Supplemental Materials: Untargeted assessment of tumor fractions in
plasma for monitoring and prognostication from metastatic breast cancer

patients undergoing systemic treatment

C. Suppan, I. Brcic, V. Tiran, D. H. Mueller, F. Posch, M. Auer, E. Ercan, P. Ulz, R. J. Cote, R. H. Datar, N.
Dandachi, E. Heitzer, M. Balic

WichorCNA 61 05 08 04 308 34 51 fichorCNA 483 26 12 00 339 165 240 565 HichorCNA 499 200 150 7.8 372 155 thichorCNA 217 23 14 05 300
Pl SR CE S e 08 gwascore 167 01 01 04 84 73 59 28 gwrscore 907 40 19 08 762 129 gwrscore 267 62 41 38 329
chrig chelp enetp chrip
enzp cheia I T mm dhely enrlq
chidg chezp chzp chzp
endp enzq enzq ehzq
eviq chidp enndp cheip
chrdp chrdg chilq chrigq
g cheap chrdp chrép
chisp cwdq cheiq chviq
chisq chesp ensp m
chibp awsq chesq
ehisq chisp chrbp oot
enitp chrtig
enrq chibq cheéq vt
i chiTp eanp. chiTe
P 'q
enta - et 19 - avtp
chip o o bl =]
g eowa [==] chdq sl chrip
& ciop chidp L E chdq
£ oniog o oo o o & avitp
@ ariip E  chviop E oiop £ chridg
g dvita 2 wioq 2 owiog g i
E chriZp E  chritp E  anip g chriiq
S cwizg B oving E ama g oz
chrizp. S aizq
i i oed = &
chridp critq . chridq
chrldg chridq
ehridq chridp
ehrisp evidq g cheidq
ehrisq ehrisq ity chrisp
avisp chritp chribp chrtsq
arieq envteq gk cvitp
hri7p enri7p ) chribq
chri7q ehri7q ehri7q chri?p
cridp chvitp chritp chriTq
chridq enisq aritq hriap
chridq enring 9 chritq
chridp chrigp chrisp chetq
<hdtlp chv2op ch20p chritp
chn2og eh2oq chv2oq chr20p
v ozt o2t
chziq q
dvzzq preis cheatg
- e e B o o~ chazq q o
I 1 U I (] ] M e e e - o - B o q
2 2 3 3 3 @ w0 e e e W e e e 2 o 2 2 & - N e = o
@ @ @ @ @ @ @ @ @ @ @ @ @ ; ; ; E E
HichorCNA 97 59 115 87 91 230 235 114 276 67 51 51 64 66 54 154 WichorCNA 14 13 41 10 07 05 73 485 tichorCNA 174 13 10 05 03 65 74 41 53 175
UISEO 43 54 56 50 65 197 198 68 363 21 26 18 14 09 03 139 gwascore 05 00 03 02 06 03 88 1250 guzieon 121 05 04 01 01 60 64 04 31 58
chrip
m ehrlq ehriq
hap enzp
preves @aq ezq
priing avap =i} chdp
chetp ehdq chedq
ehedq chrdp. chedp
chesp chrdq cheéq
chrsq chrip cwSp
chitp envsq enesq
e chrtn = chtp
cTp envta eméq
g chTp chetp
i ] . et el
avsq ' it (= ok
privd chidq chiq
| P avap = avip
£ awiog o cq P
S chttp E  awiop £ eniop
g oviig & chridq 8 chridg
g enzp E chitp E  chritp
S cnizg £ chrlig £ chrilg
chridp © enizp @ enzp
chrt: chri2q chrizq
chridp enilq chridq
chridq ehidq chridg
chetsp iy ki
chriSg chrltp ehrisp
ehrifq chribq
x:: eni7p chri7p
cheiTq chni’q chriTq
chritp chridp chrigp
civisq enisq chriq
che1ng chrisq enriog
chri9p chrigp chrigp
chraop chrap chi20p
mw chr20q chvaoq
1q ch21q
e e o]
ol BT - R N O R ? 229 @3 @ 2 MR EE R
3 @ 8 Q3 E A D E e gggoggdg & b b b b & & @ 2 8838382382828 g

-200 5 6
(|

200
: Chromosome-specific z-scores z

Figure S1. Heat maps of serial plasma samples of seven selected patients showing that chromosome-arm
specific CNA are highly consistent within the same patient. Blue bars indicate chromosome-specific z-scores <3,
and red bars indicate chromosome-specific z-scores >3. Chr, chromosome. Genomewide (gw) z-scores and
tumor fraction (tf) assessed with ichorCNA are shown above the heat map.
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Figure S2. Correlation between mFAST-SeqS z-scores and ichorCNA-based tumor fractions in selected
individual patients.
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Figure S3. Kaplan Meier analysis of overall survival and progression-free survival based on CTC status, CEA

and CA15-3 levels.
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Figure S4. Mean estimates of z-scores, CTC counts, CEA and CA15-3 levels are shown during treatment of
metastatic breast cancer patients using a mixed model. Only z-scores and CA15-3 levels were significantly
higher at disease progression compared to baseline and treatment. CTC counts and CEA did not significantly
differ between the three time points.
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Figure S5. Longitudinal monitoring of z-scores for additional five patients. Multiple measurements of tumor
markers CEA and CA15-3 are also shown over time and, if available, ichhorCNA tumor fractions. Therapy
regimens are indicated as colored shading and disease status at various times (ascertained on computed
tomography or MRI) shown as vertical dotted lines. SD denotes stable disease, PD progressive disease, and CR
complete response.



