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Molecular Profiles of Mixed
Endometrial Carcinoma
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TABLE 1. Clinicopathologic Characteristics

Case Age FIGO Clinical Follow-up,
No. (v) Diagnosis Yo Histologic Description Unexpected IHC  Stage Treatment Duration
1 (3%) 58 G2 EC/ 75% EC EC: glandular, 10% sohd; grade 1-2 pl6: diffusely IIC]T TAHBSO/LND 8 mo PFS followed
aC 25% SC nuclel, smooth lummmal borders positive 1 both Chemotherapy by recurrent
SC: papillary, detached cell clusters, ER/PR: strongly (6 cvycles) disease, then lost
shit-like spaces, grade 3 nucle: positive 1 SC to follow-up
Napsin A: weakly
positive 1n both
2(5%) 81 G2 EC/ 90% EC EC: glandular, 10%4%-2080 solid, grade 2 pl6: diffusely IC TAH/BSO/ NED from MEC
SC 10846 8C nuclei, intraglandular necrosis; focal positive 1n both LND at 4y
squamous differentiation: associated Chemotherapy  Subsequent stage IV
hyperplasia Pelvic radiation NSCLC, persistent
SC: colonizing hyperplasia adjacent to EC;
hyperchromatic nuclei, pleom-
orphism, budding, and micropapillae
70 G3 EC/ 200 EC EC: glandular, ~60% solid, grade 1-2 p53: null in both IIC2  TLHBSO/LND 11 mo PFS followed
SC 80% SC nuclel, low mitotic count; plé: diffusely Chemotherapy by recurrent
predommantly polypoid positive 1 both disease
SC: grade 3 nuclel, prominent nucleol,
increased mitoses, papillary and
rlandular architecture; nonpolyp and
deeply invasive
52 Gl EC/ 30% EC EC: glandular, focal MELF pattern, Expected pattern I1 TLHESO/LND NED (6v)
SC T0% SC lvmphocytic inflammation Chemotherapy  Subsequent breast
SC: ansing in LUS, papillary and sohd (6 cycles) cancer
growth; pleomorphic nuclel, prominent Pelvic radiation
nucleoli, high mitotic rate
5(11%) B3 SC/ICC 80% SC SC: glandular with micropapillag and p53: diffusely I[MI3C1T TAHBSO/LND NED (11v)
2006 CC  hobnailing, grade 3 nuclel, numerous positive 1 both Chemotherapy

mitoses, bizarre/pleomorphic cells

CC: papillary and sohid, clear cytoplasm,

defined cell borders: deenly invasive

pl6: negative in CC

(6 cycles)
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C6(8%° 52 GLEC/ 30%EC EC: glandular, 15%-20% sold, some Expected pattern  I1IC2  TLHBSO/LND/ Recurrence at 7mo
CC 70% 8C  villoglandular growth, grade 1-2 nucles, omentectomy  1n supraclavicular
smooth lummal borders Chemotherapy LN
CC: eosmophilic variant, associated (6 cycles) NED since (6)
psammomatous calcification, prominent Vaginal cuff
nucleol, abundant cytoplasm, extensive brachytherapy
LVI
T(14%) 71  G3IEC/ T70%EC EC: glandular, >50% sohd, grade -2 Napsin A: negative [I3CI TAHBSO/LND NED (8y)
CC 30% CC  nuclel, stratified, background m CC Chemotherapy
hyperplasia (6 cycles)
CC: solid, clear cytoplasm, defined cell Pelvic radiation
borders, no stratification
8(15%) 66 G2 EC/ 60% EC EC: glandular, ~13% solid, smooth ER/PR: positive  III3A  TAHBSO Follow-up at OSH
CC  40%CC  luminal borders, foci of squamous foct in CC Chemotherapy ~ NED at treatment
differentiation Pelvic radiation  end (9 mo)
CC: tubulocystic, defined cell borders,
clear cytoplasm

*Case number in previous publication for cross-referencing.’
Please note, case 6 (prior case 8) has been reclassified as a mixed EC/CC case in this study based on the previous and current results.

ER indicates estrogen receptor; G, grade; LND, lymph node dissection; LUS, lower uterine segment; LVI, lymphovascular invasion; MELF, microcystic, elongated, and
fragmented; NED, no evidence of disease; NSCLC, non-small cell lung cancer; OSH, outside hospital; PFS, progression-free survival; PR, progesterone receptor; TAHBSO,
total abdominal hysterectomy and bilateral salpingo-oophorectomy; TLHBSO, total laparoscopic hysterectomy with bilateral salpingo-oophorectomy.
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TABLE 2. Results of Targeted Sequencing in MECs

Case No. EC Only Shared Mutations SC Only

I No additional ARIDIA, NFE2L2, PIK3CA,, PIK3CA,, PTEN,, PTEN, POLE, PPP2RIA

2 No additional ARIDIA*, CTNNBI, PIK3CA, PTEN, TP53,, PPPIRIA TP33,

3 MYC amp TP53, ERBB2, PPP2RIA ARIDIA, POLE

1 PIK3CA,, FBXWT7, ARIDIA, MSH6*t, KIT*f PIK3CA;, DDR2, MAP2KI,

RADS0, NFI TPS53,, TP33,,
ERBB2, SMARCA4

CC Only Shared Mutations SC Only

5 No additional RAFI, FBXW7, MYC amp, TP53* PPP2RIA PIK3CA, PTEN, NFI, CCNEI
EC Only Shared Mutations CC Only

6 PIK3CA, PTEN, FGFR2 MET* No additional

] FGFR2, NF1, PIK3CA, NFE2L2, PIK3CA,, KIT, PTEN No additional

g FGFR2 ARIDIA, NFE2L2, PIK3CB, RADS0, PTEN,, No additional

PTEN}, ERBB3

The center column shows gene mutations that were shared between components of the MECs. The left and right columns show gene mutations limited to each
component, respectively.

*Potential germline mutation.

tLow coverage.
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FIGURE 1. Case #2, mixed EC/SC. Sequencing showed that the EC and 5C shared a TP53 mutation while the SC possessed an
additional TP53 mutation. A, Low-power magnification of EC (right) and SC (left) components. The EC component (B, high power)
displayed a wild-type immunostaining pattern for p53 (D, right; B inset) while the SC (E, high power) displayed a strong and
diffuse staining pattern for p53 (D, left; E, inset). Sanger sequencing confirmed shared PTEN (p.C124S) and PIK3CA (p.E726K)
mutations (C, F, respectively).

No additional ARIDIA*, CTNNBI, PIK3CA, PTEN, TP53,. PPP2RIA TP53,
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FIGURE 2. Case #3, mixed EC/SC. The EC component was predominantly polypoid, while the SC component was deeply invasive
(A—EC on left, SC on right; B, E—high power EC and SC, respectively). p16 was diffusely positive in both components (A, inset)
and both components showed a null p53 staining pattern (D—EC on left, SC on right). Immunostaining for ER showed diffusely
positive staining in the EC component (C) and negative staining in the SC (F).

3(6% 70 G3 EC/ 20% EC EC: glandular, ~60% solid, grade 1-2 p53: null in both IIIC2 TLHBSO/LND 11 mo PFS followed
SC 80% SC  nuclei, low mitotic count; plé: diffusely Chemotherapy by recurrent
predominantly polypoid positive in both disease
SC: grade 3 nuclei, prominent nucleoli,
mncreased mitoses, papillary and
glandular architecture; nonpolyp and

_ deeply invasive |
MYC amp TP53, ERBB2, PPP2RIA ARIDIA, POLE
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4(7%) 32 Gl EC/ 30% EC EC: g]ufndu]ur__ focal MELF pattern, Expected pattern I1 TLHBSO/LND NED (6vy)
SC T0% SC lymphocytic inflammation Chemotherapy  Subsequent breast
SC: ansing in LUS, papillary and sohd (6 cycles) cancer
erowth; pleomorphic nuclel, prominent Pelvic radiation

nucleoh, high mitotic rate

4 PIK3CA,, FBXWT, ARIDIA, MSHo*T, KIT*+ PIK3CA,, DDR2, MAP2ZK1,
RADS50, NFI TP33,, TP33,,

ERBB2, SMARCA4
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FIGURE 3. Case # 6, mixed EC/CC. The EC component (A) showed patchy/focal p16 (B) and negative Napsin A staining (C). In
addition to the shared MET (p.E168D) mutation, Sanger sequencing also confirmed a unique FGFR2 (p.5252W) mutation in the EC
(A, inset). The SC component (D) showed a diffusely positive p16 (E) as well as positive Napsin A staining (F).

3] PIK3CA, PTEN, FGFR2 MET# No additional
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