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Bone marrow touch imprints
for detection of epithelial
tumor metastases

OBJECTIVE A total of 284 paired bone marrow biopsies and touch
imprints were reviewed in order to select 21 cases with proven
metastases from malignant epithelial tumors and to estimate the
role of bone core touch imprints in the initial, preliminary diag-
nosis of metastatic bone disease. METHOD Eight Pappanheim
stained touch imprints and eight H&E stained histological sections
were prepared from every biopsy and reviewed by two patholo-
gists independently. RESULTS The tumor cells were identified
according to universally accepted criteria for malignancy. There
was ho positive touch imprint for which the biopsy was negative
for tumor cells nor positive biopsy for which the cytogram was
negative. CONCLUSIONS The method of examination of touch
imprints from bone marrow trephine biopsies is rapid, reliable and
sensitive. It can be used as a first step for detection of metas-
tases from malignant epithelial neoplasms after careful exami-
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nation of all cytograms.

During the past two decades bone marrow trephine
biopsy has become a routine method for the diagnosis
of bone marrow lesions. This is due in part to improved
methods for biopsy harvesting and processing.’ The
advantages of examination of histological sections have
been widely described and discussed.’?

In some cases it is necessary to give a quick, prelim-
inary description of the bone marrow cells before the
final histological examination and diagnosis are made,
particularly in cases with metastases from distant solid
non-hematological malignancies. These are usually
manifested by unexplained anemia, thrombocytopenia
and weight loss which may be misinterpreted as signs
of hematological malignancy. Diagnosis from histolog-
ical preparations may be delayed due mainly to time
taken for decalcification and processing of the biopsy
cylinder but smears of bone marrow aspirate or touch
imprints from the core biopsy can provide a quick pic-
ture. Advantages and disadvantages of the cytological
methods are described in the literature. Bone marrow
aspirate has been found reliable marrow aspirate.**
Only one paper is dedicated to the role of touch
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imprints® and most cytopathologists prefer aspirates,
since they provide a higher number of cells for evalu-
ation. The purpose of this study is to assess the value
of touch imprints from trephine biopsies for the rapid,
preliminary diagnosis of metastases in the bone mar-
row from non-hematological malignancies.

MATERIAL AND METHOD

A total of 284 paired bone marrow histological sections and
touch imprints were retrospectively reviewed in order to select
21 cases with metastases from solid tumors. All the specimens
were retrieved from the files of the Central Laboratory of
Cytopathology, Medical University, Sofia, Bulgaria. Hemato-
poietic malignancies were excluded from the study. The study
period ran between 1 January 1994, and 1 June 1996. There
was no preliminary information about the presence of malig-
nancy in the clinical charts.

Bone marrow biopsies were obtained from the posterior
iliac crest with an 8 gauge Jamshidi needle at the Department
of Hematology. Immediately after delivery of the biopsy spec-
imen in a dry sterile vial, eight touch imprints were prepared
on the surface of an object glass from the sides of the cylin-
der by light touch. After air drying, the cytograms were
stained according to the May-Grunwald-Giemsa/Pappenheim
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method. The cytograms were interpreted at 400x magnifica-
tion by the two authors independently. If the nature of the
cells was not clear, the cytograms were examined. The pre-
liminary conclusion was reported to the Department of Hema-
tology for further direction of the patient. The biopsy speci-
men was subsequently placed in neutral buffered formaline,
washed, decalcified in a water solution of hydrochloric acid
for 35-40 minutes, washed again, processed and embedded
in paraffin. Eight lengthwise sections from the core cylinder
were stained with Hematoxylin & Eosin, van Gieson and
Gomori silver staining. These histological sections were used
as controls for the presence of tumor cells.

RESULTS

Of 284 paired bone marrow biopsies and cytograms,
there were 21 pairs in which both cytological and his-
tological preparations were positive for metastatic tumor
cells. There were no positive touch imprints for which
the biopsy was negative, nor positive biopsies for which
the cytogram was negative. The origin of the primary
malignancies was as follows: prostate-14 cases, female
breast-4, lungs-2, kidney-1.

Epithelial tumor cells were recognized according to uni-
versally accepted criteria. They may be single, detached
cancer cells or tightly packed clusters of cells (figures 1,
2). Usually they had large, hyperchromatic nuclei with
rough nuclear chromatin. The nucleoli were prominent
and sometimes multiple (fig. 3). The cytoplasm varied in
amount and often was poorly preserved. In almost every
cytogram naked nuclei with prominent nucleoli, some-
times in groups of two, three or more were found. In 15
cases the metastatic cells were identified in all eight touch
imprints although in different numbers: in four of these
cases scattered tumor cells were found only singly and
were identified only after careful examination of the
cytogram. In two cases the number of tumor cells was
considerable in all the touch imprints.

Figure 1. Cluster of malignant cells from prostatic cancer. Pappenheim
stainingx150.
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Figure 2. Cluster of malignant cells from breast cancer. Pappenheim
stainingx400.

Figure 3. Metastatic cells with large, prominent nucleoli. Pappenheim
stainingx400.

DISCUSSION

The specificity and sensitivity of the different methods
for diagnosis of bone marrow metastatic lesions have
been subject of divergent views.*?® This may in part be
explained by variation in the number of specimens
reviewed, the staining methods, the extent of marrow
replacement by malignant cells, the presence or absence
of fibrosis and/or necrosis in the biopsy sections, the tech-
nique of preparing the cytogram, etc. Mitchell et al have
found bone marrow smears alone unsatisfactory for the
diagnosis of metastatic lobular breast carcinoma.” Some
authors stress the complementary roles of bone marrow
aspirate and biopsy for detection of malignancy.®?

Dombernowsky et al maintain that review of cyto-
logical specimens from the bone marrow is not suffi-
cient for the initial diagnosis of metastatic tumors.’
Other authors emphasize the usefulness of a panel of
antibodies as a reliable tool for the identification of
metastatic malignancy in bone marrow.”



BONE MARROW TOUCH IMPRINTS

In this study it was most of the touch imprints were
positive for metastatic tumor cells, although in differ-
ent numbers. The small numbers of tumor cells in some
cytograms may be explained by the presence of fibro-
sis secondary to metastasis. This finding was confirmed
on examination of the histological section from the bone
core cylinder. Another possible explanation for the
small cell numbers is that the long period of time
between biopsy harvesting and touch imprint prepara-
tion allows the drying of the surface of the bone mar-
row trephine. For most of the specimens in this study
this period was 45-50 minutes.

Concerning efficacy, at 400xmagnification the imprints
with a low cell count required about twice as long for the
detection of tumor cells, compared with a normocellular
cytogram. The conclusion that metastatic epithelial cells
are present should follow an assiduous search in the
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cytogram, otherwise small clusters and single cells may
easily be overlooked and false negative diagnosis made.

In this study all the histologic sections used as con-
trols were positive for metastatic tumor cells. It is beyond
the scope of this study to compare these two approach-
es but it can be noted that the touch imprint is at least
as sensitive as the standard histological preparation
from the same biopsy specimen. In the rapid prelimi-
nary diagnosis no attempt was made to determine the
location of the primary malignancy, but only to estab-
lish whether the cells were epithelial or not. The loca-
tion of primary tumor was established after processing
and examination of histological sections.

In conclusion, the examination of touch imprints from
bone marrow trephine biopsies is a rapid, reliable and sen-
sitive method which can be used as a first step for the detec-
tion of metastases from malignant epithelial neoplasms.
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Ta svivndpara puedoV 1@V 00I®V otov Kabopi1ond peractdoswv emONAIAKDV GYyRK@OV
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2KOIMNOX And 284 napddnnneg Biowisg kal evivndpara puenol 1oV ootdv emnExOnkav 21 nepintdoelg pe
anobebeiypéveg peractdoelg Kakonbwv embnilak@dv SykK@wv, pe okond tn Sigpedvnon 1oL POAOL TGOV
EVIVMOUATOV TOL HVEAOD TOV OCT®OV OINV ApXIKN S1dyvmon 1oV PEIACTATIKAOV OYKaV 1oV oot@dv. YAIKO-
MEOOAOX Ané kdBe Biopia nmapackevdornkav 8 svivndpard, nov xpodomnkav katd Pappenheim, kai 8
10TONOYIKEG TOHEG, MOL XPAOINKAvV He aiparofuAivn-nwoivn kai s€etdotnkav avedpinta and &%o
naBonoyoavardpovg. AIIOTEAEXMATA Ta kiUttapa tov Sykeov avayveopiotnkav obugova pe ta 81e0vadg
anodektd kpitripia kakoriBesiag. Asv naparnpriBnkav Oetikd svivn@dpara nov va avrioroixovoav oe Biowpia
apvntiki yia rotrapa oykov oUte Biowieg, ta avrioroixa evivnduara TV omnoiov nrav apvntikd.
SYMIMEPAXMATA H e€étaon tov evivnopdrov tov puenotd tov ootV eival taxeia, afiéniotn kai evaiocOnin
Kal Uropel va XpNolponoleital ®g npodto Bripa yia tov npocdiopiond petactdoemv KarkonBwv embnniardv
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