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Summary of important research activity 2016 and additional funding obtained (brief description)

Antimicrobial resistance (AMR) is emerging as a local and global threat to health care practice. TTA is working towards a unified approach for
innovative preventive and therapeutic measures, along with development of novel diagnostics and drugs to combat AMR. The TTA consortium is
formed by strong research groups with complementary expertise in OUS divisions, teamed up with national and international collaborators.

Research activities, general for TTA:

13.9.16 National kick-off meeting at OUS/Ulleval with CEO Bjgrn Erikstein on the opening address and Anders Nilsson, Stockholm university, Sweden as the key-
note speaker on novel bacteriophage therapy, with prominent researchers from Haukeland hospital /UiB, NVH, Stavanger university hospital, St Olavs
hospital/NTNU, UNN/UiTg, FHI and OUS/UiO.

23-24.9.16 Stand at Forskningstorget, the research festival during the National Research days, presentations on TTA-AMR on TV God morgen Norge and P3 etc etc.
20-21.10.2016 Lysebu, TTA consortium meeting where the steering group was established.

28.11.2016 DNVA, TTA Goes Nordic. Position meeting to network with relevant partners in the Nordic countries, as well as important international collaborators.
The event was partly funded by NordForsk (NOK 500 000).

Research activities in the main work packages:

WP1: BASIC ASPECTS AND NOVEL DRUG TARGETS

WP1.1. Several antimicrobial candidate compounds have been tested. 1) A novel antibacterial peptide based on the naturally occurring peptide (DinQ) was
further characterized (1). Due to their novel mechanism of action, these drug compounds are expected to be less prone to suffer from bacterial resistance than
current drugs. 2) The lead candidates of the ZinChel project were tested against gram-negative (GN) MBL-based resistant strains in the K-Res lab at UNN (@rjan
Samuelsen). The lead candidate adjuvants ZN148 and ZN155 (patents 10-11) were found to effectively eliminate resistance of carbapenems in general in
multidrug-resistant clinical GN isolates. The lead candidates were tested in vivo in mice for tolerability, and shows virtually no toxicity after large repeated doses. In
addition, a new class of phenazine derivatives, derived from the natural compound myxin, showed strong bacteriocidic activity against MRSA and promising
activity against E. faecium vanA bacteria in the same lab.

WP1.2. The mechanisms of horizontal gene transfer (HGT) driving antibiotic resistance have been characterized in GN with Neisseria gonorrhoeae as a model
organism for generating potential anti-HGT intervention (2). Characterization of the evolution of chromosomally mediated drug resistance under sub-inhibitory
amounts of drugs and other forms of stress has been performed (3,4).Drug resistance arising in rheumatic heart disease was also monitored (5). These studies have
the potential to generate new drug targets.

WP2 CLINICAL RESEARCH APPROACHES TO FIGHT AMR

WP 2.1. Surveillance and clinical trials: Implementation of a new surveillance program for AMR and antibiotics use in OUS has commenced and studies of the
impact of antibiotic use on AMR is undergoing. Active surveillance in all OUS patients will contribute to a more efficient detection of patients with MRSA, ESBL and




VRE to provide an improved estimate on the problem of influx of AMR into the hospital ().
WP2.2. Novel infection control interventions. Novel interventions and tools exploiting the AMR organisms as part of the human microbiota to define
personalized approaches are currently being implemented ().
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WP 1 Patent applications:

10. ZinChel: GB1613946.1 and W02015049546A1 (Rongved)

11. Phenaziner: GB1621520.4 and W02015063516A2 (Rongved)
12. Anti-dormancy cocktail for bacteria: 803US1PRO (Tgnjum)

Additional funding obtained

1. NordForsk NOK 500 000 2016-17, 2. Research Council of Norway INTPART mNOK 4.5 2017-19, 3. Helse Sgr-@st network mNOK 6H-S@ 2017-19; a
number of additional applications for funding in Norway and abroad are in the pipeline.
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