lines; analysis of synergism 
with other drugs. Reconstruction of hierarchy of multiple mutations. Identi�cation of signal transduction 
pathways that can be therapeutically targeted. 

Planned secondment(s):  Year 1: Galkem – Development and assessment of ALK inhibitors – 1 month; 
Year 2: University of Cambridge – assessment of murine xenograft/transgenic models of ALCL for their 
response to novel inhibitors – 1 month

PI: Carlo Gambacorti-Passerini   > https://en.wikipedia.org/wiki/Carlo_Gambacorti-Passerini

Academic Mentor: Suzanne Turner  > www.path.cam.ac.uk/directory/suzanne-turner

Industrial Mentor: Luca Mologni, Galkem > www.galkem.com

Role and regulation of autophagy in ALK dependent tumours

CRCT-INSERM, Toulouse

 University of Milano-Bicocca

Duration: 3 years
Start: before August 2016 

8ESR

Objectives: Autophagy is an emerging cancer research �eld. Depending on the tumor context, it can 
harbor pro-survival or pro-death functions. Studying its status, role and regulation (in particular 
post-transcriptionnal regulation through microRNA and/or RNA-Binding proteins) in di�erent ALK 
primary tumors and cell lines is the focus of this ESR project. We speci�cally aim to: determine the role of 
autophagy, using classical autophagy assays, in ALCL, NSCLC and neuroblastoma cell lines and mouse 
models; test whether autophagy modulation can potentiate the e�cacy of ALK therapies (targeted-, 
chemo- and immuno-therapies); investigate the regulation of autophagy by miRNAs and RNA-BPs or 
epigenetic modi�cations.

Expected Results: Optimize current ALK therapies by modulating autophagy; identify autophagy-rela-
ted biomarkers to predict therapy response in ALK+ patients; studying the post-transcriptionnal regula-
tory network of autophagy in ALK+ malignancies to develop new therapeutic tools.

Planned secondment(s):  Year 1: Galkem - analysis of the autophagy response upon new ALK inhibitors 
treatment -1 month; Year 2: Torino – impact of the modulation of autophagy on the anti-cancer (DNA or 
peptide vaccines) responses in animal models for ALK+ lymphoma, lung cancers and neuroblastoma – 3 
months.

PI: Sylvie Giuriato    > www.crct-inserm.fr/07-p-brousset-rna-biology-in-hematological-cancers-549.html

Academic Mentor: Roberto Chiarle  > http://chiarle.tch.harvard.edu

Industrial Mentor: Luca Moligni, Galkem > www.galkem.com

This project has received funding from the European Union’s Horizon 2020 Marie Skłodowska-Curie 
Innovative Training Networks (ITN-ETN) under grant agreement No.: 675712



Pathogenetic, diagnostic and prognostic role of known and yet unknown deregulated 
t(2;5)-associated genes, including CSF1R and AP-1 complex proteins in ALCL

Duration: 3 years
Start: before August 2016 

9ESR

Objectives: Previously, we identi�ed a number of deregulated genes located near the ALCL translocation 
breakpoint, regardless of the presence of the t(2;5), which promote cell survival and repression of the T 
cell-speci�c gene expression program which is a characteristic feature of ALCL.  In order to identify yet 
unknown deregulated genes near the breakpoint we propose to: Integrate gene expression data 
together with genome-wide analyses of active chromatin regions and epigenetic chromatin marks; 
validate candidate genes at the protein level in cell lines and primary ALCL tissue samples, and functional-
ly tested for their biological relevance in ALCL; evaluate the utility of the oncogenic tyrosine kinase recep-
tor CSF1R (near the breakpoint gene) and its unique long terminal repeat (LTR)-driven transcripts as 
diagnostic or prognostic markers; test various CSF1R kinase inhibitors for their e�ects on growth and 
survival of ALCL alone or in combination with ALK inhibitors to establish a putative new therapeutic 
target; explore the interference of the already identi�ed deregulated AP-1 member FRA2 with AP-1-in-
duced PDGFR and CD30 signalling.

Expected Results: Discovery of putative diagnostic and prognostic markers related to deregulated 
breakpoint associated genes; insights into the mechanisms of transformation of ALCL in general; 
development of novel therapeutic options

Planned secondment(s):  Year 1: So�gen – analysis of SNP arrays – 2 months; Year 2: MUW  – analysis of 
epigenetic chromatin marks – 1 month 

PI: Stephan Mathas     > www.charite.de

Academic Mentor: Gerda Egger   > www.meduniwien.ac.at/hp/phd-mst/research-labs/assprofgerda-egger

Industrial Mentor: : Michael Doubek, So�gen  > www.so�gen.cz/en

Novel therapies for ALK tumours: ALK vaccination and immunotherapy

University of Turin

Charite, Berlin

Duration: 3 years
Start: before August 2016 

10ESR

Objectives: We designed a DNA-based ALK vaccine directed against the cytoplasmic portion of ALK that 
is invariably translocated in ALK-rearranged tumours. The ALK vaccine has been highly e�cient in 
inducing a speci�c tumour immune response that blocks the growth of ALK-rearranged lymphoma and 
NSCLC in preclinical mouse models. In order to develop an ALK vaccine to be utilized as treatment for 
human patients we aim to optimize the ALK vaccine for human use. We will compare the e�cacy of 
DNA-based and Synthetic Long Peptides (SLPs)-based ALK vaccines. In principle, SLP will be preferable for 
use in humans. We will also determine the e�cacy of combination protocols of ALK vaccine and ALK 
inhibitors in mouse models of NSCLC and neuroblastoma and assess the e�cacy of ALK vaccines 
combined with additional immunotherapies such as anti-CTLA-4 or anti-PD-1/PD-L1 in mouse models of 
NSLCL, ALCL and neuroblastoma. Given the availability of immune checkpoint blockade antibodies for 
human use, these results would help to determine the optimal combination with ALK vaccine, ALK inhibi-
tors and immunotherapy for clinical use.  

Expected Results: Establish the ALK vaccine as an additional powerful therapy to treat di�erent ALK-po-
sitive tumours; improve response and remission rates of patients treated with ALK inhibitors together 
with the ALK vaccine.

Planned secondment(s):  Year 1: Galkem – development and assessment of ALK inhibitors – 1 month; 
Year 2: Justus-Liebig University, Giessen – access to model systems investigating the ALK autoantibody 
response in patients (particularly, patient serum) – 1 month

PI: Roberto Chiarle    > http://chiarle.tch.harvard.edu

Academic Mentor: Wilhelm Woessmann > www.uni-giessen.de/cms/fbz/fb11/nhl-bfm/forschung/forschungsprojekte-der-nhl-bfm-studie

Industrial Mentor: Luca Mologni, Galkem > www.galkem.com

This project has received funding from the European Union’s Horizon 2020 Marie Skłodowska-Curie 
Innovative Training Networks (ITN-ETN) under grant agreement No.: 675712



De�ning the autologous immune response against ALK in children and adolescents 
with ALK-positive ALCL

Duration: 3 years
Start: before August 2016 

11ESR

Objectives: ALK+ ALCL patients can mount ALK-speci�c antibody- and T-cell responses against ALK. 
ALK-speci�c antibody titres inversely correlate with outcome suggesting a role of the immune response 
in tumour control. Within this clinical scienti�c framework we will characterize the CD8+ and CD4+ T-cell 
responses against ALK in patients as a prerequisite for the development of a vaccination strategy in an 
ethically approved study. We aim to: De�ne the autologous CD4+ speci�c T-cell response in patients with 
ALK-positive ALCL; assess both antigen reactivity and HLA II restriction against NPM-ALK; characterize the 
NPM-ALK antigenic peptides resulting from antigen processing and presentation, to de�ne the most 
suitable epitopes for vaccination strategies.

Expected Results: Autologous CD4+ T-cell response will be expected in about 50% of analysed patients 
(15 pt./year); HLA restriction will be de�ned in 50% of patients with an autologous response. NPM-ALK 
antigenic peptides will be de�ned for a minimum of 2 patients (e.g. 1 HLA-DR, 1 HLA-DQ)

Planned secondment(s):  Year 1: Varionostic – validation of biomarkers – 1 month; Year 2: University of 
Turin – Development of ALK vaccination protocols – 2 months

PI: Wilhelm Woessmann / Christine Damm-Welk > www.uni-giessen.de/cms/fbz/fb11/nhl-bfm/forschung/forschungsprojekte-der-nhl-bfm-studie

Academic Mentor: Roberto Chiarle   > http://chiarle.tch.harvard.edu

Industrial Mentor: Varionostic    > www.varionostic.de

Mechanisms of Immunogenicity of ALK+ ALCL

Institute Gustave Roussy, Paris

Justus Liebig University, Giessen

Duration: 3 years
Start: before August 2016 

12ESR

Objectives: Recent data suggest a relationship between minimal residual disease and anti-ALK antibody 
response in ALK+ ALCL. Titre and kinetics of ALK antibodies represent prognostic markers in ALCL, with 
patients with a lower amount of anti-ALK having a poor prognostic outlook. We aim to identify biological 
and molecular features that underlie immunogenicity of ALK-positive ALCL and de�ne the di�erent 
anti-tumour immune response in individual patients. Our speci�c aims include: Study of the polymor-
phism of the main genes of immunity including TLR4, P2X7, IFNγ and perforin using qPCR; evaluate the 
impact of the immune system on the humoral response to ALK, circulating tumour cells at diagnosis, 
minimum residual disease and prognosis of ALK+ ALCL; use a systematic approach to screen ALCL 
patients for 384 SNPs within immunity related genes to delineate additional candidates that could be 
involved in immunogenicity.

Expected Results: Provide a rationale for combined chemo- and immunotherapy of ALK+ lymphoma; 
understand the di�erences in immune responses in ALCL patients; generation of novel prognostic 
markers and markers to stratify patients for di�erent therapies. 

Planned secondment(s):  Year 1: So�gen – assessment of patient SNPs – 2 months; 
Year 1: MUW – access to TMA and other tissue samples for SNP array analysis – 1 month

PI: Laurence Brugieres /  Veronique Minard > www.gustaveroussy.fr/en/content/tumour-immunology-and-immunotherapy-current-research

Academic Mentor: Olaf Merkel   > www.meduniwien.ac.at

Industrial Mentor: Michael Doubek, So�gen > www.so�gen.cz/en

This project has received funding from the European Union’s Horizon 2020 Marie Skłodowska-Curie 
Innovative Training Networks (ITN-ETN) under grant agreement No.: 675712



Characterisation of ALK point mutations detected in neuroblastoma/lung cancer as drivers or 
passengers in cancer progression and evaluating their sensitivity to ALK inhibitors

Duration: 3 years
Start: before August 2016 

13ESR

Objectives: Recently P�zer presented a 3rd generation ALK inhibitor, PF066463922 with very promising 
in vitro results (presented at the AACR-NCI-EORTC meeting, Boston, 19-23rd of Oct., 2013). We will investi-
gate if the PF066463922 compound is able to abrogate ALK positive neuroblastoma in di�erent in vivo 
systems, such as Drosophila and mice. Speci�c objectives include: Examination of the activation status of 
putative gain-of-function point mutations in the ALK gene from patients with neuroblastoma, and 
secondary mutations observed in NSCLC and ALCL biochemical and transformation assays employing a 
variety of model systems such as Drosophila and mice; comparison of crizotinib/LDK378 treatment with 
the new PF066463922 drug in vitro as well as in Drosophila models where gain-of-function ALK 
mutations are ectopically expressed; activity of PF066463922 in neuroblastoma non-orthotopic and 
orthotopic xenograft models in the mouse adrenal gland; investigation of the ability of various ALK 
inhibitors to prevent tumour development in an in vivo ALK1174S/TH-MYCN mouse model.

Expected Results: Production of data to de�ne the potential for these 3rd generation ALK inhibitors in a 
clinical setting; provide additional options to currently used ALK inhibitors for therapy resistance.

Planned secondment(s):  Year 1: TissueGnostics – analysis of tissue arrays for protein expression – 
1 month; Year 2: UNIMIB – assessment of novel inhibitors in alternative model systems – 2 months

PI: Bengt Hallberg / Ruth Palmer   > www.gu.se/english/about_the_university/sta�/?languageId=100001&userId=xhalbe&departmentId=035360

Academic Mentor: Carlo Gambacorti-Passerini  > https://en.wikipedia.org/wiki/Carlo_Gambacorti-Passerini

Industrial Mentor: TissueGnostics   > www.tissuegnostics.com

Eradication of the lymphoma initiating cell Population in a murine CD30-positive ALCL-model

Universitaetsklinikum Freiburg

University of Gothenburg

Duration: 3 years
Start: before August 2016 

14ESR

Objectives: By lineage- and di�erentiation-speci�c expression of NPM-ALK in vivo we were able to estab-
lish a mouse model of ALCL closely recapitulating the human disease. T-cell subtyping revealed a hetero-
geneous ALK-positive lymphoma population with a mixture of very early (CD4/8/25 negative, CD44 
positive) up to mature CD4- or CD8-single positive T-cells. Serial limiting dilution transplantation experi-
ments showed that the lymphoma initiating cells reside in an early (CD4/8/25 negative, CD44 positive) 
T-cell population. The main focus of this project aims to elucidate whether therapeutic intervention is 
capable of eradicating the early lymphoma initiating ALK-positive cell population in a mouse model. 
Speci�cally we will aim to: Treat recipient mice that were transplanted with NPM-ALK infected BM cells of 
CD30wtLck-Cre mice with ALK inhibitors and monitor treatment response by PET-imaging; perform 
immunophenotypic analyses of the early (CD4/8/25 negative, CD44 positive) lymphoma initiating T-cell 
population; limiting dilution transplantation experiments will elucidate whether ALK-inhibitor treatment 
can abolish lymphoma development in secondary recipient animals; determine the e�ect of combined 
ALK and CD30 receptor inhibition in transplanted mice on eradication of the lymphoma initiating cell 
population.

Expected Results: Address important clinical questions towards the curative potential of ALK inhibitors 
alone or in combination with CD30 receptor inhibition; potential of these inhibitors to eradicate the 
lymphoma initiating and maintaining cell population.

Planned secondment(s):  Year 1: TissueGnostics – analysis of TMA for markers of CSC – 1 month; 
Year 2: University of Cambridge – Analysis of transgenic murine models of ALK-induced lymphoma for 
the presence of cancer stem cells – 2 months

PI: Justus Duyster/ Lena Illert  > www.uniklinik-freiburg.de/medizin1/forschung.html

Academic Mentor: Suzanne Turner > www.path.cam.ac.uk/directory/suzanne-turner

Industrial Mentor: TissueGnostics > www.tissuegnostics.com

This project has received funding from the European Union’s Horizon 2020 Marie Skłodowska-Curie 
Innovative Training Networks (ITN-ETN) under grant agreement No.: 675712



Detection of ALK autoantibodies in patients with ALK-related malignancies incorporating the 
development of a commercial test for the detection of circulating ALK antibodies in patient serum

Duration: 3 years
Start: before August 2016 

15ESR

Objectives: The titre of anti-ALK-antibody in patient´s serum is a potent and independent prognostic 
marker. Within the European clinical trial for patients with ALK-positive ALCL of the European Intergroup 
on Childhood Non-Hodgkin Lymphoma (EICNHL) therapy intensity is going to be strati�ed according to 
MDD and ALK-antibody titres. These parameters are measured in four laboratories in the EU (Cambridge, 
U.K.; Giessen, Germany; Padua, Italy; Paris/Toulouse, France). The laboratories have established standard 
operating procedures/protocols (SOPs) for ALK antibody-titre measurement and inter-laboratory quality 
control during the last two years. However, the assay currently in use in the lab is labour-intensive and 
di�cult to standardise amongst multiple centres, particularly those who do not have prior experience. In 
addition, our preliminary studies indicate that ALK autoantibodies exist in NSCLC and the relevance of 
these to clinical parameters will be assessed. It is therefore our goal to: Develop a commercial assay that 
is simple to use in any lab, is reproducible and cost e�ective; investigate other ALK-induced malignancies 
for the presence of ALK autoantibodies, speci�cally NSCLC; determine the prognostic signi�cance of 
circulating ALK autoantibodies in NSCLC patients.

Expected Results: Commercial assay able to detect ALK antibody titres in patient serum for ALCL 
prognosis; use of this test for diagnostics of ALK-related malignancies; determination of the presence of 
ALK autoantibodies in NSCLC patients and its clinical relevance.

Planned secondment(s):  Year 1: Cambridge Life Sciences – development of a kit to detect circulating 
ALK autoantibodies – 3 months; Year 1: Institute Gustave-Roussy, Paris – technique development – 1 
month

PI: Suzanne Turner      > www.path.cam.ac.uk/directory/suzanne-turner

Academic Mentor: Laurence Brugières    > www.gustaveroussy.fr/en/content/tumour-immunology-and-immunotherapy-current-research

Industrial Mentor: Peter Blake, Cambridge Life Sciences > www.clsdiagnostics.com

University of Cambridge

This project has received funding from the European Union’s Horizon 2020 Marie Skłodowska-Curie 
Innovative Training Networks (ITN-ETN) under grant agreement No.: 675712


