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Figure S1. Representative H&E, p53, and mismatch repair protein (MLH1, PMS2, MSH2, and MSHS6) staining of a case
with a POLE mutation (case 34), TP53 mutation (case 43), and mismatch repair deficiency (case 1). Case 34 demonstrates
an example of a case with wild-type staining for p53 and intact protein expression for the mismatch repair proteins. Case
43 represents a tumor with an underlying pathogenic p53 mutation, which had strong and diffuse p53 staining and intact
expression of mismatch repair proteins. Case 1 was consistent with a mismatch repair deficiency, showing loss of MLH1
and PMS2 expression but retained focal expression of MSH2 and MSH6. Photomicrographs (H&E and IHC) were obtained
at 20x magnification. Abbreviations: MMR-D, mismatch repair deficient.

Table S1. Clinical and pathologic follow-up of patients treated with LNG-IUS for endometrial cancer or endometrial in-
traepithelial neoplasia. Abbreviations: MMR, mismatch repair; PR, partial response; SD, stable disease.

Molecular Classification

MMR- POLE- p53- p53
deficient mutated abnormal wild type Total
(n=6) (n=4) n=4) (n=44) (n =58)
Number of biopsies per patient
Median (range) 2 (0-3) 1(1-3) 1(1-2) 1(0-4) 1(04)
Pathologic response from subsequent endometrial biopsies (n)
Benign complete response 3 5 2 33 43
Atypical (hormonal effect); PR 1 - - 17 18
Atypical (improved disease); PR 1 - 1 5 7
Atypical (no better/no worse); SD 3 - 1 11 15
Atypical progressive disease - 1 1 6 8
Insufficient tissue to evaluate 3 - - 3 6
Total number of biopsies 11 6 5 75 97
Time to first biopsy (months)
Median (range) 34(3.1-6.0) 141(34-737) 33(3.0-60) 46(22-250) 44(22-737)
Time to progression or definitive therapy (months)
Median (range) 209 (7.5-34.4)  21.4(214-214) 57 (4.6-6.8) 7.8 (2.5-40.0) 7.5 (2.5-40.0)
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Duration of follow-up (months)
Median (range) 18.0 (15.2-65.8) 389 (20.6-106.5) 9.2 (4.0-53.0)  34.3 (3.3-141.5)  28.8 (3.3-141.5)




