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Current guidelines on the diagnosis and management

of lobular carcinoma in situ

Aktualne zalecenia dotyczace diagnostyki i leczenia chorych z rozpoznaniem
raka zrazikowego piersi in situ
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AbSUa ct Lobular carcinoma in situ of the breast is classified as non-invasive malignant tumor of the breast. Its diagnosis is a marker for
an increased risk of developing other histological types of breast cancer. Lobular carcinoma in situ is usually asymptomatic,
with no characteristic radiological features. The diagnosis is often accidental while diagnosing lesions found on screening
mammography. The most important clinical issue associated with the diagnosis of lobular carcinoma in situ is the possible risk
of concurrent breast cancer of another histological type. According to the current standards of managing patients with lobular
carcinoma in situ of the breast, surgical biopsy of the mass is most commonly recommended. Specific principles of therapy
depend on the circumstances surrounding the diagnostic process. The complete diagnosis requires histopathological study of
tissue specimens from paraffin blocks. It is necessary to determine the histological subtype of the identified tumor as different
subtypes present significant differences as to the course of the disease (classic lobular carcinoma in situ, pleomorphic, florid
or comedo with necrosis ones). Contrary to the classic lobular carcinoma in situ, other subtypes are characterized by
significantly higher risk of coexisting infiltrating breast cancer. In such cases, it is necessary to perform surgical excision of the
tumor. Diagnosis of LCIS does not require surgical treatment (possible active surveillance of the patient).
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Streszczenie Rak zrazikowy gruczolu piersiowego in situ nalezy do postaci nieinwazyjnych nowotwordéw ztosliwych o tej lokalizacji
narzadowej. Jego zdiagnozowanie jest markerem zwigkszonego ryzyka rozwoju w przysztoéci innych typéw histologicznych
raka piersi. Zrazikowy rak piersi in situ to najczesciej guz bezobjawowy, nieposiadajacy charakterystycznych cech
radiologicznych. Do jego wykrycia dochodzi zwykle przypadkowo, w trakcie diagnostyki zmian uwidocznionych podczas
skriningu mammograficznego. Najbardziej istotnym problemem klinicznym zwigzanym ze zdiagnozowaniem tego
nowotworu jest ryzyko wspolistnienia zmiany z innym rodzajem histologicznym raka piersi. Zgodnie z aktualnymi
standardami leczenia chorych ze zrazikowym rakiem piersi in situ zalecana jest najczesciej biopsja chirurgiczna zmiany.
Szczegotowe zasady postepowania terapeutycznego zaleza od okoliczno$ci zdiagnozowania guza. Rozpoznanie choroby
wymaga oceny histopatologicznej preparatéw tkankowych, pochodzacych z blokéw parafinowych. Niezbedne jest okreslenie
podtypu histologicznego wykrytej zmiany, ktoére wykazuja znaczne réznice dotyczace przebiegu choroby (posta¢ klasyczna,
podtyp pleomorficzny, podtyp w stadium rozkwitu badz podtyp comedo z martwicg). W odrdznieniu do typu klasycznego
zrazikowego raka piersi in situ, pozostalte postaci cechuje istotnie wyzsze ryzyko wspdlistnienia form raka naciekajacego
piersi. W przypadku ich stwierdzenia konieczne jest operacyjne wycigcie zmiany. Wykrycie postaci klasycznej raka
zrazikowego gruczolu piersiowego in situ nie wiaze si¢ z taka koniecznoscig (mozliwos¢ aktywnego nadzoru chorych).

Stowa kluczowe: zrazikowy rak piersi in situ, diagnostyka i leczenie, leczenie operacyjne 87
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GENERAL CONSIDERATIONS

sified, along with ductal carcinoma in situ (DCIS),

as a non-invasive malignant tumor of the breast.
The first microscopic images of LCIS showing abnormal
proliferation in the distal parts of the ductal-lobular sys-
tem were first presented by Ewing in 1919, Later, in 1941,
it was possible to define LCIS neoplastic lesions and give
their detailed description®.
Diagnosis of LCIS is a marker for an increased risk of devel-
oping other histological types of breast cancer in the future.
However, it is not considered a precancerous condition®.
According to the observations by Li et al., the presence
of LCIS increases the risk of breast cancer 8 to 11 times
compared to general population®. Hence, 10-20% of the
patients will develop either an invasive breast cancer or
DCIS within 15-25 years. The estimated risk of developing
second cancer is three times greater in the breast in which
LCIS was found, compared to the other side®.
In contrary to ductal carcinoma, LCIS lesions are local-
ized within terminal ductal lobular units (TDLUs). Simi-
larly to DCIS tumor, LCIS neoplasms do not pass through
epithelial basement membrane. Thus, they do not invade
the surrounding stroma, excluding possible formation of
metastasis.
For the LCIS diagnosis, it is necessary to assess pathologi-
cally tissue specimens from paraffin blocks. It is also neces-
sary to expand the pathological assessment of the detected
lesion. The examination should include the subtypes of
LCIS. They are characterized by significant differences
regarding the natural course of the disease (distinct biolog-
ical features of the tumor). The classic type of LCIS should
be diagnosed, or one of the other possibilities (comedo type
with necrosis, florid or pleomorphic).
Contrary to classic LCIS, the other types are character-
ized by a significantly higher risk of comorbid infiltrating
breast cancer. For the classic type, the risk is estimated to
be ca. 1%©7.
The division of LCIS subtypes elaborated by Middleton
et al. compiles a number of terminal ductal lobular units
(TDLUs) involved by the cancer. Limited presence of abnor-
mal lesions (1-2 ductal lobular units) makes it possible
to diagnose “focal” LCIS. If greater number of TDLUs is
involved (=3), “extensive” LCIS is diagnosed®. However,
the classification described above is of limited clinical use
and does not influence the choice of therapeutic options
thus far.
LCIS is usually asymptomatic with no characteristic radio-
logical features. The diagnosis is often accidental while
diagnosing lesions found on screening mammography®.
Among lesions found in this way, the diagnosis of this
type of cancer is made in 1% cases of pathological verifica-
tion of tissue specimens obtained by core needle biopsy®.
In 78% of the LCIS cases, microcalcifications can be found
on mammography (similar to DCIS)®.

I obular carcinoma in situ (LCIS) of the breast is clas-

DOI: 10.15557/(60.2017.0008

Epidemiological studies show, similarly to more com-
mon types of breast cancer, a steady growth in LCIS inci-
dence (although less dynamic). Based on the SEER data
(Surveillance, Epidemiology, and End Results database) in
the period of 2000-2009, an increase in the incidence rate
from 2.0 to 2.75/100,000 was observed”.

The most important clinical issue associated with the diag-
nosis of LCIS is the possible risk of concurrent breast can-
cer of another histological type (the so-called upgrade
of diagnosis). According to the studies, such a problem
affects 2-40% of all the cases®"'*). Therefore, it requires
the adoption of uniform standards for diagnosis and man-
agement of patients with LCIS.

CURRENT GUIDELINES ON DIAGNOSIS
AND MANAGING PATIENTS WITH LCIS

Following the current standards for managing breast can-
cer patients with LCIS, therapeutic approach depends on
the histopathological subtype of LCIS, and the circum-
stances under which the tumor has been diagnosed.
Detailed recommendations are available in national (con-
sensus agreed on by the Polish Society of Surgical Oncol-
ogy, Recommendations of the Polish National Consul-
tant in Surgical Oncology, Recommendations of the
Polish Union of Oncology) and international (National
Comprehensive Cancer Network - NCCN, American
Society of Clinical Oncology - ASCO, Arbeitsgemein-
schaft Gynikologische Onkologie - AGO) expert guide-
lines16-22),

“Incidental” LCIS

In the case of diagnosis that is based on the assessment
of tissue specimens obtained after excision of the benign
mass from the breast, and associated with concurrent lack
of suspicious lesions in the radiological studies, we are fac-
ing the so-called “incidental” LCIS. When negative surgi-
cal margins following LCIS excision are achieved, active
observation of the patient is recommended. It includes
physical examination in 6- to 12-month intervals and
mammography (at least once a year). There is no obliga-
tion for further surgical treatment. If resection of LCIS
was not radical, further management depends on the his-
tological subtype of the neoplasm. Surgical biopsy (sur-
gical excision of the lesion) should always be performed,
when either pleomorphic, florid or comedo with necrosis
subtype has been identified on pathological assessment.
Diagnosis of classic LCIS does not cause such a necessity
(active surveillance of the patient is possible).

If the patient presents additional risk factors for breast
cancer (especially BRCA1/2 mutation, positive family his-
tory or diagnosis of LCIS at a young age), she can be qual-
ified for primary prevention (bilateral mastectomy with
simultaneous breast reconstruction). According to the
studies by Middleton et al., accidental diagnosis of LCIS
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is one of the most common diagnostic situations. The per-
centage of “incidental” LCIS may account for 66% of all
the cases®.

“Targeted” LCIS

Diagnosis of LCIS is based on pathological assessment of
specimens obtained by core needle biopsy (including vac-
uum-assisted breast biopsy) of suspicious masses (“tar-
geted” LCIS) and it requires the exclusion of coexistence
of invasive cancer or DCIS. During qualification for surgi-
cal intervention (surgical biopsy of LCIS) rules described
above for “incidental” LCIS do apply and should be fol-
lowed. The necessity for surgical treatment (surgical biopsy
of the lesion) is therefore dependent on the histological sub-
type. It is however not required after diagnosing the classic
subtype of LCIS by core needle biopsy. It must be conducted
whenever detecting any other subtype (pleomorphic, florid
or comedo with necrosis).

In the case when LCIS of a subtype that increases the risk
of coexisting other forms of breast cancer (pleomorphic,
florid or comedo with necrosis subtype) is found in the mar-
gins of the specimen, it is necessary to radicalize the proce-
dure (increase the excision margins). Identification of LCIS
in such a case does not make such an approach necessary.

Management of other clinical conditions -
after surgical excision of LCIS

Diagnosis of DCIS in a patient with LCIS (regardless of the
subtype) requires further treatment as in the cases of DCIS.
A similar approach holds for patients diagnosed with inva-
sive breast cancer associated with LCIS.

Diagnosis of isolated LCIS lesions does not require veri-
fication of regional lymph nodes. It makes this group of
patients distinct from other forms of breast cancer®.

HOW PATIENTS WITH LOBULAR BREAST
CARCINOMA IN SITU ARE MANAGED

Despite quite unambiguous and only slightly changing
therapeutic guidelines, studies that analyze therapeutic
approaches and outcomes in patients with LCIS prove that
different available therapeutic options are frequently imple-
mented. According to observations by Portschy et al., treat-
ment of LCIS of the breast can be based on completely dif-
ferent approaches!'?). In that study, data of 14,048 patients
diagnosed with LCIS (based on the core needle biopsy)
obtained from the SEER register between 2000 and 2009
were used. For the majority of patients (73%), surgical
biopsy of the lesion was performed. In every tenth patient,
conservative approach was chosen (active surveillance).
However, even 16% of the patients underwent simple mas-
tectomy (11% - one-sided, 5% - bilateral). For the rest
(1%), combined treatment was chosen (surgical excision of
the tumor with neoadjuvant radiotherapy). Despite the lack
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of objective clinical indications, surgical staging of the axilla
was performed in 8% of the patients. During the studied
period, an increase in the percentage of patients undergo-
ing mastectomy was noted (from 12% in 2000 to 18% in the
last year of observation).

OUTCOMES OF CONSERVATIVE TREATMENT
IN PATIENTS WITH LCIS

The choice of conservative treatment in patients diagnosed
with the classic subtype of LCIS by core needle biopsy
requires introduction of active observation. During mam-
mographic surveillance, a need for surgical excision of the
lesion may arise in some cases. According to studies, it con-
cerns 6-55% of confirmed LCIS cases!"**. However, stud-
ied groups are usually small (80-164 patients), which sig-
nificantly hampers the formulation of straightforward
conclusions.

Observations by Middleton et al. confirm the safety of pos-
sible conservative treatment of patients with LCIS. Among
104 patients undergoing mammographic observation,
an additional different type of breast cancer was found in
5 patients throughout a 17-66 month follow-up period.
However, in none of the patients did metastases or death
due to breast cancer occur®.

Similar results were obtained by Calhoun and Collins. In the
analyzed groups, supplementary surgical biopsy was per-
formed in some patients with LCIS confirmed by coarse nee-
dle biopsy of suspicious lesions. Out of 167 patients with this
approach, another type of cancer was found in 10%. At the
same time, poorer therapeutic outcomes were not observed
in the compared group despite choosing the conservative
approach (active surveillance after core needle biopsy).
During the clinical observation (the follow-up period being
6-212 months), other types of breast cancer were found only
in 2% of the patients after delayed surgical biopsy®*.

It has been proven in controlled randomized prospective
studies that the risk of developing invasive breast cancer can
be reduced in LCIS patients treated conservatively. Accord-
ing to the results of NSABP P-01 and Tamoxifen Prevention
Trial studies, it is possible to achieve with chemoprophy-
laxis (tamoxifen). Due to this treatment scheme, the per-
centage of invasive cancer was reduced by 56% compared
to patients receiving placebo®*27).

In this paper, current guidelines on the diagnosis and man-
agement of patients diagnosed with LCIS were presented
and systematized. Despite their worldwide availability, they
are not fully implemented in clinical practice for this group
of patients. It causes lack of complete consistence of ther-
apeutic approach, like in managing other types of breast
cancer®.
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