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Correlation of Histologic Features with Gene Alterations in Pleural Mesothelioma.
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Table 1
Pleural mesothelioma patient demographics, histologic subtypes, and specimen

types

Variable N = 128
Age (y) 71 (65-75)* (range: 28-89)
Sex

Male 96 (75%)

Female 32 (25%)
No. of slides reviewed Mean 2.8 (range: 1-37)
Specimen type

Core biopsy 11 (8.6%)

Noncore biopsy 78 (61%)

EPD/EPP® 39 (30%)
Major histologic subtype

Epithelioid 90 (70%)

Biphasic 30 (23%)

Sarcomatoid 8 (6.3%)

4 Interquartile range: 65-75.
b Extended pleurectomy and decortication or extrapleural pneumonectomy.
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Table 2

Gene alterations detected in the major histologic subtypes of pleural mesothelioma in entire cohort
Alteration Entire cohort, N = 128 n (%) Epithelioid, N = 90 n (%) Biphasic, N = 30 n (%) Sarcomatoid, N = 8 n (%) P value®
BAP1 62 (48) 46 (51) 14 (47) 2(25) 4
CDKN2A 49 (38) 31(34) 14 (47) 4(50) 4
NF2 38 (30) 20 (22) 16 (53) 2(25) .005°
TP53 21(16) 13 (14) 6 (20) 2/(25) .6
SETD2 13(10) 10(11) 3(10) 0(0) >9
LATS2 10(8) 5(5.6) 3(10) 2(25) .082

2 Fisher exact test comparing frequency of gene alterations across the 3 major histologic subtypes.
b Significant P value.
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Figure 2.
(A) Biphasic mesothelioma with NF2, TP53, and CDKN2A alterations detected by next-generation sequencing (NGS) (hematoxylin and eosin [H&E] stain, x 100 magnification). (B)
Sarcomatoid mesothelioma with CDKN2A detected by NGS (H&E stain, x 100 magnification).
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Table 3

Prevalence of molecular alterations among predominant architectural patterns in epithelioid pleural mesothelioma
Alteration Favorable Unfavorable P value®

Tubulopapillary, N = 32 n (%) Trabecular, N = 17 n (%) Micropapillary, N = 5 n (%) Solid, N = 36 n (%)

BAP1 14 (44) 10 (59) 3 (60) 19(53) L4
CDKN2A 6(19) 6 (35) 1(20) 18 (50) .044°
NF2 5(16) 6 (35) 1(20) 8(22) 5
TP53 2(6.3) 2(12) 0(0) 9(25) 15
SETD2 5(16) 3(18) 0(0) 2(5.6) E
LATS2 0(0) 1(5.9) 0(0) 4(11) 2

¢ Fisher exact test comparing the frequency of gene alterations across 4 predominant architectural patterns.
b Significant P value.

Figure 3.

Histologic features with prognostic significance in epithelioid pleural mesothelioma. (A) Epithelioid mesothelioma with tubulopapillary architectural pattern (favorable) and
BAP1 alteration detected by next-generation sequencing (NGS) (hematoxylin and eosin [stain, x100 magnification). (B) Epithelioid mesothelioma with trabecular pattern
(favorable) and BAPI alteration detected by NGS. (H&E stain, x 100 magnification). (C) Epithelioid mesothelioma with micropapillary pattern (unfavorable) and TP53 alteration
detected by NGS. (H&E stain, x100 magnification). (D) Epithelioid mesothelioma with solid pattern (unfavorable) and BAP1 and LATS2 alterations detected by NGS (H&E
stain, x100 magnification). (E) Epithelioid mesothelioma with high nuclear grade (unfavorable) and TP53 alteration detected by NGS (H&E stain, x200 magnification). (F)
Epithelioid mesothelioma with pleomorphic cytologic features (unfavorable) and LATS2 alteration detected by NGS (H&E stain, x400 magnification).

Table 4
Genetic alterations in prognostically unfavorable histologic features of epithelioid pleural mesothelioma
Alteration  Favorable Unfavorable Pvalue®  Favorable Unfavorable Pvalue®  Favorable Unfavorable P value®
MP or S absent, MP or S present, Pleomorphic absent, Pleomorphic present, Low grade, High grade,
N =25n (%) N =65 n (%) N = 74 n (%) N =16 n (%) N=57n(¥) N=33n(%)
BAP1 13 (52) 33 (51) >9 37 (50) 9 (56) 7 32(56) 14 (42) 2
CDKN2A 5(20) 26 (40) 074 26 (35) 5(31) 8 16 (28) 15 (45) .094
NF2 4(16) 16 (25) 4 18 (24) 2 (13) 5 11(19) 9(27) 4
TP53 0(0) 13 (20) 016" 7(95) 6 (38) 01° 4(7.0) 9(27) 013"
SETD2 5(20) 5(7.7) 13 10 (14) 0(0) 2 9(16) 1(3.0) .086
LATS2 1(4.0) 4(6.2) >9 4(54) 1(6.3) >.9 2(3.5) 3(9.1) 4

MP, micropapillary; S, solid.
2 Pearson %2 test; Fisher exact test.
b Significant P values.



