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Treatment With the Levonorgestrel Intrauterine Device—Results From the feMMe Phase 2
Randomized Clinical Trial.
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TABLE 1. Diagnostic Agreement Between Trial Site
Pathologists and Central Review of feMMe Trial Tissue

Specimens
Central review diagnosis
Site
diagnosis NED EH EHA G1 EAC G2 EAC Other Total
Bascline
NED 0 0 0 0 0 0 0
EH 0 0 0 0 0 0 0
EHA 2 1 37 [20 2 | 0 62
GIEAC 0 1 4 68 8 0 81
G2EAC 0 0 0 0 0 0 0
Other 0 0 0 0 0 0 0
Total 2 2 41 88 0 0 143
Three months post-LNG-IUD
NED 48 |9 3 1] 0 0 61
EH 1 5 2 0 0 0 8
EHA 2 3 9 2 0 0 16
GIEAC 0 . 0 43 0 1" 46
G2EAC 0 0 0 1 2 0 3
Other 0 0 0 0 0 0 0
Total 51 19 14 47 2 1 134
Six months post-LNG-IUD
NED 60 [9 2 4] 0 0 75
EH 1 8 3 1 0 0 13
EHA 1 3 3 1 0 0 8
GIEAC 0 0 0 24 4 0 28
G2EAC 0 0 0 0 3 0 3
Other 0 0 0 0 0 0 0
Total 62 20 8 30 7 0 127

“Case diagnosed as serous or clear cell endometrial cancer on central review.

EH indicates endometrial hyperplasia without atypia; EHA, endometrial hy-
perplasia with atypia; G1 EAC, grade 1 endometrioid adenocarcinoma; G2 EAC,
grade 2 endometrioid adenocarcinoma; NED, no evidence of disease.
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TABLE 2. Characteristics of Concordant and Discordant Cases

Three months post

Six months post

Baseline LNG-IUD LNG-IUD
Concordant Discordant Concordant Discordant Concordant Discordant
(n=105) (%) (n=38) (%) P (m=107) (%) m=27) (%) P (n=98) (%) n=29) (%) P
Sampling method
Pipelle 11 (10) 6 (16) 0.60 55 (51) 3 (48) 0.50 28 (29) 5(17) 0.42
Curette 89 (85) 31 (82) 47 (44) 11 (41) 65 (66) 22 (76)
Unknown 5(5) 12 5(5) 3(11) 3(3) 2(7
Other 0 (0) 0(0) 0 (0) 0 (0) 2(2) 0 (0)
Age (y)
Mean = SD 54.1£13.8 52.3+£132 0.47 54.1£13.7 54.7+£12.6 0.86 51+130 544+133 0.79
Menopausal status
Pre 42 (40 17 (45) 0.70 45 (42 10 (37) 0.67 39 (40 11 (38) 1.00
Post 63 (60 21 (55) 62 (58 17 (63) 59 (60 18 (62)
BMI (kg/m?)
Mean = SD 474192 49.7+9.3 0.20 464192 47.1+6.8 0.66 46.219.0 452168 0.52
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Fig. 1. Hematoxylin and eosin staining of cases that were discordant between trial site pathologists and central
review regarding baseline diagnosis. (A, B) Case 73 was diagnosed as grade 1 endometrioid adenocarcinoma by the
site pathologist and was downgraded to endometrial hyperplasia on central review. (C, D) Case 61 was diagnosed
as grade 1 endometrioid adenocarcinoma by the site pathologist and was upgraded to grade 2 endometrioid
adenocarcinoma on central review. Slides are shown at (A, C) low power and (B, D) high power.

Fig.2. Hematoxylin and eosin staining of a case that was discordant between trial site pathologists and central review
post-treatment. Case 75 was diagnosed at (A, B) baseline as endometrial hyperplasia with atypia by both the site
pathologist and central review. (C, D) At 3 months and (E, F) 6 months post-treatment, site-reported diagnosis was
persistent endometrial hyperplasia with atypia, which was downgraded to no evidence of disease on central review
at both time points. Slides are shown at (A, C, E) low power and (B, D, F) high power.
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Fig.3. Hematoxylin and eosin staining of a case that was discordant between trial site pathologists and central review
post-treatment. Case 46 was diagnosed at (A, B) baseline and (C, D) 3 months post-treatment as grade 1 endometrioid
adenocarcinoma by both the site pathologist and central review. (E, F) At 6 months post-treatment, site-reported
diagnosis was no evidence of disease, which was upgraded to grade 1 endometrioid adenocarcinoma on central review.
Slides are shown at (A, C, E) low power and (B, D, F) high power.
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