Supplementary Materials: Figures

Figure S1. Concentration and RNA integrity evaluation for representative number of
samples using Agilent Bioanalyzer. Sample ID description: BT474, SKBR3 - RNA
extracted for particular cell line; T1,T2,T3,T4,T5,T7, control - RNA extracted for
particular time point. (A) Visualisation of electrophoresis. (B) Histograms presenting
intensity of the signal (amount of nucleic acid) as a function of fragment size. Both (A)

and (B) present samples at high RNA integrity level.
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Figure S2. Volcano plots of global gene expression variations in the BT474 (left) and

SKBR3 (right) cell lines. The graphs depict statistical significance (p value) vs. gene
expression fold change.
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Figure S3. Density plots from the 20 most significant MF GO terms identified in the
BT474 cell line. These plots illustrate how genes are distributed in terms of their p-
values. Part A of the analysis focused on GO terms that exhibit a distribution pattern
similar to random distribution.
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Figure S4. Density plots for the top 20 most statistically significant MF GO terms
identified in the BT474 cell line. These plots illustrate the distribution of genes, ranked
by their p-values. Part B of the analysis focuses on GO terms that exhibit an
asymmetric distribution, enriched with genes with lower p-values, indicating higher
statistical significance.
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Figure S5. Density plots from the 20 most significant MF GO terms identified in the
SKBR3 cell line. These plots illustrate how genes are distributed in terms of their p-
values. Part A of the analysis focused on GO terms that exhibit a distribution pattern
similar to random distribution.
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Figure S6. Density plots for the top 20 most statistically significant MF GO terms
identified in the SKBR3 cell line. These plots illustrate the distribution of genes, ranked
by their p-values. Part B of the analysis focuses on GO terms that exhibit an
asymmetric distribution, enriched with genes with lower p-values, indicating higher

statistical significance.

structural constituent of nbosome

complementary (16149)

NAD binding

M L L i L : " " "
GO:0003735 (156) GO:0051287 (57)
1 oo R + 000010
- koo E - 000008
R b oo E + 000006
R koo - - 000004
1 oo R + 000002
- LS o1 > 00C - LO0 O OEDO @ 2 & xx ¢ 000000
g complementary (16107) g 16206 ‘
000010 - 000010 4 5
0.00008 - 000008 4 -
000008 - 000006 -
0.00004 - 0.00004 4 g
000002 - 000002 4 -
L —————————— T e e——reeeseecece—me———ssy
0 5000 10000 15000 20000 5000 ° 000 10000 15000 20000
. - 's rank
electron transfer activity nucleosomal DNA binding
3 : L L L L X : L
GO.0009055 (110) GO.0031492 (43)
4 b 000010
R F 000008 - + 000010
R + 000008
R F 000004 -« - 0.00008
K b 000002
4 seosmeeseeome Gip 9008 090 - 000000 E oo CoRoTEe O o - 000000
complementary (16153) complementary (16220)
0.00010 t |
0.00008 - 000% +
0.00006 S
0.00004 - - 00005 -
000002 -
00000 L oE—— - S e —————————
5000 0 5000 10000 15000 20000 0 5000 10000 15000 20000
Gene's rank Gene's rank
protein transporter activity double stranded RNA binding
3 n i L " " A A n "
GO:0008565 (85) GO:0003725 (66)
4 koo 4 - o0
- - 00C J L
B > 00 Ge05
4 - 00c 1 I 405
4 L oo R - 2008
4 - 20800 Q0 © 200000 oo 4 O L0 IR R  OesCO
complementary (16178) | complementary (16197)
000010 F 8005 4
£.00008 - 008 4 [
0.00008 -
0.00004 L 4005 4 L
000002 b 2005 +
e e—————— w00 L EE—— -
5000 0 5000 10000 15000 20000 8000 ° 500 10000 15000 20000
Gene's rank Gene's rank
unfolded protein binding NADH dehydrogenase (ubiquinon)activity
r " n L " 1 i N 1 L
GO0051082 (114) GO 0008137 (44)
4 - te
- b e - 000010
< b 4 L
4 [ 2 000006
4 ORE_LU0 oMo - Oe ®. ) RL ) ¢ 000000

8e8 s
6005 L 000010 +
4005 -
pogedl [ 000008 b
L o —————————— T 000000 1 — GuN—— -

4000 ° 5000 10000 18000 20000 ° 8000 10000 18000 20000
Gene's rank Gene's rank
single-stranded DNA binding
GO.0003697 (98)
4 - 000012
] I 000010
R - 0.00008
] - 000008
B - 0.00004
R + 0.00002
- QEQRI0 PO O Jroce 9 000000
g complementary (16165)
000012 - t
000010 F
0.00008 + -
0.00008 r
0.00004 -
0.00002 -
CO000 4 ——————————————— -




Figure S7. Density plots for top 20 most significant BP GO terms found for BT474 cell
line. The plots present the distribution of genes ranked based on p-value. Part A - GO
terms presenting distribution similar to random distribution.
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Figure S8. Density plots for top 20 most significant BP GO terms found for BT474 cell
line. The plots present the distribution of genes ranked based on p-value. Part B - GO
terms presenting asymetric distribution, enriched in genes characterized by lower p-
value (statistically more significant)
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Figure S9. Density plots from the 20 most significant BP GO terms identified in the
SKBR3 cell line. These plots illustrate how genes are distributed in terms of their p-
values. Part A of the analysis focused on GO terms that exhibit a distribution pattern
similar to random distribution.
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Figure S10. Density plots for the top 20 most statistically significant BP GO terms
identified in the SKBR3 cell line. These plots illustrate the distribution of genes, ranked
by their p-values. Part B of the analysis focuses on GO terms that exhibit an
asymmetric distribution, enriched with genes with lower p-values, indicating higher
statistical significance.
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Figure S11. PPI sub-network focused on the E2F1 gene, incorporating the top 25
most significant genes in the BT474 cell line and genes associated with trastuzumab

resistance development.

TNFRSF11B
PLA
TNFSF11 J
SERPINE1
PLK1
PLA2G16 a4
PPP2R1A
NOTCH1
ERBB2 NCM7
PSEN1
GRB2
WBP11
RTN4IP1 8
2 E2F3  TFRC
CENPE BUB1B HDAC1 CHN2 UsP1
RAC1
KPNA1 BIRC5
MYC BACAL CDK1
SP1 CDK7
CHAF1B
HIST1H3A TFDP1 RYBp
PARP1 E2F1
Wemd CARM1
CEBPB
GSTM4 NPDCL  Nfke1
AURKA
GSTM3 CENDL ol

IGFBP3

NOS1AP

RASD1




Figure S12. PPI sub-network focused on the E2F1 gene, incorporating the top 25
most significant genes in the SKBR3 cell line and genes associated with trastuzumab
resistance development.
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Figure S13. PPI sub-network focused on the TFRC gene, incorporating the top 25
most significant genes in the BT474 cell line and genes associated with trastuzumab

resistance development.
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Figure S14. PPI sub-network focused on the TFRC gene, incorporating the top 25
most significant genes in the SKBR3 cell line and genes associated with trastuzumab
resistance development.
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Figure S15. PPI sub-network focused on the USP1 gene, incorporating the top 25
most significant genes in the BT474 cell line and genes associated with trastuzumab
resistance development.
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Figure S16. PPI sub-network focused on the USP1 gene, incorporating the top 25
most significant genes in the SKBR3 cell line and genes associated with trastuzumab

resistance development.
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Figure S17. Box plot and line plot of distribution of log2 fold change (log2FC)
values of miRNA-target-gene pair, at their average and respective time points
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