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Mitotic count agreement

TABLE 1. Patient Demographics

Patients (n = 85)

Age at diagnosis (years)

Mean (SD) 67.2(11.2)

Range (26.6-88.6)
Sex, N (%)

F 19 (22.4)

M 66 (77.6)
Total specimens per patient, N (%o)

1 74 (87.1)

2 11 (12.0)

TABLE 2. Interobserver Agreement Using WHO Grading

Guidelines (N =96 Specimens)

WHO Reviewer 1, Reviewer 2, Kappa
parameter N (%) N (%) (95% CI)*
Mitotic count
0-1 24 (25.0) 34 (35.4) 0.53 (0.39, 0.66)
24 26 (27.1) 18 (18.8)
5+ 46 (47.9) 44 (45.8)
0-4 50 (52.1) 52(54.2) 0.52 (0.38, 0.66)
59 15 (15.6) 21 (21.9)
10+ 31 (32.3) 23 (24.0)
Nuclear atypia score
1 5(5.2) 5(5.2) 0.37 (0.22, 0.52)
2 30 (31.3) 54 (56.3)
3 61 (63.5) 37 (38.5)
Nuclear grade
1 16 (16.7) 23 (24.0) 0.49 (0.35, 0.63)
2 44 (45.8) 53 (55.2)
3 36 (37.5) 20 (20.8)
Necrosis
No 73 (76.0) 71 (74.0) 0.56 (0.36, 0.75)
Yes 23 (24.0) 25 (26.0)
Tumor grade
Low 53 (55.2) 60 (62.5) 0.47 (0.29, 0.64)
High 43 (44.8) 36 (37.5)

*Weighted kappa presented for mitotic score, nuclear atypia score, and nuclear
grade. Kappa values assess the amount of agreement expected above and beyond

chance alone.
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FIGURE 1. Interobserver Agreement for Mitotic Counts. Scat-
ter plot demonstrating interobserver correlation (reviewer 2 x-
axis, reviewer 1 y-axis) based on mitotic counts for 96 speci-
mens. The red diagonal line (identity line) demonstrates per-
fect agreement between reviewers.



TABLE 3. Association Between Ki-67 Index and Tumor Grade
in 2 reviewers

Tumor grade
Low High P
Ki-67: reviewer 1
53 43 0.0001
Median 13.5 29.5
QL Q3 8.2,25.5 19.2, 42.1
Range (1.8-76.6) (1.1-70.5)
Ki-67: reviewer 2
N 60 36 <0.0001
Median 13.7 314
Q1. Q3 84,245 25.6, 44.3
Range (1.1-76.6) (6.0-70.5)
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FIGURE 2. A, Correlation between mitotic count (reviewer averaged) with Ki-67%. Scatter plot demonstrating moderate corre-
lation (0.645) between reviewer-averaged mitotic count (x-axis) and Ki-67% positivity (y-axis) for 96 specimens. B, ROC curves
predicting tumor grade based on mitotic count or Ki-67%. ROC curve for tumor grade versus mitotic count for each reviewer (lft).
ROC curve for tumor grade versus Ki-67% for each reviewer (right). AUC indicates area under the curve; ROC, reviewer operating
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TABLE 4. Overall Survival (OS) by Mitotic Count and Ki-67 Index

Variable Patients, N Deaths, N 1-y OS (95% CI) 3-y OS (95% CI) Hazard ratio (95% CI) P C
Mitotic count (reviewer averaged)
0-4 4 38 76.5 (63.8. 89.3) 26.3 (13.0. 39.6) Reference 0.001* 0.587
5-9 22 19 81.0 (64.2,97.7) 15.2 (0.0, 32.5) 1.31 (0.72, 2.30)
=10 20 16 43.8 (194, 68.1) 0.0 (non-Est. 3.55 (1.83, 6.66) -
<10 65 57 78.0 (67.8, 88.2) 23.2 (126, 33.8) Reference 0.0005 0.585
=10 20 16 43.8 (194, 68.1) 0.0 (non-Est.¥) 3.21(1.72, 5.72) -
Ki-67 Index
0-<10 18 15 77.4 (57.8, 96.9) 23.8 (3.5, 44.1) Reference 0.14 0.554
10-<20 25 21 74.1 (56.2, 91.9) 30.5(11.7, 49.3) 1.05 (0.54, 2.07) —
20-<30 15 13 78.6 (57.1, 100.0) 10.7 (0.0, 29.0) 1.37 (0.63, 2.97) — —
>30 27 24 60.0 (40.8, 79.2) 5.3(0.0, 15.1) 2.00 (1.03, 4.04)
<30 58 49 76.2 (64.9, 87.5) 23.9(124.354) Reference 0.03 0.556
>30 27 24 60.0 (40.8, 79.2) 5.3 (0.0, 15.1) 1.79 (1.06, 2.96)

*Pairwise P-values: 5 to 9 versus 0 to 4 (P=0.37), 210 versus 0 to 4 (P=0.0003), > 10 versus 5-9 (HR 2.72, 95% CI: 1.35-5.39. P=0.006).

significantly when comparing 2 to 4 versus 0 to | mitotic count (HR =0.83, 95% CI: 0.44-1.59).
+CI nonestimable due to low or no vanability.

Of note, OS did not differ
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FIGURE 3. Overall survival by WHO tumor grade, mitotic count, and Ki-67 proliferation index. Kaplan-Meier plots illustrating
overall survival for 85 patients with diffuse pleural epithelioid mesothelioma. Proposed mitotic count categorizations of 0 to 4, 5 to
9, and >10 mitoses show poorer survival probability with higher mitotic counts (lower left). Ki-67 proliferation index with a

delineation of 30% positivity (lower right), showing similar performance to the tumor grade by reviewer 2.

TABLE 5. Mitotic count, Ki-67 Index, and Overall Tumor Grade in the Cases With 2 Procedures

Patients with 2 Days after the Mitotic count (average  Ki-67 Overall tumor Overall tumor
biopsies (n=11) Speci first biopsy Procedure type by 2 reviewers) index (") grade (reviewer 1) grade (reviewer 2)
1 1 0 Biopsy 0.5 8.6 Low Low
2 118 Resection 0.0 1.8 Low Low
2 1 0 Biopsy 6.5 38.1 High High
2 145 Pneumonectomy 20 223 Low Low
3 1 0 Biopsy 6.5 364 Low High
2 157 Excision 17.5 76.6 Low Low
4 1 0 Biopsy 55 313 Low High
2 89 Excision Ls 7.0 Low Low
5 1 0 Excision 200 30.3 High High
2 212 Biopsy 0.5 8.7 Low Low
6 1 0 Biopsy L5 8.2 Low Low
2 100 Resection 0.5 256 Low Low
7 1 0 Biopsy 6.5 30.8 High High
2 329 Biopsy 33.0 211 High High
8 1 0 Biopsy 55 74 Low High
2 496 Resection 150 444 High High
9 1 0 Biopsy 125 47.7 High High
2 112 Pneumonectomy 0.5 221 High High
10 1 0 Resection 8.0 317 High Low
2 79 Resection 8.5 478 High High
11 1 0 Biopsy 4.0 13.2 High Low
2 155 Biopsy 5.5 154 Low Low




