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Abstract

Precision cancer therapy has the potential to revolutionize treatment outcome. While genomic analysis has become central to
cancer personalized medicine, recent studies have not shown that it drastically improves the patient’s survival as compared to
standard drug selection. Additionally, genomic mutations may suggest several treatment protocols without elucidating which
approach willyield the best clinical response. To advance cancer precision guidance, we have developed cResponse, a combined
genomic-functional drug sensitivity platform to determine individualized patient treatment regimens. Fresh patient cancer samples
are taken by biopsy or resection and sectioned into 250uM slices which cultured in the cResponse platform demonstrate similar
architecture and tissue proliferation to those found in vivo. Initial research and clinical studies showed that cResponse can preserve
human cancer tissue in 3D culture together with its microenvironment, including endothelial and immune cells, at a high viability
(>907%) with continued cell division for more than 7 days*. To validate the capacity of the cResponse platform to predict patient
response to cancer therapy, we conducted an initial clinical trial in Israel and have launched a follow up pivotal clinical study at 7
major cancer centers located in the UK. Here we report on the outcome of 15 of the patients recruited to date in the UK study for
which we have complete clinical outcome data. To date, a combined 49 patients enrolled internationally, showing a 96.5% sensitivity
(82.775-99.8% Cl) and a 907% specificity (70.87%-98.8%). In the UK, all patient cResponse scores correlated with their clinical response

supporting the accuracy of the platform in determining therapeutic efficacy.

cResponse ExVivo Organ Culture System Preserves Biopsies for Drug Evaluation
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Using cResponse to Assess Treatment Response on Biopsies. (A) In an initial clinical study, biopsies from numerous tumor
types were obtained prior to initiation of patient treatment and maintained in the ex vivo organ culture for 5 days. Representative
iImages are shown of each cancer type at Day 0 and Day 5 showing high viability and preservation during the culture assay.
(B) All cResponse scores were distributed on a dot plot correlating to the clinical outcome of each patient as determined by
pathology of RECIST. Using a cResponse score of 45 distinguishes between non-responders (PD) and responders (SD & PR)

A Phase 2 Study Evaluating Patient Drug Response on
Resected and Biopsied Tissue

OVERALL

INTERNAL ID CANCER TYPE RESPONSE TREATMENT CSCORE
Coo6UK OVARIAN PD CARBOPLATIN +GEMZAR 5
Co38UK BREAST PD TUCATINIB* TRASTUZUMAB 13
Co13UK OVARIAN PD DOXORUBICIN 18
Co18UK BREAST PD CARBOPLATIN +GEMZAR 18
Co22UK OVARIAN PD CARBOPLATIN *+GEMZAR 24
Co27UK BREAST PD EVEROLIMUS*EXMESTANE 24
Co028UK OVARIAN PD TAXOL 27
Co24UK OVARIAN PD TAXOL 29
Co32UK OVARIAN PD TAXOL 30
Co14UK H&N PD CARBOPLATIN +GEMZAR 35
Co026UK OVARIAN PD TAXOL 39
Co11UK OVARIAN SD CARBOPLATIN +GEMZAR 45
Coos5UK ENDOMETRIAL SD CARBOPLATIN +GEMZAR 53
Co20UK ENDOMETRIAL SD CARBOPLATIN +GEMZAR 55
CoogUK OVARIAN PR CARBOPLATIN +GEMZAR 62
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APhase 2 Clinical Trial to Evaluate the cResponse System: (A) To date, fifteen EVOCs were performed
in the UK and correlated to patient clinical outcomes using the scoring thresholds established in
the initial clinical study. (B) Representative images from non-responders and responders. (C) All
EVOC scores from the UK study were distributed on a dot plot correlating to the clinical outcomes
as determined by RECIST and clinical results.

C CResponse Scores Correlated to Clinical Response
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A Combined Accuracy of cResponse in International
Cohort of Patients (N=49)

CLINICAL PERFORMANCE OUTCOME CONFIDENCE INTERVAL (95%)
SENSITIVITY 96.5% (28/29) 82.7%-99.8%
SPECIFICITY 90% (18/20) 70.8%-98.8%

PPV 93.3% (28/30) 78.5%-99.2%
NPV 94.77% (18/19) 76.1%-99.3%

Combined Results from Clinical Studies Showing Overall Accuracy: On a total of 49
patients recruited at international centers, the cResponse platform showed 96.5% sensitivity
and 90% specificity.

Conclusions

cResponse assay maintains high viability of the resected human cancer tissue, preserving the 3D architecture

together with its microenvironment, including endothelial and immune cells for 5 days.

- Afirst predictive clinical study on 34 patients in Israel showed the ability of the system to accurately predict
whether patients would respond to a specific drug therapy across a variety of cancer types.

A Phase 2, launched in the UK during 2022 is aimed at recruiting additional patients in an independent
setting.

+ 15 patients have been recruited with available clinical information, with results ranging from PD, SD and PR.
Using a cResponse score of 45 yields 100% sensitivity and 100% specificity to predict therapeutic efficacy
amongst the patients.

- |In total, 49 patients have been recruited to the international study showing a 96.57% sensitivity
(82.775-99.8% Cl) and a 907% specificity (70.87-98.8%).
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