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A total of 42 ccRCC cases were recruited for this study. Somatic mutations were identified in 36 ccRCC cases: 35 by the customized panel
(the most frequent being the VHL gene, mutated in 67% of cases) and 1 by the CCP, in the ROS1 gene. Most of these patients (72%) had

localized disease (pT1 or pT2). During follow up, 7 patients presented metastasis, 2 progressed to death and 1 had another subtype of
renal tumor.

In plasma, tDNA was positive in 16% of the baseline samples (5/32) and in 32% of the patients who had monitoring samples available
(10/31), being 15% of the M1 samples (3/20), 19% of the M2 samples (5/26), 12% of the M3 samples (2/17) and 15% of the M4 samples
(2/13). In urine, tDNA was detected in 23% of the baseline samples (7/30) and in 25% of the patients with monitoring samples (7/28), being
none of the M1 samples (0/16), 13% of the M2 samples (3/23), 31% of the M3 samples (4/13) and none of the M4 samples (0/12). In tDNA
positive samples, the mean variant allele frequency (VAF) in plasma was 1,79% (0.10%-10,66%) and 1.86% in urine (0.12%-11.56%).

tDNA positive baseline plasma samples with high confidence was significantly correlated with disease progression (p=0.0149, considering
metastasis and/or ccRCC related death), tumor necrosis (p=0.0253) and tumor staging 2pT3 (p=0.0019). There was no correlation
between tDNA in baseline plasma samples and ISUP grading or surgical margin involvement, neither between urine baseline samples or
plasma/urine monitoring samples and the clinical and tumor characteristics previously mentioned.

tDNA was positive simultaneously in plasma and urine in two cases in baseline samples (one metastatic), two cases in M2 samples (one
with another subtype of renal cell carcinoma in the contralateral kidney) and 1 metastatic case in sample M3. Both cases that progressed

to death (ccRCC 60 and ccRCC 104) presented tDNA in either plasma or urine of all samples collected: one presented tDNA in baseline
and M1 plasmas, and the other in baseline urine.

Figure 1. Clinical and tumor information and analysis of the presence of tDNA in serial plasma and urine samples of 36 ccRCC patients.

Tumor staging [l HER B EREN Legend:
Tumor necrosis l .l .. Tumor staging:
Disease progression lll l l
pT1
- o - N D N~ < o o O N MmO ™ . pTZ
S988883283983RIBEILSZSSSINSBIHI3B8ERRIISR .
Q [SEENSNe] Q Q (SISO OOLOVOOOVOOOOOOY p
CaselD o 808008808808 08000888880800000000000
D:UD:OIIIIOOIIOOKOD:OIID:D:UOOUODCOIIDCDCIIIIDCIIIID:D:K
mUD:UUD:D:UDCD:UKOD:UOOKD:D:KKOD:UUUUUOOUOOU .
8808008808808”8000888880800000000000 Tumor necrosis:
. Present
Baseline l..l
Absent
vi
<§: M2 Disease progression:
0
3 m 0 ]
Present
a
M4 Absent
Baseli l. .. tDNA detection in plasma
aseline and urine:
M1
. Detected, High confidence
E M2 Detected, Low confidence
[~ M3 . Not detected
2
M4 Not collected / not evaluated

These data show that it is possible to detect tDNA in plasma and urine in a || Dirce Maria Carraro, PhD .
. . R Head, Clinical and Functional Genomics Group/CIPE
fraction _of ccRCC patients a_nd that the presence of tDNA in plasma befor_e Head. Division of Genomic Diagnostics/Pathology Department
surgery is associated with disease progression, presence of tumor necrosis AC Camargo Cancer Center - Rua Tagua, 440, 1.andar. Sdo Paulo, Brazil

and tumor staging >T3 Phone and Fax - 55 11 2189.5023
R dirce.carraro@accamargo.org.br

Rcnpq ‘C@ PRONON =5 R FAPESP et s

de ciéncia e tecnologia



mailto:dirce.carraro@cipe.accamargo.org.br

