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Everolimus in C/NNEB7-and
PIKSCA-mt SPN
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SPN (Solid Pseudo papillary Neoplasm)
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CTNNB1

POTENTIAL TREATMENT STRATEGIES
Mutation or activation of CTNNB1 signaling has ppryd

ing the

peen shown to increase mTOR signaling, promote s

tumorigenesis, and respond to mTOR inhibition in
preclinical studies®3>. The mTOR inhibitors psean

y. Beta-

te cell-cell

everolimus and temsirolimus have shown clinical
activity in patients with endometrial carcinoma
and CTNNB1 mutations36-37. A patient with
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CTNNB1mt—mTOR&EM1E

Novel p-Catenin-mTORC1 axis in liver pathophysiology
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Adeola O. Adebayo Michael, Cell Metabolism 29, 1135-1150.
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Mammalian Target of Rapamycin Is a Therapeutic Target
for Murine Ovarian Endometrioid Adenocarcinomas with
Dysregulated Wnt/p-Catenin and PTEN

Pradeep S. Tanwar’, LiHua Zhang', Tomoko Kaneko-Tarui', Michael D. Curley’, Makoto M. Taketo?,
Poonam Rani', Drucilla J. Roberts?, Jose M. Teixeira'*
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SPN (Solid Pseudo papillary Neoplasm)
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Everolimus Is Effective Against Metastatic Sol

Pseudopapillary Neoplasm of the Pancreas: A
Case Report and Literature Review

Matthew S. Jorgensen!; Lisa M. Velez-Velez!; Horacio Asbun, MD!; and Gerardo Colon-Otero, MD?
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Case: 34F
Genomic findings: CTNNEB1I D32Y and PTEN G165fs*2,Y16fs*1

Long lasting PR ( over 9 month)
Jorgensen M et al, JCO Precision Oncol 2020



Everolimus in CTNNB1-mt

VOLUME 33 - NUMBER 8 - MARCH 10 2015

Phase IT Study of Everolimus and Letrozole in Patients With
Recurrent Endometrial Carcinoma

Tahle 4. Overall Survival and Progression-Free Survival
Overall Survival Progression-Free Survival
No. of No. of  Median No. of No. of  Median
Factor Patients Deaths (months) P Hazard Ratio 95% ClI Patients Events (months) P Hazard Ratio 95% Cl

Histology

Endometrioid 24 15 19.8 Reference 24 20 12.3 Reference

Serous 11 11 35 <.001 6.43 25110 16.45 11 11 1.6 .0028 3.27 1.50t07.11
KRAS mutation

No 22 15 15.7 Reference 22 19 8.2 Reference

Yes 3 3 11.3 4865 1.56 0.45t0 5.39 3 3 3.0 .2862 2.01 0.561t07.22
PI3KCA mutation

No 20 15 12.1 Reference 20 18 6.0 Reference

Yes b = 24.4 .3383 0.55 0.16t0 1.89 5 4 3.0 7406 0.83 0.2810 2.49
CTNNB1 C

mutation

No 20 17 121 Reference 20 18 2.0 Reference

Yes B 1 NR .0503 0.13 0.02t0 1.00 5 4 26.0 .0989 0.39 0.131t0 1.19
Metformin use (EEE(JD)

No 26 21 1.6 Reference 26 24 1.9 Reference

Yes 9 5 24.4 1202 0.46 0.17t0 1.23 2 7 145 .1093 0.50 0.21t0 1.17
Abbreviation: NR, not reached.

Slomovitz BM et al, J Clin Oncol 2015;33:930-936.



Table A4. Complete List of Mutations

Acc Mutation Response Histology

1 | CTNNB1 D32V CR Endometrioid |

6 ND CR Endometrioid

9 ND CR Endometrioid
18 |_CTNNB1 H36Y&S37C CR Endometrioid |
25 ND CR Endometrioid
27 [_cTNNB1 S37Y CR Endometrioid |
32 PIK3CA D1045N CR Endometrioid
34 KRAS G12D CR Endometrioid
43 ND PR Endometrioid
17 | PIK3CA E545D and CTNNB1 T75I* SD Endometrioid |
31 ND SD Endometrioid

2 ND PD Endometrioid

3 KRAS G12V PD Serous

4 ND PD Serous

7 ND PD Endometrioid
10 [ CTNNB1 A20V&\V22| PD Serous
14 ND PD Endometrioid
20 ND PD Serous
23 ND PD Endometrioid
28 ND PD Mixed
30 ND PD Serous/clear cell
36 KRAS P121S™ and PIK3CA H1047R PD Endometrioid
37 PIK3CA Eb42K PD Endometrioid
41 ND PD Serous/clear cell
42 PIK3CA E545K PD Serous
Abbreviations: Acc, accession number; CR, complete response; ND, not done; PD, progressive disease; PR, partial response; SD, stable disease.
*Novel mutations.

Slomovitz BM et al, J Clin Oncol 2015;33:930-936.
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