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MITO-16A/MANGO -OV2 clinical trial

398 patients enrolled in centers contributing to translational studies

! 13 patients with tumor samples not available j+———
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385 patients enrolled in centers with FFPE blocks

Excluded:

| 12 patients: samples collected NACT or unknown date
| 15 patients with inadequate tumar samples

| 42 patients with tumor samples inadequate for TMA
5 patients with exhausted tumor samples

¥

Excluded sample due to technical problems:
2 patients with biomarker ADAM17

¥

309 patients available for analysis

Figure S1. Schematic representation of the pathway leading to the selection of the 309 cases used
for analysis of ADAML7 protein expression.
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Figure S2. Overview of the seven TMA slides immunostained for ADAM17 expression. The
staining intensity for anti-ADAM17 antibody is variable across the MITO16A cohort. Three cores
from each MITO16A patient were enclosed in the TMAS, to overcome both tumor heterogeneity

and the risk of sample loss. Bar 4 mm.
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Figure S3. Evaluation of ADAML17 protein expression in three representative cores of normal
Fallopian tube samples enclosed in the MITO16A TMAs. The corresponding H score values for
ADAML17 expression are indicated. The highest value observed for ADAM17 in normal Fallopian
tube samples was H score = 100. Bar 60 micrometers.
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Figure S4. Representative examples of ADAM17 immunostaining expressed as H score values,
which combine staining intensity and percent of positive tumor cells. Bar 60 micrometers.



ADAM17
Median (IQR) 80.0 (33.3-126.7)
Mean (sd) 86.3 (66.8)
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Figure S5. Distribution of ADAM17 immunostaining in the MITO16A cohort (n. 309). X axis: H
score value; Y axis: number of cases.

Agreement between Primary and Metastasis

Mean difference -18.1
95% limits of agreement (-118.3,82.1)
Averages lie between 0.0 and 242.5
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Figure S6. Bland and Altman plot of ADAM17 H score values in paired samples from primary
tumor and synchronous peritoneal secondary localization. Number of pairs = 45.



Table S1. Univariate and multivariate analysis for ADAM17 (continuous variable) for PFS and OS

Progression Free Survival

Overall Survival

Univariate analysis

Multivariate analysis

Univariate analysis

Multivariate analysis

HR(95%CI) P

HR(95%CI) P

HR(95%CI) P

HR(95%CI) P

ADAM17
increment
of 10

1.01(0.99-1.03) 0.337

1.01(0.99-1.03) 0.522

1.01(0.98-1.04) 0.362

1.01(0.98-1.04) 0.708
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Figure S7. Best cut-off value of ADAM17 biomarker. (left) p value by different cut-off; (right) HR
by different cut-off.




