Why can’t we grade DCIS?
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Why do we grade?

* Prognosis:
— Natural history

— Invasive relapse

* Treatment:
— Whether to treat at all — The LORIS Trial
— Surgery +/- radiotherapy
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Grading DCIS
NHS BSP Guidelines

Feature Low Intermediate |High

Pleomorphism [Monotonous Intermediate |Marked

Size 1.0 - 2x size of RBC Intermediate [>3x size of RBC
Vesicular; Irregular

Chromatin Diffuse; finely dispersed |Intermediate |distribution
Prominent; Often

Nucleoli Only occasional Intermediate [multiple

Mitoses Only occasional Intermediate [Usually frequent

Polarised towards
Orientation luminal spaces Intermediate [Rarely polarised
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Causes of inconsistency in diagnosing and classifying

intraductal proliferations of the breast U E H AD H DC I S
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Even with digitised images of DCIS kappa of 0.47 for growth pattern & 0.49
for nuclear grade.

“Most of the differences due to morphological interpretation”
“Improvements ... only if diagnostic criteria or methods changed”

“More rigorous assessment of the proportions of the different nuclear grades
could lead to improvements”



Van Nuys Scoring of DCIS

YNPI scoring system 1 2 3
Tumor size {diamter in mm) less or equal to 15 16-40 greater or equal to 41
Margin width { in mm) less or equal to 10 1-9 < 1

Pathologic Classification

non-high grade,
{nuclear grades 1 and
2) no necrosis

non-high grade,
{nucelar grades 1 and
2)ywith necrosis

high grade(nuclear
grade 3) with or
without necrosis

Overall YNPI score 3or4 5= 8or9
8 year local recurrence-free survival

rate.(statistics from the original study, ||97% 77% 20%
not a prediction)

8 year breast-cancer specific survival

rate.(statistics from the original study, || 1009 97% 1009%

not a prediction)
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Histopathological grading of breast ductal

carcinoma In Situ: validation of a web-based
survey through intra-observer reproducibility

analysis

Table 3 Proportion of cases found in each histological grade in
the three classification systems studied

Systems Nuclear ~ Diagnostic scoring system  Subjective reading
grade (o) n (%)
Black Grade 1 12 (279) 11 (256)
Grade 2 10 (233) 13 (30.2)
Grade 3 21 (48.8) 19 (44.2)
Holland Grade 1 2(47) 8 (186)
Grade 2 19 (44.2) 15 (34.9)
Grade 3 22 (512) 20 (46.5)
Van Nuys Group 1 17 (39.5) 17 (39.5)
Group 2 5(11.6) 9 (209)
Group 3 21 (488) 17 (39.5)

Kappa statistics:

»0.81-1.00 = Excellent
»0.61 —0.80 = Good
»0.41 — 0.60 = Moderate
»0.21 -0.40 = Acceptable
» <0.21 = Poor

Table 5 Degree of disagreements between the web-based
survey and the subjective reading in the three classification
systems studied

1-step disagreement 2-step disagreement

Super- Sub- Total Super- Sub- Total
estimated® estimated® estimated® estimated®
n (%) n (96) n (%) n (%) n (96) n
(%)
Holland 8 (18.6) 2 (4.6) 10 1(23) 0 0.0 1
(232) (2.3)
Van 5(11.6) 3(7.0) 8 12.3) 000 1
Nuys (186) (23)
Black 5(11.6) 4(93) 9 0 {00 0 0.0 0
(209) (0.0)

“Superestimated and Subestimated by the web-based survey vs the
subjective reading
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Overdiagnosis/Overtreatment
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Kyoto Breast Cancer Consensus Conference 2

Treatment of low-risk ductal carcinoma in situ: is nothing
better than something?

John R Benson, Ismail Jatoi, Masakazu Toi

The heterogeneous nature of ductal carcinoma in situ has been emphasised by data for breast-cancer screening that
show substantial increases in the detection of early-stage non-invasive breast cancer but no noteworthy change in the
incidence of invasive and distant metastatic disease. Indolent non-progressive forms of ductal carcinoma in situ are
managed according to similar surgical strategies as high-risk disease, with extent of resection dictated by radiological
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Lancet Oncol 2016; 17: e442-51

This is the second in a Series of
two papers about the 2016
Kyoto Breast Cancer Consensus
Conference






Big Questions for the LORIS Trial

* |n the surgery arm what is the upgrade rate?

* In the no surgery arm:

— How many go on to surgery anyway

— Psychological issues



Can we refine the grading?

* Additional clinical/morphology?

e Biomarkers
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Single institution
272 pts CNB A DCIS

27% upstage rate on excision:
HER2P°S/ERPOS/PGRPs —OR 2.5
HER2pPos VHER2"®9  —OR 1.89
HERMY/ERP°S/PGRP?s —OR 0.5

1162 pts 1983 -1994 ~ 8yrs f/up
Histopathology and Biomarkers:

Subsequent invasive carcinoma:
P16PS/COX-2Pos/Ki67Pos

Subsequent DCIS:
ER"9/HER2P°S/Ki67P0s

Recurrent (%) [Non-Recurrent (%)
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A Multigene Expression Assay to Predict Local Recurrence Risk

for Ductal Carcinoma In Situ of the Breast
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DCIS Score and 10 year recurrence risk (%)
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Risk independent of:

Grade (Local or central review)
Adjustment for endocrine therapy
21 Gene assay (for invasive disease)

Significant associations:

Age
Tumour size
Premenopausal HR 0.49

Solin LJ et al INCI 2013; 105: 701-710
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571 DCIS patients — BCS alone

Median follow up 9.6 years

100 cases had local recurrence

DCIS Score gave independent prog

iInfo beyond traditional clin-path variables



Conclusions

DCIS is very difficult to grade consistently
Strong impetus to define low risk disease
Histopathology alone is probably not enough
Role of digital Pathology

Combination of biomarkers likely to be helpful
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