NCT Trial Center
News

Dear Colleagues,

With our newsletter November 2017 we would like to inform you about clinical trials at the NCT and new
regulatory requirements. Topics for this newsletter are

o the INFORM Registry for the molecular characterization of childhood malignancies,

o trials performed in the framework of the German Cancer Consortium (DKTK) and the NCT 3.0 Proof of
Concept Program (NCT 3.0), and

e updates regarding the Guideline for Good Clinical Practice and the EU Clinical Trial Portal.

For the latest news please also visit our homepage.

The NCT Trial Center supports clinical trials performed under German Drug Law (AMG) or Medical Devices
Act (MPG) by conducting trial-related duties of the sponsor, in particular project management, data
management and biometry.

Do you plan to perform a clinical trial or do you have questions about services of the NCT Trial Center or the
contents of this newsletter? Please contact us!
We hope you will enjoy the reading,

Your NCT Trial Center
Your partner for clinical trials at the NCT and DKFZ

Clinical Trials
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MARVIN. Three further countries are currently
under preparation to participate in the INFORM
registry (Fig. 2).

The data management of the NCT Trial Center
serves as helpdesk for national and international

More detailed information regarding the INFORM
registry and its current status is provided on the
homepages of INFORM and the NCT Trial Center,
respectively.
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http://www.nct-heidelberg.de/forschung/nct-core-services/nct-trial-center.html
http://www.dkfz.de/de/inform/
https://www.nct-heidelberg.de/forschung/nct-core-services/nct-trial-center/news/details/artikel/the-inform-registry-has-become-international.html?tx_ttnews%5BbackPid%5D=706&cHash=462ffc4abb0ca775bed68052710613bc
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International cooperation
European partners

ASCO ANNUAL MEETING, June 5th 2017
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Fig. 2: INFORM - Participating sites in Germany and further countries already active or in preparation.

. Countries that have already joined
I:I Countries that plan to join this year

D Countries that are considering
participation

.3 Own platform for molecular profiling:

IGR = Institut Gustave Roussy, Paris
(‘MAPPYACTS')

... in development:

GOSH = Great Ormond Street Hospital,
London (‘SM-Paeds’)

‘ PMC= Prinses Maxima Centrum,
( Utrecht (iTHER’)

Abstract #10509, presented by Barbara Worst

NOA-16 successfully completed clinical phase

NOA-16 is a first-in-human trial on the safety and
immunogenicity of an IDH1 peptide vaccine in grade
-1V, IDH1R132H-mutant gliomas. The PI is Prof.
Platten (DKFZ and Dept. of Neurology, University
Hospital Mannheim).

The trial has been initiated in June 2015. Follow-up
period of the last patient was completed in
September 2017 — one year earlier than expected.
Recruitment and treatment were performed in
seven sites, which are all belonging to the German
Cancer Consortium (DKTK).

Currently, the data management of the NCT Trial
Center finalizes data entry into the central study
database, generates queries and performs
plausibility checks on trial data; statistical analysis
is already in preparation. Final results are expected
for spring 2018.

Within the trial, the IDH1 peptide vaccine —a 20mer
peptide encompassing the R132H-mutated region —
was administered subcutaneously to 33 patients.
Eight doses of the vaccine were applied within a
period of six months following radiotherapy and/or
in parallel with Temozolomide chemotherapy.
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The NCT Trial Center comprehensively supports
the trial by project and data management and
biostatistics. GMP manufacturing of the vaccine
was carried out at Heidelberg University Hospital.

For details please refer to ClinicalTrials.gov and
CTIS. NOA-16 is funded by DKTK and the NCT 3.0
Proof of Concept Program.

Several other trials of DKTK are in the final
phase of preparation or already in approval
process:

The trial AMPLIFY-NEOVAC will test the IDH1
peptide vaccine in combination with the checkpoint
inhibitor avelumab.

The umbrella trial N°2M? (NCT Neuro Master Match)
assigning glioblastoma patients to particular
subtrials based on DNA and RNA sequencing has
recently been approved by the Paul Ehrlich Institute.

PMO-1601 is a phase Il clinical trial to evaluate the
efficacy of the small-molecule CDK4/6 inhibitor
palbociclib in patients with locally advanced/
metastatic chordoma. Start of recruitment is
anticipated for December this year.
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https://www.clinicaltrials.gov/ct2/show/NCT02454634?cond=noa-16&rank=1
https://www.nct-heidelberg.de/intra/ctisportal/de/synopsis.php?id=738
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NCT-PMO-1603/TOP-ART

NCT-PMO-1603/TOP-ART is a clinical trial based
on the DKTK/NCT MASTER protocol using DNA
and RNA sequencing. It is currently under final
preparation for submission to ethics committees
and the ,Bundesinstitut fur Arzneimittel und
Medizinprodukte* (BfArM). This phase Il trial will
recruit patients with locally advanced or metastatic
solid tumors that failed standard treatment and
whose molecular tumor profiles show homologous
recombination repair (HRR) defects.

The aim is to evaluate the efficacy of the
combination of olaparib and trabectedin. In a
randomized design the combination treatment with
trabectedin and olaparib will be compared to
conventional treatment of best physician’s choice.

Cross over will be allowed. The primary objective is
to show superior disease control rate (DCR) of
olaparib/trabectedin vs. physician’'s choice and
investigate whether the PARP dependency of HRR-
deficient tumors across entities can be exploited for
therapeutic benefit.

Pre-Screening will be performed by Next
Generation Sequencing within the NCT MASTER
Program to select tumors with alterations
(BRCAness) of DNA repair (among others,
BRCA1/2, CHEK2, and PALB2).

The experimental combination regimen with repeat
cycles of three weeks combines trabectedin and
olaparib. DCR according to RECIST will be the
primary endpoint at week 16.
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Regulations

GCP Guideline: Risk Management and risk-
based Quality Management are now obligatory

Revision of the Guideline for Good Clinical Practice
(ICH-GCP) obligates the sponsor to perform and
document risk management and risked-based
quality management.

The NCT Trial Center has gained first experiences
with documented risk Assessment of several trials
that are currently in the preparation or submission
process. Furthermore, the NCT Trial Center and
colleagues from the DKFZ and the KKS Heidelberg
work together to establish standard procedures and
templates for these excessive tasks.

EU Clinical Trial Portal will be available in 2019

The EU Clinical Trials Regulation 536/2014
regulates approval, conduct und oversight of clinical
trials throughout the EU. It is already into force and
will become effective as soon as the EU portal will
be available. According to the latest information of
the European Medicines Agency (EMA) this will be
in the second half of 2019.

Contact: newsletter. studlenzentrale@nct heidelberg.de, Tel.: 06221 / 56 6294, INF 130.3, 69120 Heidelberg
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