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Standard Treatment in DCIS

- Mastectomy
+ Excision + RT ¢~ Tamoxiten
» EXcision

Which Rx for which patient?



Key Management Concepts in DCIS

* The presence of invasive cancer cannot
be reliably excluded without complete
excision of the lesion



DCIS Diagnosed by Core Biopsy:
How Common is Sampling Error?

Author # Patients % Invasive
Kestin 2000 130 7.7
Rosenfeld Darling 2000 289 14
Cox 2001 240 12.5
Cox 2003 499 94

Morrow 238 13.3
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Key Management Concepts in DCIS

* Prevention of local recurrence (invasive
and noninvasive) is a major goal of the
treatment of DCIS



Factors Influencing Patient Decisions

B greatly
B moderately
H not/slightly

100%-
- -
80%"
70%+

60%

50%

40%

30% -

20%-

10%-
0%-

recurrence radiation recovery body/sexuality
Katz, JCO 2005;23:5526 n=1079



Randomized Trials of RT in DCIS

Trial # Patients % Mammo Boost Tamoxifen
Detected

NSABP B17 813 80 \[o) No

EORTC 10853 1002 71 No \[o

UK Trial 1030 100 No Yes



NSABP B17

All IBT All Other Events

P<0.000005

Noninvasive IBT Invasive IBT

# Pts. #Ev #Ev.
oL 403 57 ® 66
OL+XRT 410 32 O 29

P=0.00001

0 2 4 6 8 1012 0 2 4 6 8 10 12
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Fisher et al, Sem in Onc 2001:;28:400-418



Local Recurrence in EORTC 10853
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Overall log-rank P < 0001

3 G
Years
i MNo. of patients at risk:
503 435 369 266 110
RO7 471 413 313 126

Bijker et al, J Clin Oncol, 2006; 24:3381-3387



UK DCIS Trial

recurrence

HR=0:38 (0-25-0-59) Control
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Radiotherapy

Control

Radiotherapy

Lancet 2003;362:95



Effect of RT in DCIS
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Key Management Concepts in DCIS

Prevention of local recurrence is a major
goal of the treatment of DCIS

* The use of RT reduces LR

Subsets of patients NOT benefiting from
RT have not been reproducibly identified.



Patient Population

No RT RT
# Patients 256 213
Mean F/U /2 Mo 92 mo
#LR 38 37
% Invasive LR 42 51

Silverstein M, NEJM 1999:340:1455



Local Recurrence: Margins > 10 mm




Wide Excision Alone for DCIS

Dana Farber Prospective Trial
11/94 — 7/02

Eligibility Criteria

DCIS < 2.5cm
Margin > 1cm
Predominant grade 1 or 2
No Tam

Wong J, JCO 2006;24:1031



Wide Excision Alone for DCIS

Recruitment goal: 200; Closed after 158 patients

Mean age 51 years Median follow up 40 months
LR as first failure 2.4%/yr (95%CI 1.3 — 4.1%)
5 year LR 12%

Wong J, JCO 2006;24:1031



Eligibility: E5194

DCIS, locally excised, 23mm in size
Low/intermediate grade <2.5 cm
High grade <1cm (NG 3 + necrosis)
Minimum margin width 23mm

Specimen sequentially sectioned and completely
embedded to determine grade, size, and margins

Post excision mag mammo negative for
microcalcifications



Stratification:

Low/Int. Grade DCIS
<2.5cm

VS.

High Grade DCIS
<1.0cm

Adj. TAM Planned
VS.
No Adjuvant TAM

SCHEMA: E5194
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Central Observation
Pathology
Review

Local recurrence/Disease
Progression Treated at
Investigator’s Discretion

Central Path Review of
Recurrence



Low/Intermediate
Grade Stratum

579 eligible patients

Median microscopic size 6 mm, with 82% less than
1cm In size

67% with margin width 25 mm

46% with margin width 210 mm or negative re-
excision

31% with TAM



Event rate
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High Grade Stratum

101 eligible patients
Median tumor size 7 mm
/5% with margin width 25 mm

48% with margin width 210 mm or
negative re-excision

31% with TAM



Event Rate
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Predictors of Recurrence in DCIS
After Excision + RT

Number at Risk
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Effect of RT by Subgroup
EORTC 10853

Events/patients Statistics HR & ClI
LE + RT LE (O-E) Variance LE + RT LE

Age

>40 62/377 94/357
=40 4,17 13/24

Method of detection
X-ray finding only 41/298 69/272
Clinical symptoms 25/96 38/104

Architecture
Clinging/micropapillary  6/99 14/105
Cribriform 27129 42/140
Solid/comedo 33/164 50/135

Margins
Free 44/298 66/280
Not free 20/81 35/82

Histologic type
Well 13137 26/147
Intermediate 23/99 34/100
Poor 30/158 47/134

0.25 050 1.00 2.00 4.00

LE + RT LE
Better Better

Bijker, N. JCO 2006;24:3381



When is Mastectomy Indicated in DCIS?

* Disease too extensive to resect with a
good cosmetic outcome

* Inablility to achieve negative margins
Micropapillary DCIS
DCIS with nipple discharge
 Contraindication to RT in high-risk patient

Premenopausal > 1cm in size
High grade ER negative



Key Management Concepts in DCIS

DCIS lacks the ability to metastasize

Axillary surgery is indicated because of the
risk of unsampled invasive carcinoma

= Mastectomy
= ? Microinvasion
= Gross DCIS



Risk of Axillary Recurrence in DCIS

Treatment Rate/1000 pt years
_umpectomy Only 0.76
L+XRT B17 0.86
_L+XRT B24 0.49
L+ XRT+TAM 0.46

Julian, Ann Surg Oncol 2006



Key Management Concepts in DCIS

DCIS is a marker for an increased risk of
invasive carcinoma in BOTH breasts



Long Term Outcomes of DCIS Treatment

<19
- 5yr /o
5%
-15 yr
4% 4%
13% 12%

Solin, Cancer 2005



Tamoxifen in DCIS

NSABP B24 UK/ANZ
n=1798 n=1576
med f/u 74 mo med f/u 52.6 mo

% Br Ca Events
No Tam Tam p value Hazard Ratio
B24 13.2 8.2 <.0009 0.63
UK/ANZ 14 18 A3 0.83




Proportion Disease-Free

NSABP B-24 Trial Based on ER
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Can Tamoxifen Substitute for RT?

UK Trial: Median follow up 53 months

Excision Excision+ Tam

Number /82 794

IBTR 14.6% 12.8%
Invasive 4.5% 5.7%
Contralateral 2.7% 1.4%

All events 17.5% 14.4%



Risk of Breast Cancer Events
After DCIS

— EXxcision only

pA) ®-Excision + RT
o -0~ Excision, RT, Tam
O X | , RT,
> = 20 = Mastectomy
= O
S o 15;
2 5
O 2 5.
)

Modified from Fisher, Lancet 1999



Treatment Trends in DCIS
SEER

0 CS akbne

A RT+CS

g Mastectary

Yoar

Smith GL, Int J Rad Oncol Biol 2006:65:397



Key Management Concepts in DCIS

Patients are confused about the
fundamental nature of DCIS



Risk Perception in Women with DCIS

n=228
Risk DCIS T1/T2, NO
_ocal Recurrence 53% 45%
Distant Recurrence 36% 39%
Death 27% 27%

Rakovitch E, Br Ca Res Treat 2003;77:285



Correlates of Local Therapy for Women
with DCIS

* Population based study from Detroit and LA SEER
registries

* Diagnosed with DCIS 2002
Age < 79 yrs

« Survey completed by 79.7% of eligible patients.
659 met entry criteria.

Katz SJ, JCO 2005;23:2001



Therapy Received

n=659

BCS: 69.5% Mastectomy: 30.5%
\
RT: 71%

Katz, JCO 2005



Receipt of Mastectomy By Risk of Recurrence
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Surgeon Recommendation By Risk of Recurrence
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Receipt of Mastectomy By Level of Patient Concern
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Conclusions

* There are no histologic or molecular features of
DCIS which identify a subgroup at high risk of
mortality after any form of local therapy.

* Risk of LR varies among treatments.

» Contralateral breast cancers are a significant risk.



What is Needed to Resolve the Dilemma
of DCIS?

* Predictors of biologic behavior
Progression to invasive cancer
Local recurrence

» Better ways to communicate risks and benefits of
treatment choices
Frame discussions in terms of complete diagnosis,
prevention of invasive cancer
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