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DCIS - Pretherapeutic Assessment

Oxford

in der DGGG e.V. LoE GR AGO
sowie
der DKG eV = Mammography 1b B ++
Guidelines Breast P . . R
Version2023HE Magnification view of microcalcifications 4 C ++
Increased detection rate of G1 / G2 DCIS by full-field digital 2b B +
mammography (versus screen-film)
= Ultrasound (to rule out an accompanying invasive component) 4 C ++
For tumors with a solid part 4 C ++
MRI to determine the extension and planning of surgery 1a B +/-
= Clinical examination 5 D ++
= Stereotactic core needle / vacuum biopsy (VAB) 2b B ++
Specimen radiography 2b B ++
www.ago-online.de . Marker (clip) left at biopsy site for localization if lesion is completely 5 D ++
removed
Interdisciplinary board presentation 5 D ++

Mammographie
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1. Vapiwala N, Hwang WT, Kushner CJ, et al. No impact of breast magnetic resonance imaging on 15-year outcomes in



patients with ductal carcinoma in situ or early-stage invasive breast cancer managed with breast conservation therapy.
Cancer. 2017;123(8):1324-1332.

. Ryan R, Tawfik O, Jensen RA et al. Current Approaches to Diagnosis and Treatment of Ductal Carcinoma In Situ and

Future Directions. Prog Mol Biol Transl| Sci. 2017;151:33-80.

. Preibsch H, Beckmann J, Pawlowski J et al. Accuracy of Breast Magnetic Resonance Imaging Compared to

Mammography in the Preoperative Detection and Measurement of Pure Ductal Carcinoma In Situ: A Retrospective
Radiol. 2018 Aug 24. pii: S1076-6332(18)30383-0.

. So A, De La Cruz LM, Williams AD et al. impact of preoperative magnetic resonance imaging and lumpectomy cavity

shavings on re-excision rate in pure ductal carcinoma in situ-A single institution's experience. J Surg Oncol. 2018
Mar;117(4):558-566.

. Lamb LR, Oseni TO, Lehman CD et al. Pre-operative MRl in patients with ductal carcinoma in situ: Is MRI useful for

identifying additional disease? Eur J Radiol. 2020 Aug;129:109130. doi: 10.1016/j.ejrad.2020.109130.

. Lam DL, Smith J, Partridge S et al. The Impact of Preoperative Breast MRI on Surgical Management of Women with

Newly Diagnosed Ductal Carcinoma In Situ. Acad Radiol. 2020 Apr;27(4):478-486. doi: 10.1016/j.acra.2019.05.013.

. Lee J, Jung JH, Kim WW et al. Efficacy of breast MRI for surgical decision in patients with breast cancer: ductal carcinoma

in situ versus invasive ductal carcinoma. BMC Cancer. 2020 Sep 29;20(1):934. doi: 10.1186/s12885-020-07443-7.

. Canelo-Aybar C, Taype-Rondan A, Zafra-Tanaka JH, et al: Preoperative breast magnetic resonance imaging in patients

with ductal carcinoma in situ: a systematic review for the European Commission Initiative on Breast Cancer (ECIBC). Eur
Radiol. 2021 Aug;31(8):5880-5893. doi: 10.1007/s00330-021-07873-2.

. Chou SHS, Romanoff J, Lehmann CD: Preoperative Breast MRI for Newly Diagnosed Ductal Carcinoma in Situ: Imaging

Features and Performance in a Multicenter Setting (ECOG-ACRIN E4112 Trial). Radiology, 2021 Oct;301(1):66-77. doi:
10.1148/radiol.2021204743. Epub 2021 Aug 3.

Sonographie
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~<=<| DCIS — Upstaging, ipsi- / Contralateral Events

MAMMA .
S und Mortality
©AGOe. V. Upstaging to |Ipsilateral events Contralateral events BC-specific mortality
in der DGGG e.V. BC (cum. incidence) (cum. incidence) %
in dor DKG 0.V % 9 9 (95% Cl)
Guidelines Breast
Version 2023.1E 5-25.9 10 years: 10 years: 10 years:

BCS: 24.6 4.8-6.4

BCS and radiotherapy: 9.6 0.9 ([7-1.1) (e,

0.8 (0.7-1.0) (BCS and radiotherapy)

20 years: 1.3 (1.1-1.5) (unilateral
BCS: 30.6 15 years: mastectomy)
BCS and 6.4-~11

radiotherapy: 18.2

~ 50% of all ipsilateral events are invasive.

Breast cancer specific mortality is 3,3%.

Women with DCIS have a 1.8-3-fold increased risk of death compared to normal
population/women without DCIS. Risk is greater for young and black women.
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3.  Miller ME, Muhsen, Zabor EC, et al: Risk of Contralateral Breast Cancer in Women with Ductal Carcinoma In Situ
Associated with Synchronous Ipsilateral Lobular Carcinoma In Situ. Ann Surg Oncol. 2019 Dec;26(13):4317-4325. doi:
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Uberleben

1. Narod SA, Igbal J, Giannakeas V, et al. Breast Cancer Mortality After a Diagnosis of Ductal Carcinoma In Situ. JAMA
Oncol. 2015 Oct;1(7):888-96



2.  Giannakeas V, Sopik V, Narod SA. et al. Association of a Diagnosis of Ductal Carcinoma In Situ With Death From Breast
Cancer. JAMA Netw Open. 2020 Sep 1;3(9):€2017124. doi: 10.1001/jamanetworkopen.2020.17124



=< Association of a Diagnosis of Ductal Carcinoma In Situ With
Death From Breast Cancer

MAMMA
> Giannakeas V, Sopik V, Narod SA. JAMA Netw Open. 2020 Sep 1;3(9):e2017124
©:iif':;366 v 144,524 women treated for DCIS, 1,540 women died of breast cancer,
e KG eV = cohort study included data for women who had first primary DCIS diagnosed
Guidalinos Broast between 1995 and 2014 from the SEER registries database (use of ET is not
Version 2023.1E reported),

retrospective analysis,
results:
standardized mortality ratio for death from breast cancer among women with
DCIS was 3.36 (95% Cl, 3.20-3.53),
risk is greater for young and black women,
4,502 (3.1%) ipsilateral invasive recurrences, resulting in a 20-year actuarial
risk of 13.9%,
5,527 (3.8%) contralateral invasive breast cancers, resulting in a 20-year
e e actuarial risk of 11.3%,
women with DCIS had a 3-fold increased risk of death from breast
cancer compared to women without DCIS.

1. Giannakeas V, Sopik V, Narod SA. et al. Association of a Diagnosis of Ductal Carcinoma In Situ With Death From Breast
Cancer. JAMA Netw Open. 2020 Sep 1;3(9):e2017124. doi: 10.1001/jamanetworkopen.2020.17124.



s Risk Factors for Upstaging from DCIS to
EZ Invasive Cancer in Final Surgical Specimen
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CeDRCEY Higher risk

3:::;':‘"282?_?? =  DCIS without microcalcification in core needle or vaccum biopsy 3b
=  Microcalcification 2 11,5 mm 3b

=  Presentation as tumor in MRI 3b

= Increased Ki-67 (2 20%) 3b

= PR negative 3b

= High peak contrast enhancement on MRI 3b

= Irregularly shaped, non-circumscribed, heter or margi hancing tumors with 3b

intratumoral high signal intensity or peritumoral edema on MRI
= Biopsy technique: diagnosis by core needle biopsy versus biopsy ( I i | ) 3b
www.ago-online.de = High platelet-lymphocyte ratio 3b

Lower risk

= Removal 2 90% of the microcalcifications by vacuum biopsy 3b

. Cheung YC, Chen SC, Ueng SH, et al. Ductal Carcinoma In Situ Underestimation of Microcalcifications Only by
Stereotactic Vacuum-Assisted Breast Biopsy: A New Predictor of Specimens without Microcalcifications. J Clin Med.
2020 Sep; 9(9): 2999. Published online 2020 Sep 17. doi: 10.3390/jcm9092999

. Visser LL, Elshof LE, Van de Vijver K, et al. Discordant Marker Expression Between Invasive Breast Carcinoma and
Corresponding Synchronous and Preceding DCIS. Am J Surg Pathol 2019;43(11):1574-1582.

. Yoon GY, Choi WJ, Cha JH, et al. The role of MRI and clinicopathologic features in predicting the invasive component of
biopsy-confirmed ductal carcinoma in situ. BMC Med Imaging. 2020; 20: 95. Published online 2020 Aug 12. doi:
10.1186/512880-020-00494-z

. Takada K, Kashiwagi S, Asano Y, et al. Factors predictive of invasive ductal carcinoma in cases preoperatively diagnosed
as ductal carcinoma in situ. BMC Cancer. 2020; 20: 513. Published online 2020 Jun 3. doi: 10.1186/s12885-020-07001-
1
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Surgical excision (BCS or mastectomy) is the standard
Ve treatment for DCIS.

Good Clinical Practice (GCP)

Adjuvant treatment (radiotherapy, endocrine treatment)
must be discussed with the patient individually. Adverse
effects should be weighted against risk reduction.

www.ago-online.de
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== Surgical Treatment for

MAMMA H H
S Histologically Proven DCIS |
©AGOe. V. Oxford
d. DGGG e.V.
in der DKG . Lo GR  AGO
Culdeleslh sact = Excisional biopsy (wire guided) 2b B ++
Localization with wire-free procedure 3b C +/-
Bracketing wire localization in large lesions 3a C +
= Specimen radiography 2b B ++
Intraoperative ultrasound (pre-op visible lesion) 3a C +/-
Immediate re-excision in case of incomplete resection 1c B ++
(specimen radiography)
Intraoperative frozen section (in individual cases for 3a D +/-
margin assessment)
R Interdisciplinary board presentation 2b C ++

Open biopsy in suspicious lesions (mammographic microcalcifications, suspicious US, MRI etc.)
without preoperative needle biopsy should be avoided

Exzision (drahtmarkiert)

1.

Houssami N, Ambrogetti D, Marinovich L et al. Accuracy of a preoperative model for predicting invasive breast cancer
in women with ductal carcinoma in situ on vacuum assisted core needle biopsy. Ann Surg Oncol 2011;18(5):1364-71
Ryan R, Tawfik O, Jensen RA, et al. Current Approaches to Diagnosis and Treatment of Ductal Carcinoma In Situ and
Future Directions. Prog Mol Biol Transl Sci. 2017;151:33-80.

Janssen NNY, van la Parra RFD, Loo CE et al. Breast conserving surgery for extensive DCIS using multiple radioactive
seeds. Eur J Surg Oncol. 2018 Jan;44(1):67-73.

Hong YK, McMasters KM, Egger ME, et al. Ductal carcinoma in situ current trends, controversies, and review of
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Kuerer HM, Smith BD, Chavez-MacGregor M, et al. DCIS Margins and Breast Conservation: MD Anderson Cancer
Center Multidisciplinary Practice Guidelines and Outcomes. J Cancer. 2017;8(14):2653-2662.
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2020; 24(1): 51-54. Published online 2020 Mar 13. doi: 10.5114/w0.2020.93677



8.

Colombe Agahozo M, Berghuis SAM, van den Broek E, et al. Radioactive Seed Versus Wire-Guided Localization for
Ductal Carcinoma in Situ of the Breast: Comparable Resection Margins. Ann Surg Oncol. 2020; 27(13): 5296-5302.
Published online 2020 Jun 23. doi: 10.1245/s10434-020-08744-8

Intraoperative Sonographie (darstellbarer Befund)
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Ahmed M, Douek M. Intra-operative ultrasound versus wire-guided localization in the surgical management of non-
palpable breast cancers: systematic review and meta-analysis. Breast Cancer Res Treat. 2013; 140(3): 435-446.

Sofortige Nachresektion bei knappen Resektionsrandern (Préparateradiographie)
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surgery of ductal carcinoma in situ. Breast. 2014 Feb;23(1):94-6. doi: 10.1016/j.breast.2013.11.002. Epub 2013 Dec 2.
Kuerer HM, Smith BD, Chavez-MacGregor M, et al. DCIS Margins and Breast Conservation: MD Anderson Cancer Center
Multidisciplinary Practice Guidelines and Outcomes. J Cancer. 2017;8(14):2653-2662.

Intraoperative Schnellschnittdiagnostik
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1.

Morrow M, Strom E, Bassett L et al. Standard for the management of ductal carcinoma in situ of the breast (DCIS). CA
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Tumorboard
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Histologically clear margins (Ris0) 1a A ++

Guidelines Breast ) ) )

Version 2023.1E = Multifocal DCIS: BCS if feasible 2b B +
Re-excision required for close margin in case of BCS and radiotherapy (€2 mm 2b C +
in paraffin section)*

Mastectomy**
Large lesions confirmed by multiple biopsies; no clear margins after re-excision 2a B ++
= SLNE
Mastectomy 3b B +
BCS 3b B -
In case of DCIS in the male breast 5 D +/-
www.ago-onlinede « ALND 2b B

* Individual approach taking into account age, tumor size, grading and impl ion of radiati i in case of no subsequent radiation
**  Ppatients who present with a mass have a signifi higher pi ial for occul It invasion (26%), multicentricity and local recurrence

Histologisch freie Resektionsrander (pR0O)

1.

Badruddoja M. Ductal carcinoma in situ of the breast: a surgical perspective. Int J Surg Oncol. 2012;2012:761364. doi:
10.1155/2012/761364. Epub 2012 Sep 4.

Hassani A, Griffith C, Harvey J. Size does matter: High volume breast surgeons accept smaller excision margins for wide
local excision--a national survey of the surgical management of wide local excision margins in UK breast cancer
patients. Breast. 2013 Oct;22(5):718-22.

Morrow M., et al: Society of Surgical Oncology —American Society for Radiation Oncology-American Society of Clinical
Oncology Consensus Guideline on Margins for Breast-Conserving Surgery with Whole-Breast Irradiation in Ducctal
Carcinoma in Situ J CO 2016 34,33 :4040-4046

Salvatorelli L, Puzzo L, Vecchio GM, et al. Ductal Carcinoma In Situ of the Breast: An Update with Emphasis on
Radiological and Morphological Features as Predictive Prognostic Factors. Cancers (Basel) 2020 Mar; 12(3): 609.
Published online 2020 Mar 6. doi: 10.3390/cancers12030609

Livingston-Rosanoff D, Trentham-Dietz A, Hampton JM, et al: Does margin width impact breast cancer recurrence rates
in women with breast conserving surgery for ductal carcinoma in situ? Breast Cancer Res Treat. 2021 Sep;189(2):463-
470. doi: 10.1007/s10549-021-06278-5.



Multifokalitat: BET falls mdglich (inkl. RT)

1. Meijnen P, Bartelink H. Multifocal ductal carcinoma in situ of the breast: A contraindication for breast-conserving
treatment? J Clin Oncol 2007;25:5548-5549

2. Rakovitch E, Pignol JP, Hanna W, et al. Significance of multifocality in ductal carcinoma in situ: outcomes of women
treated with breast-conserving therapy. J Clin Oncol 2007;25:5591-5596

Nachresektion bei knappem Resektionsrand (< 2 mm im Paraffinschnitt)

1. Dunne, C,, J. P. Burke, et al. (2009). "Effect of margin status on local recurrence after breast conservation and radiation
therapy for ductal carcinoma in situ." J Clin Oncol 27(10): 1615-1620.

2. Van Cleef A, Altintas S, Huizing M et al. Current view on ductal carcinoma in situ and importance of the margin
thresholds: A review. Facts Views Vis Obgyn. 2014;6(4):210-8.
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Mastektomie* (groRRe Lasionen; keine sicheren Rander im Nachresektat)

1. Carlson, G. W., A. Page, et al. (2007). "Local recurrence of ductal carcinoma in situ after skin-sparing mastectomy." J Am
Coll Surg 204(5): 1074-1078; discussion 1078-1080.

2. Rudloff U, E Brogi et al. (2010): “The Influence of Margin Width and Volume of Disease Near Margin on Benefit of
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3. Polyak K. Molecular markers for the diagnosis and management of ductal carcinoma in situ. J Natl Cancer Inst Monogr
2010; 41: 210-213
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1. Killelea BK, Long JB, Dang W, et al. Associations Between Sentinel Lymph Node Biopsy and Complications for Patients




with Ductal Carcinoma In Situ. Ann Surg Oncol. 2018 Jun;25(6):1521-1529.

Hong YK, McMasters KM, Egger ME, et al. Ductal carcinoma in situ current trends, controversies, and review of
literature. Am J Surg. 2018 Nov;216(5):998-1003
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2019 May;106(6):720-728. doi: 10.1002/bjs.11110. Epub 2019 Mar 6.

Price A, Schnabel F, Chun J et al. Sentinel lymph node positivity in patients undergoing mastectomies for ductal
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Pyfer BJ, Jonczyk M, Jean J et al. Analysis of Surgical Trends for Axillary Lymph Node Management in Patients with
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DCIS beim Mann

1.

Chern J, Liao L, Baraldi R, et al. Case report: ductal carcinoma in situ in the male breast. Case Rep Radiol.
2012;2012:532527. doi: 10.1155/2012/532527. Epub 2012 Sep 26.

BET

1.

2.

Meijnen P, Oldenburg HS, Loo CE, et al. Risk of invasion and axillary lymph node metastasis in ductal carcinoma in situ
diagnosed by core-needle biopsy. Br J Surg 2007;94:952-6

Miyake T, Shimazu K, Ohashi H, et al. Indication for sentinel lymph node biopsy for breast cancer when core biopsy
shows ductal carcinoma in situ. The American Journal of Surgery 2011; 202: 59-65 :394095. doi: 10.5402/2012/394095.
Epub 2012 May 14.

De Lorenzi F, Di Bella J, Maisonneuve P et al. Oncoplastic breast surgery for the management of ductal carcinoma in situ
(DCIS): is it oncologically safe? A retrospective cohort analysis. Eur J Surg Oncol. 2018 Jul;44(7):957-962
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GddIDKGBV ( = Resection margins 1a
Version 2023 1€ . Age 1a
= Size 1a
* Grade 1a
= Comedo necrosis 1a
= Method of diagnosis 1a
= Focality 1a
www.ago-online.de * HER2-overexpression 1a
= ER/ PR (positive vs. negative) 1a
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Ductal Carcinoma In Situ-A Nested Case-Control Study. Clin Cancer Res. 2018 Aug 1;24(15):3593-3601.
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I N = 1,920 anastrozole 1 mg, 5y ]
3864 postmenopausal
women
[ N = 1,944 placebo ]

N = 3,864 postmenopausal women at inceased risk for breast cancer,

median follow-up of 131 months,

results:
49% reduction of all breast cancers with anastrozole (HR 0.51, 95% Cl 0.39-0.66,
p < 0.0001),
significant reduction in incidence for anastrozole for ductal carcinoma in situ (HR 0.41,
0.22-0.79, p = 0.0081), especially for oestrogen-positive (HR 0.22, 0.07-0.65, p = 0.0062),
5-year adherence anastrozole 74.6% vs. 77.0% for placebo,
no difference in major side effects (fractures, mycardial infarctions, deep vein thrombosis,
pulmonary embolism),
NNT to prevent one breast cancer during 12 years: 29 (anastrozole) vs. 59 (tamoxifen).

Cuzick J, Sestak I, Forbes JF et al. Use of anastrozole for breast cancer prevention (IBIS-11): long-term results of a
randomised controlled trial. Lancet. 2020 Jan 11;395(10218):117-122. doi: 10.1016/50140-6736(19)32955-1.

Cuzick J, Sestak I, Cawthorn S, et al. Tamoxifen for prevention of breast cancer: extended long-term follow-up of the
IBIS-I breast cancer prevention trial. Lancet Oncol 2015; 16: 67-75.

16



VX<

MAMMA

sowie

www.ago-online.de

Low Dose Tamoxifen (5 mg) in Premalignant Lesions

Lazzeroni M et al: Breast 2019

Tamoxifen 5mg 3y
DCIS (69%), LCIS (11%),

ADH (20%) Placebo ]
« N=500,
- follow-up 5.69 years,
= results:

EFS: Tam 5.5% (14/253) vs. Pacebo 11.3% (28/247),

severe adverse event with same incidence (endometrial cancer
Tam 1 vs. PLAC 0, thrombo-embolic event Tam 1 vs. PLAC 1)
adherence Tam 65% vs. PLAC 61%.
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