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Should Sentinel Lymph Node Biopsy be Performed in Ductal
Carcinoma in situ Diagnosed on Core Needle Biopsy?

Sa-nguanraksa D, MD, PhD?, Vongjirad A, MD*, Samarnthai N, MD? Warnnissorn M, MD?, Thumrongtaradol T, MSc?,
O-charoenrat P, MD, PhD*
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Background: The implementation of sentinel lymph node biopsy (SLNB) when ductal carcinoma in situ (DCIS) diagnosed from core
needle biopsy (CNBx) is controversial.

Objective: To investigate the value of SLNB in patients with a preoperative diagnosis of DCIS focusing on the requirement of re-
operation and determine the factors associated with upstaging to invasive carcinoma.

Materials and Methods: Data of all patients with a preoperative CNBx-diagnosed of DCIS who underwent SLNB at the time of
definitive surgery at the Division of Head-Neck and Breast Surgery, Department of Surgery, Siriraj Hospital, Mahidol University,
Thailand from January 2001 to December 2011 were collected. The outcomes were then analyzed regarding clinical, radiographic
and pathologic data in relation to histological upstaging and SLNB results.

Results: One hundred and seventy-five patients with a CNBx-diagnosed of DCIS underwent 178 SLNB at the time of definitive
surgery while one hundred and ten patients (61.8%) were detected by screening mammogram without abnormal clinical findings.
In addition, SLNB was successful in 168 patients (94.4%) and 10 patients (5.6%) had SLN metastases and sixty-eight patients
(38.2%) had histological upstaging based on an invasive component identified on the final specimen and SLN was positive in 9 cases
(13.2 %). Among 110 patients, there is 1 SLN metastasis (0.9%) found on a patient who had “pure DCIS” on final pathology. The
independent predictors for existence of invasive components were presence of a palpable tumor (OR 4.105, 95% CI 1.745 to 9.656,
p = 0.001), initial high nuclear grade DCIS (OR 2.370,95% CI 1.156 to 4.860, p = 0.019) and focal microinvasion (OR 2.370, 95% CI
1.163 to 12.620, p = 0.027).

Conclusion: More than one-third of patients with diagnosis of DCIS by CNBx had invasive components in final pathology. Hence,
SLNB should be performed during definitive surgery to avoid second operation especially in those who have high risk for harboring
invasive cancer.
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When ductal carcinoma in situ (DCIS) is found on
core needle biopsy (CNBx), histological underestimation is
possible as the consequence of sampling error. The progression
to invasive carcinoma can be occurred in 8.8% to 51.5% of
DCIS diagnosed by CNBx"-'". Axillary nodal staging is
required when an invasive cancer is subsequently found.
Moreover, sentinel lymph node biopsy (SLNB) enables nodal
staging in clinical node negative patients. Theoretically, DCIS
is confined in basement membrane that should not be
metastases to the lymph nodes, but previous studies reported
the rate of metastasis to the axillary lymph node up to 13%
in DCIS"2!13, For breast conserving surgery, retrospective
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studies from the NSABP B-17 and B-24 trials reported the
low yield and risk of ipsilateral nodal recurrence. Therefore,
the result does not support routine SLNB in conservative
treatment of localized DCIS!¥,

There was no consensus of predictive factor for
invasive carcinoma upstaged from DCIS that diagnosed by
CNBx*2D, We examined the value of SLNB in patients with
a preoperative diagnosis of DCIS and determine factors
correlated with upstaging to invasive carcinoma.

Materials and Methods

This is a retrospective study that included all 18
years or older patients with a preoperative CNBx of DCIS
who underwent SLNB at the time of definitive surgery at the
Division of Head Neck and Breast Surgery, Department of
surgery, Siriraj Hospital, Mahidol University, Thailand from
January 2001 to December 2011. The patients who received
primary chemotherapy before definite surgery were excluded.
The ipsilateral or metachronus lesion are also excluded.

Pathological records were retrieved using keywords
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of “Ductal carcinoma in situ” “DCIS” “Intraductal
carcinoma” and “Biopsy” from January 2007 to December
2011 then intersect the data with keywords of “sentinel
lymph node biopsy” that resulted in recruitment of 685
patients. The patients with invasive carcinoma or did not
underwent CNBx were excluded. Finally, 175 records had
initial diagnosis of pure DCIS or DCIS with microinvasion
(DCISm) with needle biopsy then proceed to sentinel lymph
node from 175 patients. 3 Patients have bilateral DCIS lesion.
One patient had bilateral lesion at the same time and other
two patients had metachronous contralateral lesion. The
present study was approved by the Siriraj Institutional
Review Board (761/2554(EC4)).

Results

One hundred and seventy-eight breast specimens
from 175 patients with CNBx diagnosis of DCIS underwent
simultaneous SLNB with definitive surgery. The median age
was 49 year. One hundred and ten cases (61.8%) were
analyzed by screening mammography while median palpable
tumor size was 23 millimeters. Additionally, five patients
had missing data for palpable size. The breast side is quite
equal and the mass can be found via mammography or
sonography in 90 patients. Furthermore, eighty-seven
(48.9%) cases underwent sonographic-guided needle biopsy
and other underwent stereotactic-guided CNBx. One hundred
and sixty cases were diagnosed pure DCIS. Fifty percent of
the patients had high nuclear grade whereas low nuclear
grade was detected in 11% of them. Breast conserving surgery
was performed in 41% of the patients and sixty-eight
cases were upstaged to invasive cancer. Median number of
sentinel lymph node was three nodes with overall metastasis
of 5.6%.

Predominantly, 178 DCIS cases were 160 pure
DCIS and 18 DCISm. Among DCIS by CNBx, 13 (8.1%)
patients had no residual tumor left while pure DCIS was
found in 92 (57.5%) patients. In addition, 9 (5.6%) patients
and 46 (28.7%) patients had the upgraded DCISm and
invasive ductal carcinoma respectively. Moreover, there are
5 (27.8%) patients with no residual invasive component left
and 5 (27.8%) patients with DCISm although 8 (44.4%)
patients had upstaging to invasive carcinoma among 18 DCISm
by CNBx. Thus, overall 178 DCIS patients had upstaging 68
(38.2%) patients (Figure 1).

SLNB was successful in 168 (94.4%) operations
and 10 (5.6 %) patients had SLN metastases. In DCISm,
SLN was positive in 9 (13.2 %) and one hundred and
ten pure DCIS with one (0.9 %) SLN metastases
(Table 1).

Univariate analysis revealed significant correlation
of the existence of invasive cancer in the tumor with 6 factors.
The history of palpable mass and palpable mass on physical
examination were related, so we selected only the presence
of palpable mass to be analyzed. Multivariate analysis
revealed that 3 factors shows independent predictive factors
of the tumor harboring invasive component that is palpable
mass, stromal invasion, nuclear grade. Palpable mass size
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and image size were significant in univariate analysis.
However, because the population is lower than the other, it

Siriraj Hospital, January 2001 — December 2011
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DCIS from CNBx
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110 (61.8) 68 (38.2)
Figure 1. Final result of DCIS from CNBx.

Table 1. Demographic data of clinicopathological
parameters of 178 patients diagnosed as DCIS
by means of needle biopsy

Parameters n (%)

Mean age, years (min-max)
Presenting symptom

49 (25 to 79)

Screening mammography 110 (61.8)

Palpable mass 57 (32.0)

Nipple discharge 8(4.5)

Palpable mass and nipple discharge 3(1.7)

Median palpable tumor size, mm (min-max) 23 (10 to 70)

Mass detected by mammography or 90 (50.6)

sonography

No mass detected 75 (42.1)

Unknown 13(7.3)
Abnormal microcalcification

Absence 31(17.4)

Presence 134 (75.3)

Unknown 13(7.3)
Needle biopsy procedure

Sonography-guided 87 (48.9)

Stereotactic-guided 81 (45.5)

Unknown 10 (5.6)
Diagnosis on needle biopsy procedure

Pure DCIS 160 (89.9)

DCISm 18 (10.1)
Nuclear grading

Low 19 (10.7)

Intermediate 70 (39.3)

High 89 (50.0)
Breast surgery

Breast conserving surgery 73 (41)

Total mastectomy 105 (59)
Final breast diagnosis

DCIS 110 (61.8)

Invasive carcinoma 68(38.2)
SLN status

Negative 168 (94.4)

Positive 10 (5.6)
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was probably not significant in multivariate analysis. Thus,
more cases of mass detected lesion were required for further
analysis (Table 2).

Discussion

Upstaging from DCIS on CNBx to invasive
carcinoma at the time of definitive surgery can be occurred
with vary frequency. In this study, we identified the factors
that associated with the upstaging and we then proposed the
decision tree for axillary management in the patients with
DCIS diagnosed by CNBx.

Occult invasive carcinoma can be missed diagnosed
by CNBx as a result of tissue sampling error®. One-fourth
of'the patients with DCIS had upstage to invasive carcinoma
at definitive surgery®?>. The current study reported that
the rate of upstaging can be around 40%, similar to the report
from Park et al®®.

DCIS is theoretically does not metastasize to lymph
node and positive SLN can be found 4% of the patients with
DCIS who underwent SLNBx??. CNBx or excisional biopsy
they could be the reason for iatrogenic tumor cell displacement
theory. The rate of positive SLN was 4-times higher in the
patients who underwent surgical excision before definitive
surgery©@?.

In the patients with DCIS diagnosed by CNBx,
the rate of positive SLN in the final diagnosis of pure DCIS
is very low. On the other hand, those patients with final
diagnosis of invasive carcinoma, the rate of positive SLN can
be up to 15%® whereas the percentage of positive SLN in
the upstaging to invasive carcinoma group is approximately
half of that in early breast cancer patients underwent
SLNBx@. Smaller in size of invasive portion of the tumor in
the patients with initial DCIS diagnosed by CNBx when
compare to that of the patients with initial diagnosis of invasive
carcinoma could be the leading factor. Based on the results of
the present study, we designed a decision tree for the
management of patients diagnosed with DCIS by core
needle biopsy preoperatively (Figure 2). SLNBx should
be performed in all DCIS patients with any high-risk
factor for upstaging to invasive carcinoma and all of the
patients who will be treated with total mastectomy from
subsequent SLNBx cannot be performed in post-mastectomy
patients. Patients without high-risk factor, SLNBx can be
omitted in the patients who will receive breast conserving
surgery as subsequent SLNBx can be performed in these
patients. In both circumstances, the intra-operative
assessment of SLN might not be necessary due to low rate of
positive SLN in this group of patients.

Pure DCIS theoretically does not metastasize to
lymph nodes. Sentinel lymph node metastases were found
up to 12%, but in the series of “pure DCIS” the metastases
were present up to 7%. Most study and our study indicate
the rare lymph node metastasis in pure DCIS. Some paper
has high (7%) node metastasis'?. Based on the results of the
present study, we designed a decision tree for the management
of patients diagnosed with DCIS by needle biopsy
preoperatively (Figure 2).
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Table 2. Assessment of factors predictive of invasive
cancer in tumors diagnosed as DCIS pre-
operatively by means of needle biopsy

Total  DCIS Invasive  p-value
carcinoma
(%)

Presenting
Screening 110 79(71.8) 31(282) <0.001
mammography
Any symptom 68 31(46.6) 37 (54.4)

Mass
No mass 118 84(71.2) 34(288) 0.001
Palpable mass 60 26 (43.3) 34 (56.7)

Size by physical

examination?®
<20 mm 16 11(68.8) 5(31.2) 0.038
>20 mm 39  14(359) 25(64.1)

Size by imaging ®
<15 mm 41 31(75.6) 10(24.4) 0.042
>15 mm 44 23(52.3) 21(47.7)

CNBx result
DCIS 160 105 (65.6) 55(34.4) 0.002
DCISm 18 5(27.8) 13(72.2)

Nuclear grade
High 89  48(539) 41(46.1) 0.045
Low/ 89  62(69.7) 27(30.3)

intermediate

2 = Included only the patients with palpable mass, * = Included
only the patients with visualized mass by ultrasound

DCIS D}I( on CNBx

No high risk factor

Breast Conserving
Therapy

Omitted SLNBx

- High nucle
- Microinvasion

Figure 2. Decision tree for the management of patients
diagnosed with DCIS by needle biopsy
preoperatively.

Conclusion

Performing a SLNB during the initial procedure
may circumvent a second operation in some DCIS patients
who are diagnosed with invasive disease at their definitive
operation. SLNB is recommended in the management of
selected high-risk DCIS patients such as palpable mass, high
nuclear grade and microinvasion.
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What is already known on this topic?

When ductal carcinoma in situ (DCIS) is found on
core needle biopsy (CNBx), histological underestimate can
occur due to sampling error. When an invasive cancer is
subsequently found, axillary nodal staging is required. Sentinel
lymph node biopsy (SLNB) enables nodal staging in clinical
node negative patients.

What this study adds?

More than one-third of patients with diagnosis of
DCIS by CNBx had invasive components in final pathology.
SLNB is recommended in the management of selected high-
risk DCIS patients, such as palpable mass, high nuclear grade
and microinvasion.

Acknowledgement

The authors would like to thank Miss Surat
Phumphuang and Miss Salida Ali (affiliation: Division of
Head Neck and Breast Surgery, Department of Surgery,
Faculty of Medicine, Siriraj Hospital, Mahidol University)
for coordination of the research work.

Potential conflicts of interest
The authors declare no conflict of interest.

References

1. Yen TW, Hunt KK, Ross MI, Mirza NQ, Babiera GV,
Meric-Bernstam F, et al. Predictors of invasive breast
cancer in patients with an initial diagnosis of ductal
carcinoma in situ: a guide to selective use of sentinel
lymph node biopsy in management of ductal carcinoma
in situ. J Am Coll Surg 2005;200:516-26.

2. Bruening W, Fontanarosa J, Tipton K, Treadwell JR,
Launders J, Schoelles K. Systematic review: compara-
tive effectiveness of core-needle and open surgical bi-
opsy to diagnose breast lesions. Ann Intern Med
2010;152:238-46.

3. Hung WK, Ying M, Chan M, Mak KL, Chan LK. The
impact of sentinel lymph node biopsy in patients with
a core biopsy diagnosis of ductal carcinoma in situ.
Breast Cancer 2010;17:276-80.

4. Jackman RJ, Nowels KW, Rodriguez-Soto J, Marzoni
FA Jr, Finkelstein SI, Shepard MJ. Stereotactic, auto-
mated, large-core needle biopsy of nonpalpable breast
lesions: false-negative and histologic underestimation
rates after long-term follow-up. Radiology 1999;210:
799-805.

5. Won B, Reynolds HE, Lazaridis CL, Jackson VP. Ster-
eotactic biopsy of ductal carcinoma in situ of the breast
using an 11-gauge vacuum-assisted device: persistent
underestimation of disease. AJR Am J Roentgenol
1999;173:227-9.

6. Lee CH, Carter D, Philpotts LE, Couce ME, Horvath
LJ, Lange RC, et al. Ductal carcinoma in situ diagnosed
with stereotactic core needle biopsy: can invasion be
predicted? Radiology 2000;217:466-70.

7. Brem RF, Schoonjans JM, Goodman SN, Nolten A,

] Med Assoc Thai|Vol.103|Suppl.5|May 2020

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Askin FB, Gatewood OM. Nonpalpable breast cancer:
percutaneous diagnosis with 11- and 8-gauge stereotac-
tic vacuum-assisted biopsy devices. Radiology
2001;219:793-6.

Pandelidis S, Heiland D, Jones D, Stough K, Trapeni J,
Suliman Y. Accuracy of 11-gauge vacuum-assisted core
biopsy of mammographic breast lesions. Ann Surg Oncol
2003;10:43-7.

Crowe JP Jr, Patrick RJ, Rybicki LA, Grundfest SF,
Kim JA, Lee KB, et al. Does ultrasound core breast
biopsy predict histologic finding on excisional biopsy?
Am J Surg 2003;186:397-9.

Dillon MF, McDermott EW, Quinn CM, O’Doherty
A, O’Higgins N, Hill AD. Predictors of invasive disease
in breast cancer when core biopsy demonstrates DCIS
only. J Surg Oncol 2006;93:559-63.

Miyake T, Shimazu K, Ohashi H, Taguchi T, Ueda S,
Nakayama T, et al. Indication for sentinel lymph node
biopsy for breast cancer when core biopsy shows duc-
tal carcinoma in situ. Am J Surg 2011;202:59-65.

Cox CE, Nguyen K, Gray RJ, Salud C, Ku NN, Dupont
E, et al. Importance of lymphatic mapping in ductal
carcinoma in situ (DCIS): why map DCIS? Am Surg
2001;67:513-9.

Sakr R, Barranger E, Antoine M, Prugnolle H, Darai E,
Uzan S. Ductal carcinoma in situ: value of sentinel lymph
node biopsy. J Surg Oncol 2006;94:426-30.

Julian TB, Land SR, Fourchotte V, Haile SR, Fisher ER,
Mamounas EP, et al. Is sentinel node biopsy necessary
in conservatively treated DCIS? Ann Surg Oncol
2007;14:2202-8.

Meijnen P, Oldenburg HS, Loo CE, Nieweg OE, Peterse
JL, Rutgers EJ. 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.

King TA, Farr GH Jr, Cederbom GJ, Smetherman DH,
Bolton JS, Stolier AJ, et al. A mass on breast imaging
predicts coexisting invasive carcinoma in patients with
a core biopsy diagnosis of ductal carcinoma in situ. Am
Surg 2001;67:907-12.

Renshaw AA. Predicting invasion in the excision speci-
men from breast core needle biopsy specimens with
only ductal carcinoma in situ. Arch Pathol Lab Med
2002;126:39-41.

Hoormntje LE, Schipper ME, Peeters PH, Bellot F, Storm
RK, Borel R, I. The finding of invasive cancer after a
preoperative diagnosis of ductal carcinoma-in-situ:
causes of ductal carcinoma-in-situ underestimates with
stereotactic 14-gauge needle biopsy. Ann Surg Oncol
2003;10:748-53.

Wilkie C, White L, Dupont E, Cantor A, Cox CE. An
update of sentinel lymph node mapping in patients
with ductal carcinoma in situ. Am J Surg 2005;190:563-
6.

Goyal A, Douglas-Jones A, Monypenny I, Sweetland
H, Stevens G, Mansel RE. Is there a role of sentinel
lymph node biopsy in ductal carcinoma in situ?: analy-

89



21.

22.

23.

24.

25.

920

sis 0of 587 cases. Breast Cancer Res Treat 2006;98:311-
4.

Huo L, Sneige N, Hunt KK, Albarracin CT, Lopez A,
Resetkova E. Predictors of invasion in patients with
core-needle biopsy-diagnosed ductal carcinoma in situ
and recommendations for a selective approach to senti-
nel lymph node biopsy in ductal carcinoma in situ. Can-
cer 2006;107:1760-8.

van Deurzen CH, Hobbelink MG, van Hillegersberg R,
van Diest PJ. Is there an indication for sentinel node
biopsy in patients with ductal carcinoma in situ of the
breast? A review. Eur J Cancer 2007;43:993-1001.
Kondo T, Hayashi N, Ohde S, Suzuki K, Yoshida A,
Yagata H, et al. A model to predict upstaging to invasive
carcinoma in patients preoperatively diagnosed with
ductal carcinoma in situ of the breast. J Surg Oncol
2015;112:476-80.

Han JS, Molberg KH, Sarode V. Predictors of invasion
and axillary lymph node metastasis in patients with a
core biopsy diagnosis of ductal carcinoma in situ: an
analysis of 255 cases. Breast J 2011;17:223-9.
Diepstraten SC, van de Ven SM, Pijnappel RM, Peeters

26.

27.

28.

PH, van den Bosch MA, Verkooijen HM, et al. Devel-
opment and evaluation of a prediction model for under-
estimated invasive breast cancer in women with ductal
carcinoma in situ at stereotactic large core needle bi-
opsy. PLoS One 2013;8:77826.

Park HS, Park S, Cho J, Park JM, Kim SI, Park BW.
Risk predictors of underestimation and the need for
sentinel node biopsy in patients diagnosed with ductal
carcinoma in situ by preoperative needle biopsy. J Surg
Oncol 2013;107:388-92.

Holm-Rasmussen EV, Jensen MB, Balslev E, Kroman
N, Tvedskov TF. Risk factors of sentinel and non-sen-
tinel lymph node metastases in patients with ductal
carcinoma in situ of the breast: A nationwide study.
Breast 2018;42:128-32.

Krag DN, Anderson SJ, Julian TB, Brown AM, Harlow
SP, Costantino JP, et al. Sentinel-lymph-node resection
compared with conventional axillary-lymph-node dis-
section in clinically node-negative patients with breast
cancer: overall survival findings from the NSABP B-32
randomised phase 3 trial. Lancet Oncol 2010;11:927-
33.

] Med Assoc Thai|Vol.103|Suppl.5|May 2020



! (Y ! ?,’ A a a o Y | Y a ! d' yu aa v nw A’ A !
mmmﬂﬂaummnmmmﬂLuaummmLﬂu“lugﬂwml,ﬂLmumsuﬂ"luaqnmw"lmnnmumsﬂﬂtlmil,inzmnmul,uama"lu

Aaoviay dnuinm, 9A35Y 2pAnHgs, usiasyg dinulng, 0a 1ssdiaes, gordan 1senaa, Wity Teweseyau

'
a v

" a . g 7 ' % aa X ogy'a? ;
ANHaN: miﬂmﬂaummaamumua"luvﬁﬂm:l,ﬂLmumuﬂ"luqnamw"lﬂﬁmmmafﬂﬂamimzwmam"lumaﬁgﬂmmmuﬂu

<

%

v - N . A A a o dy o Ty g _a Yiod ¢ ay'
:qu/:mm: Lwaﬂi:mummmLﬂu”l.umﬁwmﬂﬂaummaemumuaLm:ﬂ%wau uﬁnunmﬂuufzmﬁnuﬂqﬂmﬁluqﬂmLﬂummuﬂ"luqﬂam

Fiadelngmanziuile

v ad g T T RPN g ay' AN SN [ I v da g v ‘o
aniazIsnig: ‘llﬂ%ﬂﬂ‘llEND‘!ﬂ]ﬂqﬂ]ﬂﬂﬂiﬂmﬂuﬁ]ﬂﬂlﬂuﬂSliwuﬂ'hlﬁqﬂﬂmiﬂfJﬂ'Iil,ﬁﬂwuLuﬂﬂuﬂumnLﬂi'l:ﬂLWﬂﬂ'If]ﬂﬂLLﬂiﬂﬂﬂﬁﬂNﬂJWNﬂNWHﬁﬂU

madunzSaingnan

HaMIANYI: atheniun 178 119 wihe 168 N Insunsmdnneathimdeaudiuadise Tnerthe 10 116 (5.6%) Tz Ganssnglufsnemhivdoasudiua
nthe 68 19 (38.2%) imsananunzSaiingnaluduienlannmsmdnalugthenauil 9 e (13.2%) fzdansznglldmemimdeasuinialunhe
110 910 MidumeSeiabgnaminssnsneldmenhmteasuiuanios 1 no fdendmiusiumsduncaiiagnamdsznevme maadilaneu

Lﬂumﬁuﬂmga Lm:ﬁu:GmuﬁqnmmmﬂLﬁnﬂmwmmmimﬁmﬁa

a3t anmilduanseanihei lasumsdiedodunsiadalugnamlaemanziuiednziwiagnamanimuluguiei lannmsmda

‘-v‘ gu’# a < o v ‘dvdlddl 'vd o vd’d vdlwvru a | a
miwmwmummnamuﬂLummﬁﬂﬂuz«‘ﬂmnqumwamﬂmmmammaniumwm IﬂtlLQW'IZPSV]N‘JI‘M]EWIﬁNWNﬁﬂ‘Uﬂ]iNN:LiJ%uﬁQﬂﬁWN

] Med Assoc Thai|Vol103|Suppl5|May 2020



