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Table 2.

Adverse events in patients who received the maximum tolerated dose

Anaemia

Hyperglycaemia

Alkaline phosphatase increased
Fatigue

Peripheral sensory neuropathy
Thrombocytopenia

Diarrhoea

Hypoalbuminaemia
Hyponatraemia

Nausea

Hypomagnesaemia
Lymphocyte count decreased
Pain

Alanine aminotransferase increased
Anorexia

prokalaemia

Abdominal pain

Anxiety

Aspartate aminotransferase increased
Dysgeusia

Hypertension

Hypocalcaemia

Weight loss

Decreased white blood cell

Decreased neutrophil count

Grade 1-2 Grade 3
14 (78%) 4 (22%)
8 (44%) 9 (50%)

17 (94%) 0
14 (78%) 3 (17%)
12 (67%) 5 (28%)
14 (78%) 3 (17%)
11(61%) 5 (28%)
15(83%) O
11(61%) 3 (17%)
12(67%) 2 (11%)
13(72%) O
8 (44%) 5 (28%)
13(72%) 0
12 (67%) O

11(61%) 1 (6%)
6(33%)  528%)
7(39%) 4 (22%)
11 (61%)
11 (61%)
11 (61%)
10 (56%)
10 (56%)
9 (50%)
9 (50%)
3 (17%)

(6%)

(6%)

A O -~ O -~ O O O

(22%)

Grade 4
0
1(6%)

(6%)

(6%)

- O O OO0 OO0 OO0 -~ OO0 OO0 oo o -~ O o0 o o

(6%)

Change in tumour size from baseline (%)

A

SctDNATRZ G %
%= HAfE C R

BEHIEZREN
T3

h|

Patient number

Grade ANDEEFER

s
Safety a class agent CPI-613 in
combination with modlﬁed FOLFIRINOX in patients with

metastatic pancreatic cancer: a single-centre, open-label, dose-
escalation, phase 1 trial. Alistar A, et al.

Lancet Oncol. 2017 Jun;18(6):770-778.
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Forshew, T. et al. Noninvasive identification and monitoring of cancer mutations by
targeted deep sequencing of plasma DNA. Sci. Transl Med. 4, 136ra68 (2012).
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Tsui, N. B. Y. et al. High resolution size analysis of fetal DNA in the urine of pregnant women by paired-end massively parallel
sequencing. PLoS ONE 7, e48319 (2012)

Nadano, D., Yasuda, T. & Kishi, K. Measurement of deoxyribonuclease | activity in human tissues and body fluids by a single
radial enzyme-diffusion method. Clin. Chem. 39, 448-452 (1993).
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Table 3. Concordance assessment of KRAS®'?/S'3 mutations in FFPE tumor tissue and urine cfDNA from patients with advanced cancers
Concordance for urine samples collected before systemic therapy tested for KRAS®'?/"3 mutations versus FFPE tumor samples tested in the clinical laboratory

Number of patients, N = 71 KRAS®'?/G13 mutation in tumor KRAS®'?/G13 \yild-type in tumor
KRASS'?/S'3 mutation in cfDNA, number of patients 30 1
KRAS®'?/S'3 wild-type in cfDNA, number of patients 18 22
I Observed concordance 52 (73%); kappa, 0.49; SE, 0.09; 95% Cl, 0.31-0.66 |
ensitivity m
Specificity 96% (95% Cl, 0.78-1.00)
PPV 97% (95% Cl, 0.83-1.00)

Concordance for urine samples (>50 mL of urine) collected before systemic therapy tested for KRAS®'%/"3 mutations versus FFPE tumor samples tested in the
clinical laboratory

Number of patients, N = 43 KRASS'%/®'3 mutation in tumor KRASS'%/C'3 wild-type in tumor
KRAS®'?/G'3 mutation in cfDNA, number of patients 19 0
KRAS®'%/5'3 wild-type in cfDNA, number of patients 10 14

I Observed concordance 33 (77%); kappa, 0.55; SE, 0.11; 95% CI, 0.34-0.77 |
Sensitivity 66% (95% Cl, 0.46-0.82)
Specificity 100% (95% Cl, 0.77-1.00)
PPV 100% (95% Cl, 0.82-1.00)

Concordance for urine samples (90-110 mL of urine) collected before systemic therapy tested for KRAS®'?/'3 mutations versus FFPE tumor samples tested in
the clinical laboratory

Number of patients, N = 19 KRAS®'?/G%3 mutation in tumor KRAS®'™?/G3 \yild-type in tumor
KRAS®'?/S3 mutation in cfDNA, number of patients 8 0

KRAS®'/S™S wild-type in cfDNA, number of patients 2 9

Observed concordance 17 (89%); kaEEa, 0.79; SE, 0.14; 95% Cl, 0.52-1.00 |
Sensitivity 80% (95% Cl, 0.44-0.97)

Specificity 100% (95% Cl, 0.66-1.00)

PPV 100% (95% Cl, 0.63-1.00)

A quantitative, mutation-enrichment next-generation sequencing test

Fujii T., et al Mutation-Enrichment Next-Generation Sequencing for Quantitative Detection of KRAS Mutations in Urine Cell-Free
DNA from Patients with Advanced Cancers. Clin Cancer Res. 2017 Jan 17. doi: 10.1158/1078-0432
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