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CYTOLOGICAL RESEARCH OF EXOPHYTIC TUMORS OF
THE BRONCHI AND THE GROWTH PATTERN OF
LUNG CANCER

Background. The study of the growth of lung cancer (LC) has an important clinical significance for
morphological verification, the choice of the treatment method, and the determining of prognosis.
Investigation of this question allows to clarify the histogenesis of LC. The aim of our study was to compare
the results of cytological studies of the material obtained during flexible bronchoscopy (FBS) and scrapings
from the operated tumors of the bronchi to clarify the nature of LC growth. Design. 1o study the growth of
tumors in the bronchi in relation to the bronchial mucosa, the cytological examination of the material
obtained by FBS and scrapings from the surface of the operated bronchial tumors of 31 patients has been
performed. Results. In the preoperative period, in the material of FBS, tumor cells were found only in
1/3 of patients. To obtain the optimal material from exophytic tumors of the bronchus, scrapings were carried
out from the entire surface surgical material of the same patients. Cytological preparations of the obtained
scrapings confirmed the presence of cancer cells in more than 1/3 of patients. In the rest of the observations,
scrapings from the tumor surface contained only cells of the cylindrical epithelium. Conclusions. The
cytological investigations made it possible to state that in 2/3 scrapings from surfaces of exophytic tumors

of the bronchus contained only cells of the cylindrical epithelium, therefore, the tumors grow under it.
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pattern of lung cancer.

Introduction

The morphological diagnosis of tumors begins
from a cytological examination of exfoliative or the
punctured materials of the neoplasm. The diagnosis
of lung cancer (LC) utilizes the method of flexible
bronchoscopy (FBS), which makes it possible to
determine the spread of the pathological process in
the bronchi or to suggest a peribronchial growth.
Wherein, the mucous surface of the bronchus is not
often changed macroscopically, but the diameter of
the bronchial lumen is narrowed at varying degrees.
In such a case, the doctor notes the narrowing of the
bronchus due to the peribronchial growth of the
tumor. In all cases, during FBS the lavage is taken
from the bronchi for cytological diagnosis, and in
the presence of an exophytic tumor, a scraping is
taken from the surface of the neoplasm.

For many years the diagnostic investigations of
bronchial lavage and smears from the tumor visible
by FBS have shown that cancer cells were not
always detected in cytological smears [1]. Therefore,
it was necessary to clarify the issues of the
morphofunctional structure of the lung in the normal
state and during the process of LC development.

The published data indicate that the structure of
the lung is similar to a complex alveolar-tubular
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gland, which predetermines the development of LC
from cells of the glandular epithelium [2,3].

In the lung, the cells of glandular genesis have a
different morphofunctional structure, which depends
on their location and function. A number of authors
have described and shown on schemes the structure of
the lung at its anatomical root, which morphologically
resembles its peripheral part. Bronchioles with acini
branch off the large bronchi, the latter are most typical
for the peripheral parts of the lung [4,5].

The fundamental research carried out allowed to
establish that a terminal bronchiole is a functional
unit of the lung, which integrally reacts to various
pathological processes. This definition was approved
by an international nomenclature [6]. A similar
structural type of the lung parenchyma lesion is
confirmed by pathological investigation [7].

A comprehensive histological and enzymohisto-
chemical study of the central LC has revealed that
all its histological types have one origin in the form
of the glandular epithelial cells [8]. Recently,
scientists have been studying a significant issue —
the presence of stem cells (SC) in the lung, from
which the lung epithelium can be restored in case of
its damage. This is also important for clarifying the
origin of wvarious pathological proliferative
processes, particularly LC [9-12].
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The electron microscopic studies in combination
with autoradiography method have shown that type
II pneumocytes (AE2) are lung SCs [3,11].

For a more complete characterization of AE2, we
have studied special literature. Several authors have
found that AE2 is characterized by the highest mitotic
activity and renewal in comparison with other lung
epithelial cells [13,14]. It is the SCs of the lung that
are characterized by the signs of proliferation and the
ability of active overgrowth, which can lead to the
LC development [9,10,15-18].

The structural and morphological complex of
lung epithelial cells, the so-called “niches”, in which
AE2 are located, has also been studied [19-21].
The prolonged exposure to a toxic chemical or
biological factor can lead to the development of
hyperplasia, unrestrained multiplication, growth,
and atypia of AE2, which is observed during
carcinogenesis [21,22].

The features of the SCs in a certain niche and
their influence on neighboring cells have been
investigated. Scientists point to the possibility of
transformed SCs to activate not only the cells of
their niche, but also of neighboring niches, which
leads to the onset and spread of proliferation, and
further development of various pathological
processes and LC [12,19,21,22]. There are also
known morphological studies of several authors
who received more specific additional information
about the SCs. They argue that AE2 are pluripotent
SCs, from which adenocarcinoma and squamous
cell LC can develop [23].

Also, the conducted genetic studies allowed to
determine the most common triple aberrations in the
cells of the main histological LC types, which can
also confirm their common origin [18,24].

Interesting data were obtained during the
morphological study of undifferentiated LC forms.
Scientists have concluded that the studied histological
preparations contain cells with complex double, and
in some cases — triple phenotypic differentiation [25].
This fact also confirms a common origin of various
histological LC types.

Moreover, well-known morphologists have
noted that the exact origin of squamous cell LC has
not been established. The authors suggest that the
source of LC is a pluripotent precursor cell of the
bronchial mucosa, which can differentiate into any
histological type of LC [26]. Besides, glandular-
squamous cell LC is found in 10 % of cases, and it
is natural to assume a single origin of its
development [27].

We are impressed by the hypothesis on the
existence of a single pluripotent cell, from which
the main histological LC types develop, but there is

still no unambiguous opinion on this issue. In this
regard, additional research is required.

Up-to-date, one could founda term in the
literature — bronchogenic LC, which implies its
development from the bronchial epithelial cells. At
the same time, special studies have shown that the
cells of the cylindrical epithelium of the bronchi are
the most differentiated and resistant to external
influences [3,28].

Credibly, this applies to the mature cells of the
cylindrical epithelium. But its basal cells, which
can be called germinal cells, grow and differentiate,
and could give start to such well-known processes
as proliferation, metaplasia, dysplasia, and
malignant transformation. It is increasingly
suggested that bronchial epithelial cells possess
the SC potential [26].

Most likely, the toxic substances present in the
inhaled air can have an insignificant effect on the
mature columnar epithelium, but diffusing through it
or the intercellular spaces, they can exert a stimulating
effect on the basal cells, which could be attributed to
the SC of the bronchial epithelium [19].

On the other hand, a large area (from 20 to 100 m?)
of the alveolar lining of the lung, including the
lung SC, is constantly exposed to chemical or
biological harmful substances inhaled from the air,
causing reactive changes in the form of hyperplasia,
dysplasia, and neoplasia.

Considering the literature information concerning
the structural features of the lung, the characteristics
and localization of SCs, as well as the possibility
of LC development from a pluripotent cell, one
could agree that pathological processes and LC
may develop from the bronchiolo-alveolar
structures in which SCs are located. The thesis of
Esipova I. [6] that all pathological processes in the
lung originate from the terminal bronchiole
confirms such a statement.

In relation to the mentioned data, indicating
different points of view on the origin of LC, the aim
of the study was to compare the results of cytological
studies of the material obtained during FBS and
scrapings from the operated tumors of the bronchi to
clarify the nature of LC growth.

Materials and methods

We have investigated cytological smears of
31 LC patients who were examined and treated at the
National Cancer Institute of the Ministry of Health
of Ukraine. After a diagnostic FBS and a cytological
assessment of the material, all patients underwent
surgical treatment. The results of cytological studies
of materials obtained by FBS were compared with
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scrapings from the surface of the operated tumors.
All observations were verified by the histological
method following the International Histological
Classification [27]. Materials of patients with
different histological LC types were studied.
Squamous cell carcinoma was verified in 19 patients,
glandular carcinoma in 10 patients, and small cell
(undifferentiated) cancer in 2 patients. Cytological
preparations were stained by Papanicolaou and
Pappenheim methods. Microscopic studies were
carried out using an Olympus BX41 microscope:
X100; X200; X400; X1000.

Results

At the preoperative period, cytological studies of
the material obtained by FBS from 31 patients were
performed. Lavage from the bronchi has been taken,
as well as the smears from the exophytic tumors.
Exophytic neoplasms were revealed in 25 patients:
only exophytic growth was present in 17 cases,
endo-peribronchial growth —in 8 cases. In 6 patients,
only the peribronchial LC growth was determined
with a moderate roughness of the pale pink mucous
membrane. Based on FBS studies, tumor cells were
found in cytological preparations of 9 (29 %)
patients. In the material of 22 (71 %) patients, tumor
cells were not found; the cylindrical epithelium of
the bronchus with the signs of proliferation was
determined (Table).

During the cytological examination of the FBS
material of 17 patients with exophytic tumors, cancer
cells were detected only in 4 (23.5 %) patients. In a
case of endo-peribronchial tumor growth (8 patients),
cancer cells were found in cytological smears of
3 (37.5 %) patients. Peribronchial tumor growth was
detected in 6 patients, and in 2 (33 %) cases tumor
cells were found in cytological preparations from the
lavage material. That is, in the absence of visible
exophytic lesions, tumor cells were identified in
bronchial secretions.

Thus, we have revealed the tumor cells in
cytological preparations obtained by FBS only in

7 from 25 (28 %) patients with an endobronchial
tumor, and in 18 (72 %) patients cancer cells were
not detected, just the cylindrical epithelium of the
bronchi. This results in a low level of cytological
diagnostics of LC despite the presence of an
exophytic tumor in the bronchi (Table).

In this regard, the results of cytological studies
of the FBS material and scrapings from the surface
of the operated exophytic tumors of the bronchi
have been compared. A macroscopic examination of
the surgical material of 31 patients has been
conducted. In 25 cases, an exophytic component of
the tumor in the bronchus with dimensions from
0.3 to 1.3 cm in diameter was revealed, which is
confirmed by the results of FBS. Scrapings were
made from the surface of all exophytic tumors, and
cytological preparations were prepared and
examined. The Table shows the results of cytological
studies of the operated material (Table).

When studying the materials with the presence of
exophytic tumor growth in the bronchus (17 cases),
in scrapings from the operated tumors, cancer cells
were found only in 5 (29 %) patients, and in the
remaining 12 (71 %) patients, only cylindrical
epithelium cells were found. The cells of the bronchi
show the signs of proliferation and dystrophy.

In the scrapings from the exophytic surface of
4 (50 %) from 8 patients with endo-peribronchial
tumor growth, the tumor cells were found, and in
the remaining 4 (50 %) cases only bronchial
epithelial cells were detected.

In the scrapings from the rough surface of the
bronchial mucosa of 6 patients with absent exophytic
tumor growth (just the peribronchial component),
cancer cells were found in 3 (50 %) patients; in the
cytological preparations of the remaining 3 (50 %)
patients only the cells of cylindrical epithelium were
found. The results indicate that a slightly altered
mucosa without an obvious exophytic tumor
contains cancer cells possibly originating from a
tumor which is not macroscopically determined yet.

In the presence of obvious exophytic tumor
components in the operated tumor scrapings of

Table. The results of cytological research of FBS and scrapings from the operated exophytic tumors

The presence of tumor cells

Tumor growth Number of patients Flexible bronchoscopy Surgical materials
Ne in relation to the materials (the scraping from
bronchial wall exophytic tumors)

Abs. % Abs. % Abs. %

Exophytic 17 55 4 23.5 5 29

2 Endo-peribronchial 8 26 3 37.5 4 50

3 Peribronchial 6 19 2 333 3 50

Total: 31 100 9 12
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Fig. 1. Cells of cylindrical epithelium,
Papanicolaou staining, X200

d - &
Fig. 3. Adenocarcinoma,
Pappenheim staining, X400

Fig. 2. Squamous cell carcinoma,
Papanicolaou staining, X200
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Fig. 4. Small cell carcinoma,
Pappenheim staining, X400

Figures: Scrapings from the surface of exophytic cancerous tumors in the bronchus

25 patients, in 16 (64 %) cases the tumor surface
was covered with unchanged cells of the cylindrical
epithelium, as evidenced by cytological studies. The
obtained data explain the low percentage of positive
results of cytological LC diagnostics based on FBS
materials due to tumor growth under the cylindrical
epithelium.

The results of the study allow to conclude that a
tumor invading the bronchial mucosa was present
only in 12 (39 %) of 31 patients. This is evidenced by
cancer cells found in cytological preparations from
the scrapings from the operated tumors (Table).

In the remaining 19 (61 %) cases, in the scrapings
from the operated exophytic tumors only the cells of
bronchial epithelium with some signs of proliferation
and dystrophy were found as well as a slightly altered
or macroscopically unchanged bronchial mucosa.
Cytomorphological features are presented in cylin-
drical epithelium cells (Fig. 1), squamous (Fig. 2),
glandular (Fig. 3), and small cell cancer (Fig. 4).

Discussion

It has now been accepted that lung stem cells (SC)
are AE2, characterized by the fastest renewal and the
highest mitotic activity in comparison with other
epithelial cells of the lung [3,11,14]. The well-known
statement of I. Esipova [5,6] is that all processes in
the lung begin from bronchiolo-alveolar structures
which grow in lung parenchyma and at its lung root.
The bronchiolo-alveolar structures in which the SC
are located branch off the large bronchi, and it can be
assumed that LC develops precisely from the stem
cells that are located in these structures.

However, central LC, as it is claimed by several
authors, develops from the epithelium of the bronchi
[23,26]. Morphologists know that the cylindrical
epithelium of the bronchi is an epithelial structure
the most resistant to external influences [28]. Based
on this, it is logical to assume that the central LC
can develop from the basal cells. Using macroscopic
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examination, we have established that the
endobronchial part of the tumor is 0.3-1.3 c¢cm in
diameter, while the peribronchial part is by tens
times larger [16]. A similar pattern is described in
special monographs, in the International Histological
Classification [27], in pathological anatomy
textbooks. How can these data be explained?

In this investigation, we have found that out of
25 exophytic tumors in the bronchus, cancer cells in
the FBS material were found only in 7 (28 %) cases,
and in 9 (36 %) cases of the scrapings from operated
tumors. In the rest of the cases, only slightly changed
cells of the cylindrical epithelium were revealed in
the scrapings, which indicated the growth of the
tumor under the cells of the cylindrical epithelium.
These data are consistent with the results of
pathological studies of A.A. Have-Opbroek et al.,
confirming two sources of LC development —
pluripotent cells (AE2), and bronchial epithelial
cells. The results of our study confirm the opinion of
W.D. Travis et al. [26] that the origin of squamous
cell LC remains unknown, however the presence of
a pluripotent cell of the bronchial epithelium, which
may be a precursor differentiating into any
histological type of LC, could be supposed.

We have obtained reliable data on the growth of
LC in relation to the bronchial wall, contributing to
the study of LC histogenesis and justifying the
necessity of further in-depth morphological studies.

Conclusions

1. The centrally growing LC, regardless of its his-
tological type, in 25 (81 %) of 31 patients is manifested
by exophytic growth in the bronchus. At the same
time, in cytological preparations obtained by FBS,
only in 7 (28 %) patients it was possible to verify LC.

2. In the preparations of 18 (72 %) patients only
the cells of the cylindrical epithelium, partially with
the signs of proliferation, have been detected. The
results of the study have substantiated the limitations

of LC verification in exfoliative FBS materials. It
could be explained by the growth of a tumor under
the intact cylindrical epithelium of the bronchus.

3. To clarify the growth of LC in the bronchus
relative to its mucous membrane, scrapings were
performed from the surface of the operated tumors.
In cytological preparations of 9 (36 %) of 25 cases
of exophytic tumor growth, cancer cells were found,
while in 16 (64 %) cases only the cells of the
cylindrical epithelium were determined. All tumors
were verified by the histological method.
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OUTOJJIOITYHI JOCIIZKEHHA EK30®PITHHUX ITYXJIMH bPOHXIB
I PICT PAKY JIETEHI

Beryn. ocnimkenns pocty paky jereri (PJI) Mae BakinuBe KiiHIYHE 3HaueHHS IS MOPQOIOTIYHOT
Bepudikanii, BUOOPY METOY JTiKyBaHHS Ta BU3HAYEHHS MIPOTHO3Y. Jl0CHiPkeHHS IbOTO MUTAHHS Ja€ 3MOTY
yTo4HUTH ricToreres PJI. MeTa 1boro 10CHIKEHHS — MOPIBHATH PE3YIBTAaTU MUTOJIOTTUHUX AOCIHIIIKEHb
Marepiairy, OTpuMaHoro mij yac rHy4koi Opouxockorii (I'bC) Ta mkpeOKiB 3 onepoBaHUX IMyXJIMH OPOHXIB,
mo6 3’sicyBatu npupony pocty PJI. Marepiaau i Metoau. J{1s BUBUEHHS POCTY IMyXJIHUH Y OpOHXaxX I0OJ0
CJIN30BO1 000JIOHKH OPOHXIB IMPOBEAECHO LIUTONIOTIUHE AOCIIAKEHHS MaTepiary, OTPUMAHOIO 3a JOIIOMOTOI0
I'BC Ta mkpeOKiB 3 HOBEPXHI OIEPOBAaHUX IMyXJIHH OpoHXiB, 31 mamienra. Bei marepianu 6yino BepudikoBa-
HO TICTOJIOTIYHHUM METOJOM 3TiHO 3 MiXKHAPOJAHOIO TiCTOJOTIUHOK Kiacudikalliero myxiuH. byno mocmi-
JDKEHO cKBaMo3HUM pak y 19 (61 %) xBopux, ageHokapuuHomy y 10 (32 %) Ta npiOHOKIITHHHUIM (Henude-
peHuiiioBanwmii) pak y 2 (7 %) nauienriB. PesyasTaru. Y nepenonepauiiinuii nepioq y marepiani ['BC
MyXJIMHHI KIITUHY Oyn0 BUsIBICHO juiie y 1/3 mamieHTiB. [[ng oTpuMaHHS ONTHMAJBHOTO MaTepiaiy 3
eKk30(iITHUX IMyXJINH OPOHXIB pOOUIM MKPEOKH 3 yciel MOBEpPXHi XipypridvHOro MaTepialy THX CaMMX Malli-
€HTIB. Y LIUTOJIOTIYHUX Ipenaparax OTPUMaHUX IIKPEeOKiB MiATBEPAXKECHO HAIBHICTh PAKOBUX KIIITHH O1IbII
HiX y 1/3 mamieHTiB. Y pemrTi cnoctepexeHs MKPeOKU 3 HOBEPXHI MMyXIMHH MiCTHIIN JIMIIE KJIITHHU LMJTiH-
JpudHoro emiteniro. Ilig yac BUBYEHHS Marepianis, oTpumaHux nuiixoM I'BC Ta mkpebkiB 3 HOBEPXOHb
OIIEpPOBAHUX HOBOYTBOPEHB, IIyXJIMHHUX KIIITHH HE BUSBIIEHO Y pasi ek30pitHOrO pocTy y 8 (53 %) mamien-
TiB, y pasi eHno-nepudponxiaipaoro — B 1 (13 %), y pasi nepudbponxiansHoro pocty — B 1 (17 %) xBoporo.
BucHoBku. L{uTonoriudi qocmipkeHHs! JaIy 3MOTY CTBEPAXKYBATH, 10 Y 2/3 mIKPeOKiB 3 MOBEPXOHb €K30-
¢bITHUX MyXJIUH OpOHXIB Oy/M HasIBHI JIMIIE KIITHHY IMJIIHIPUIHOTO eiTelNito. IMOBIpHO, B TAKMX BHUINA-
Kax He Bi0yBaJIOCh MPOPOCTAHHS IMyXJIHMHAMH OpoHXiasbHOI cTiHKY. [IpoBeneHi qociKeHHs ToKa3ay,
10 PO3BUTOK PAKOBOI MyXJIMHHU MOYMHAETHCSA i IIHAPUIHUAM €TiTeieM.

Kr04oBi ci10Ba: UTONOTIYHI JOCTIKEHHS, THyYKa OPOHXOCKOIIiS, INKPEOKHU 3 ONEPOBAHUX ITyXJIMH,
PICT paKy JIeTeHi.
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