Dual targeting of IGF-1R and ErbB3 as a potential therapeutic regimen for ovarian cancer
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Supplemental Figure Legends

Figure S1: IGF-1R expression correlated with reduced sensitivity to chemotherapy in ovarian
cancer cell lines. A, Cell surface expression of EGFR, HER2, and cMET were assessed via
quantitative flow cytometry across the fifteen ovarian cancer cell lines. B, Cell line responsiveness
to paclitaxel or cisplatin from Figure 1A correlated to cell surface receptor expression from Figure
S1A. C, Weighted results from PLSR analysis correlating receptor expression with chemotherapy

sensitivity.

Figure S2: Induction of AKT phosphorylation in response to growth factor stimulation across
ovarian cancer cell line panel. Cell lines were serum-starved for 24 hours and then treated for 15
minutes with 100 ng/mL of each growth factor. Cell lysates were collected, and pAKT S473 was
determined by ELISA. Levels for ng/mL pAKT were control-subtracted and maximum-

normalized within each cell line.

Figure S3: Basal expression of growth factor mMRNA across panel of ovarian cancer cell lines. Cell
lines were grown in compete media before being lysed for mRNA isolation using the RNeasy kit
from Qiagen. mMRNA expression levels for 8 different growth factors was assessed by RTRTPCR,
followed by normalization to housekeeping genes using the delta-deltaCt method. mMRNA

expression was maximum normalized within each growth factor.

Figure S4: Receptor expression levels do not correlate with sensitivity to istiratumab monotherapy.
gFACS cell surface receptor expression levels from figure 1 are plotted against istiratumab
sensitivity from figure 3. No statistically significant correlation is observed.

Figure S5: Effects of chemotherapy alone on AKT phosphorylation. OVCARS cells were treated
as described in figure 5. No statically significant changes were observed in AKT phosphorylation
following monotherapy chemotherapy treatment under these conditions.



Figure S1: cMET expression correlates with reduced sensitivity to chemotherapy in ovarian cancer cell
lines
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Figure S2: Induction of AKT phosphorylation in response to growth factor stimulation across ovarian
cancer cell line panel
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Figure S3: Basal expression of growth factor mRNA across panel of ovarian cancer cell lines.
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Figure S4: Receptor expression levels do not correlate with sensitivity to istiratumab monotherapy
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Figure S5: Chemotherapy alone does not increase pAKT with statistical signficicance
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Dunnett's multiple comparisons test| Mean Diff. 95.00% CI of diff. | Significant? Summary Adjusted P Value
Vehicle vs. Cisplatin -0.6333 -2.396 to 1.129 No ns 0.2942
Vehicle vs.Paclitaxel -0.7667 -1.648 10 0.1146 | No ns 0.0651
Vehicle vs.Doxorubicin -1.100 -2.95310 0.7530 | No ns 0.1306




Table S1: Patient expression of growth factor or mRNA expression levels presented in figure 2A as

percentages of total population.

1+ 2+ 3+ 4+
HRG 55 45
IGF-2 9| 18 0 18 55
IGF-1 0| 73 9 18
ErbB3 0| 8 58 34
IGF1R 0| 0 27 73




