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Background Main Study Objectives Recruitment Plan

o o o o . . . OOpensitesAdult
* Precision medicine (PM) is transforming outcomes in cancer. @ 0
Open sites Paediatric

Through increased genomic profiling, actionable alterations

are being identified in patients that could benefit from 9 9@ Open site Adult&Paediatric E::(r);r:te::grne‘r;: l\loo;:;\ebnizmzz
targeted therapies licensed in other indications. i 9 Current Sites Opened: 12 sites
* Platform trials, including NCI-MATCH?, TAPUR? and DRUP? 9 s Number Of Patients Planned: 300-400
have shown feasibility and promising results of genotype- W QE-TE Number Of Sites Planned: 20 (Across the
matched therapy. i Adult and Paediatric Experimental Cancer
* Rare cancers account for 22% of cancers overall*, have 9 Medicine Centre network)
limited treatment options and are underrepresented in Transfer promising cohorts to the Cancer drugs Fund (CDF) for B’RM'NGHMQvEICESTEngBmDGE Study Duration: 5 years
clinical trials. It remains uncertain whether rare cancer reimbursement
patients with genomic variants known to be responsive to : .m.m"
targeted.therapy in othér settings could benefit. Trial Overview Statistical design
* Translational research is needed to better understand the
tumour context on which the genomic driver is inscribed and ) Umbrella-basket design | agmﬁfgg't;j:;t:;ij;tg";‘;;'t'j‘;‘gTjaﬁz“‘t’he
relevance to response to thera py5. Additional treatment(s) provided by new orex.simg commercial partners trial in a defined, approved process

Inclusion Criteria o—

: : : i . Recruited Evaluated Enrolled Treated Monitored
e Children and adults diagnosed with an advanced cancer, an Patlents e e A I b e Treatment Arm 1 Treatment Arm 2 Treatment Arm 3 Treatment Arm X
: : : rloug . m-g o EIC.IGI'IEI ) 0 @ rearmen ! mu.a o ors! E-E e an /Mutation A/DrugA\ /Mutation B/DrugB\ /Mutation C/Drugc\ /Mutation X/Drug)(\
aCtlonab|e genomlc a|terat|0n, and a gOOd perfor‘mance national genomic mutations by a arm/cohort based targeted single or disease ‘Basket’ — each trial
tat Addt | t t t f t | . | . d screening Molecular Tumour on patient combination progression (incl cohort is a basket of
status. Iitonal treatment SpecCitic protocol Inclusion an Trial lati programmes  Board and assigned to a genomic treatment(s) post-trial follow up  New CDF-approved SRt
: : : ral population trial arm B mutation(s) for < 2 years) treatment opbtions types, genomic | | I
EXC|USIOI’1 criteria apply Adult, paediatric & d , complexity etc. : v = L—‘—Jv v v v v v v v
teenage/young adult for rare cancer patients
 Co-primary outcome measures: objective response (OR) and patients with rare ® — Expanded treated Sub-cohorts may
L . . . . branch off from the
durable clinical benefit (DCB) (>24 weeks without disease with rare genomic — bo e s I C patient population initial trial cohort if
: alterations Stratified Medicine e & clinical trial sufficient efficacy
progression). Paediatrics (SMPaeds) ANV safety and efficacy gnals are detected \ 2R J \Z 2 4
] ) Genomic Laboratory Hubs Tarceted drugs D data
* Secondary outcome measures: duration of response, Partners: f h t. t.g - t . . .
. . g orinvestigation or pharma partners * Bayesian optimal phase Il (BOP2) design based on true OR and DCB rates of > 30% and <10%,
progression-free survival, overall survival, adverse events, srovided by n.b. illustrative, _ ) o h
quality of life commercial partners number of trial arms respectively, representing clinically relevant activity or not.
| expandabie  Each treatment arm targets recruitment of 30 evaluable patients with interim analyses at N=10 and
TranSIati0na| Programme SU.-’T.',D;’E’S CD”E’CfEdﬁJF translational studies Mandatory tissue Serial blood G ol then every 5 patlentS thereafter.
(n.b. summary data of funded translational work biopsy samples _ _ o . . . ] ]
packages will be made available to partners) (WGS, RNAseq) (CtDNA) tissue biopsy * Decisions regarding expansion or termination of molecular sub-cohorts are based on a Bayesian

« DETERMINE will analyse the genomic, transcriptomic,
immunomic and epigenomic characteristics of different
cancers driven by a specific genomic alteration, across
different ages and sites of origin.

analysis that generates the predicted probability of success.

* Bayesian approach allows cumulative learning about the drugs activity across multiple sub-cohorts
and enhances signal detection in small patient numbers.

Key collaborations Public and Patient Involvement

 Aims: To better understand the processes that drive

cancer development and their affect on outcome to :;'g PRIME-ROSE  PRIME-ROSE www.prime-rose.eu PPl has been embedded in DETERMINE from trial design through to delivery.
therapy, identify new targets, and determine if there are &7 e DETERMINE joined the PRIMERQOSE consortium with 24 other partners across Europe. To date: |
biomarkers that can predict how patients will respond. * Developing a platform to pool data and increase evidence generation of successful drug cohorts. - . . .
* PPl input from TYA group VoiceUp! for research questions and
NHS NHS England/Cancer Drugs Fund .
- . : : : . : study rationale.
* Promising cohorts will be submitted to the CDF, who together with the NHS Clinical Policy team, . L : L :
England * Patient representatives involved in reviewing protocol, informed D€T€°€ o).

will decide whether a period of data collection is necessary to consider the drug as a routine : . . .
consent documents, website and animation videos.

treatment on the NHS. . . . . : .
§ , * Four patient representatives on Trial Steering Committee and will
X Pharmaceutical partners . : L : L.

. : : . be involved in reviewing and disseminating results.
 Roche Products Ltd UK (Founding partner — funding for infrastructure and five treatment arms)

: . : * Patient experience questionnaires to gather feedback on trial
Whole genome ) NOVARTIS and Novartis Pharmaceuticals UK Ltd (one treatment arm). New partners are being onboarded. ox eriencep b 5
sequencing (WGS) [ a— Foster Age Inclusivity Research (FAIR) for Adolescents and Young Adults (AYA) stamp P '
FAIRFORAYA : : : : :
* Accolade that credits medical research which avoids unnecessary barriers based on age

REFERENCES ACKNOWLEDGEMENTS CONTACT INFORMATION
] , _ _ _ _ _ Experimental Cancer Medicine Centre (ECMC) Network, DETERMINE Consortium, Cancer Research UK Centre for Drug ) _ _ . N
1. ?f_\ale(\é'l;;(lilgln)g F,t:/aklsvaslc\;vcjrmgpg (I—)IH, I-Ilarznorggr?:rsm?znlli, Mitchell EP, et al. Phase Il study of AZD4547 in patients with tumours harbouring aberrations in the FGFR pathway: Results from the NCI-MATCH Development and Cancer Research Horizons, Biomedical Research Centres, NIHR Clinical Research Facilities. We also Poster presented at the 2023 European Society for Medical Oncology (ESMO, 20-24th October 2023) Madrid, Spain F P N . : Ao R .
ria subprotocol W. J Clin Oncol. ; . : . . o . . . . ege . . . o A -
2. D.L.VDV, L.C. H, HHMW. V, H. B, K. G, A. H, et al. The drug rediscovery protocol (DRUP) [Internet]. Journal of Clinical Oncology. American Society of Clinical Oncology; 2017 [cited 2022 May 11]. (2017 extend our thanks to the patients and their families for taking part in this research. Clinical trlal.s.gov identifier: www.cI|n|caItrlaIs.gov/ct/show/NCT05722886 ) - ﬁ-::;;"-':ﬁ%'
Annual Meeting of the American Society of Clinical Oncology, ASCO. United States.; vol. 35). Available from: http://meetinglibrary.asco.org/record/149416/abstract FUNDING Corresponding author: matthew.krebs@nhs.net . ; .I:F‘:_l‘“gl,j‘:'
3. TAPUR. TAPUR: Testing the Use of Approved Drugs That Target a Specific Abnormality in a Tumor Gene in People With Advanced Stage Cancer [Internet]. 2016 [cited 2022 May 11]. Available from: Roche Products Ltd (UK) are providing seven drugs as part of the clinical study and have financially supported the initial Website: cruk.org/determine 7 1 6T| P .__.__!!!':l-;-"_r:-:'-_‘.; .
https:/./clln|caItr|aIs.gov/ct2/show/NCT02693535 ) ) _ ) . set up of the study. Roche was not involved in the preparation, drafting, or editing of this poster. Roche conducted a ) ) . . . . . . . : o ..I .
4. Macmillan Cancer Support. Rare Cancers [Internet]. [cited 2022 Jun 9]. Available from: https://www.macmillan.org.uk/cancer-information-and-support/rare-cancers factual accuracy check on the final article but any decision to incorporate comments was made solely at the discretion Gary Middleton DOI: Honoraria, Consulting or Advisory Role, with Roche, Boehringer Ingelheim, Bristol-Myers-Squibb, Merck Sharp & Dome. The author has also received Research Funding from
5. Middleton G, Robbins H, Andre F, Swanton C. A state-of-the-art review of stratified medicine in cancer: towards a future precision medicine strategy in cancer. Ann Oncol. 2022;33(2):143-57 of the authors. Novartis Pharmaceuticals UK have since joined the study to contribute one drug to the programme. Bristol-Myers-Squibb, Merck Sharp & Dome, Astra-Zeneca, Plexxikon, and has served as a Consultant or Advisor to Mina Therapeutics and Roche. Additionally, the author has participated in the
Speakers' Bureau for Roche, Bristol-Myers-Squibb, Astra-Zeneca, and Takeda.



http://www.clinicaltrials.gov/ct/show/NCT05722886
mailto:matthew.krebs@nhs.net
http://www.prime-rose.eu/

