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AURORA + FLT3 KINASE
Targeting  AML and Other Leukaemias

Undergoing preclinical IND-enabling studies

In collaboration with Hebei Medical University 
Biomedical Engineering Center

>98% Tumour inhibition in AML xenograft

Potent inhibition of MV4-11 and MOLM-13 cell lines (GI50 ~10 nM)

Active against FLT3 DFG-loop mutants

SKIL® platform delivers potent, selective, 
drug-like small molecule kinase inhibitors

SAREUM is a drug discovery & development 

company delivering targeted small molecule 
therapeutics, focusing on kinase inhibitors for 
treating cancer and autoimmune disease.

The Company aims to successfully develop 
drug candidates to the pre-clinical or early 
clinical trials stages. Licence and/or research 
partners are sought for these programmes.

Its parent company, Sareum Holdings plc, is 
listed on the AIM market of the London Stock 
Exchange, trading under the symbol SAR.

RESEARCH: Sareum’s SKIL®  platform is based on 

a chemical template that can be adapted to inhibit 
many kinase types. 

Sareum owns strong IP on the chemical matter and 
its use, thus we have very low exposure to risk from 
competitors  unpublished “submarine” patents.
The template is amenable to parallel synthesis and 
structure-based design. Good selectivity, solubility 
and ADME properties are  commonly achieved.

Sareum operates as a “virtual” company, conducting 
its laboratory research in a world-wide network of 
collaboration and research provider partners.
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INTELLECTUAL PROPERTY
Patents for substance of matter and use have been granted in major territories:

US 8,378,095, US 8,921,544, US 9,133,180,  EP 2634185, EP 2812328, JP 5555620 & 
CN101796038. Further patent applications include US 2013231340 & WO2013117522.

TYK2 KINASE (Cancer)
Targeting T-ALL

T-ALL dependent on 
TYK2-STAT-BCL2 pathway

Biomedical catalyst funding to 
validate Sareum TYK2 inhibitors 

Literature evidence for TYK2 
involvement in other cancers

TYK2 KINASE (Autoimmune)
Targeting  Psoriasis, RA, MS, IBD etc

Co-development collaboration with SRI International

In vivo proofs of concept in psoriasis and RA models

Sub nM IC50 vs TYK2,  favourable selectivity vs JAK kinases 

OTHER KINASES
Identified by:
Cross screening and/or
Focused library synthesis
e.g. FLT3, ALK

Vehicle (+ CIA)

SAR-T29 4 mg/kg BID po
Tofa 10mg/kg BID po

SAR-T29 10 mg/kg BID po
Vehicle (no CIA)

Psoriasis Model, Day 6

Vehicle                              SAR-T29
oral admin, twice daily
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Figure 1: Potentiation of the efficacy of 
gemcitabine in HT29 colon cancer xenografts

k = kidney, t = tumour, sb = small bowel 

i) Pre-treatment               ii) 7 days treatment

Figure 2: Single agent efficacy in a GEMM 
neuroblastoma model

Oral Inhibitors of Checkpoint Kinase 1 (CHK1)

Phase I

This is a collaborative development programme between the CRT Pioneer Fund and Sareum.  CTAs for 
single agent and chemotherapy (gemcitabine and GemCis) combination studies were approved by the 
MHRA in April 2016 and Phase Ia/Ib clinical trials started in June 2016.

CHK1 is activated in response to DNA damage, which may be a consequence of the cancer itself, or 
intentionally caused by chemotherapy or radiotherapy.

CHK1 inhibitors are anticipated to provide a therapeutic strategy for enhancing the effectiveness of DNA 
damaging chemotherapeutics currently used in cancer treatment, particularly against solid tumours that 
are driven by p53 defects. These include colon, ovarian, pancreatic and lung cancers. They are also 
expected to be effective as single agents against cancers undergoing replication stress, including certain 
types of neuroblastoma, lymphoma, AML, breast, ovarian and cervical cancers. 

CCT245737, the clinical candidate, is a highly selective and nanomolar potent inhibitor. The compound 
shows good oral bioavailability in three species and has a favourable safety pharmacology profile. It is 
“drug like” and show excellent (>500 fold) specificity vs CHK2 and CDK1 kinases, and good selectivity 
against the rest of the kinome.

Strong potentiation of the efficacy of gemcitabine (Figure 1), GemCarbo and irinotecan is observed with 
oral dosing of CCT245737 in colon, pancreatic and lung cancer xenograft studies. Single agent efficacy is 
observed with once daily oral dosing in in vivo models of AML, lymphoma and neuroblastoma (Figure 2).

The candidate, and other lead series compounds, modulate cellular and in vivo biomarkers, including auto-
phosphorylation of Ser296 and phosphorylation of CDK1-Tyr15, plus chemotherapeutic induced H2AX 
phosphorylation and PARP cleavage, for up to 24hrs following a single oral dose.

There is a strong patent portfolio protecting the Lead Series and surrounding chemical space with both 
composition of matter and medical use claims. Key patents include: US 8,058,045, US 8,367,658, US 
8,530,468, US 8618,121, EP2288601, WO2013171470, WO2013068755, WO2009103966, WO2009044162, 
WO2009004329

Key publications: 

“Multi-parameter lead optimization to give an oral checkpoint kinase 1 (CHK1) inhibitor clinical candidate: 
(R)-5-((4-((morpholin-2-ylmethyl)amino)-5-(trifluoromethyl)pyridin-2-yl)amino)pyrazine-2-carbonitrile 
(CCT245737)”. JD Osborne et al, J. Med. Chem. 2016, Just Accepted Manuscript DOI: 
10.1021/acs.jmedchem.5b01938

“The clinical development candidate CCT245737 is an orally active CHK1 inhibitor with preclinical activity in 
RAS mutant NSCLC and Eµ-MYC driven B-cell lymphoma” Walton MI et al, Oncotarget (2015), 7(3), 2329-
2342.


