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LETTERS TO THE EDITOR

Triple negative endometrial cancer may be more sensitive to platinum

based chemotherapy

Dear Editor,

Endometrial cancer is the most common gynecologic
cancer in the developed world. In 2011, the mortality
rate was 1.7-2.4 per 100,00 women. In the United States,
as with other developed countries, 46,470 new cases and
8,120 deaths were due to this disease in 2011 [1,2]. Endo-
metrial cancer is divided into type I and II subtypes. Type
Iis associated with a hyperestrogenic state and usually oc-
curs in obese women, tend to be well differentiated and is
identified in early stages. Type II, which is not associated
with hyperestrogenism, is usually seen in thin women
and is diagnosed in advanced stages. Most endometrial
cancers are low-grade, early-stage and carry an excellent
prognosis. On the other hand, the 5-year survival of ad-
vanced stages (stage 3 and 4) ranges between 23 and 67%.

Breast cancer is also one of the most frequent malig-
nancies in women. The lifetime risk for breast cancer in
the United States is usually about 1 in 8 (12%) of women
by the age of 95, with 1 in 35 (3%) chance of dying from
breast cancer [3]. Breast cancer can be divided in sub-
groups based on immunohistochemical staining. The
group that lacks estrogen receptor (ER) and progesterone
receptor (PR) expression and shows absence of HER2
protein overexpression is known as the triple negative
phenotype (TNP). TNP breast cancers are more aggres-
sive, have a high proliferation rate, high nuclear grade,
frequent p53 overexpression, are more likely to show
distant metastasis, and have poorer outcomes, including
shorter disease-free and overall survival [4]. TNP breast
cancer (TNBC) cells exhibit an abundance of DNA ab-
errations, suggesting that their DNA repair mechanisms
are defective. Consequently, these tumors are theorized
of having an increased sensitivity to agents that cause in-
terstrand DNA breaks (e.g., platinum agents). As such,
the sensitivity of TNP breast cancers to platinum-based
chemotherapy has been the focus of several recent clinical

trials in the neoadjuvant/adjuvant and advanced disease
settings. A study conducted by Sirohi et al. has retrospec-
tively evaluated the efficacy of platinum-based drugs in
143 metastatic breast cancer patients. Among these, 93
(63.7%) were TNP. The objective response rate was 33.3%
in the TNBC group vs. 22% in the non-TNBC (p=0.1)
although no difference in OS, PFS and response dura-
tion was observed [5]. To summarize, as platinum-based
treatments are effective in TNBC, we expect them to be
also effective in TNP endometrial cancer. Larger studies
conducted in such TNP populations to search effective-
ness of platinum-based chemotherapy are needed.
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High dose chemotherapy with autologous stem cell transplantation

for patients with germ-cell cancer

Dear Editor,

Germ cell tumors (GCTs) practically represent the
only kind of solid tumors that are curable by chemo-
therapy even when metastatic. This is largely due to
their chemosensitivity. Although most of these tu-
mors are cured with the first - or - second-line che-
motherapy, patients who experience more than two
relapses, or are refractory to all therapy lines, usually
die from this disease. The bad prognosis of these pa-
tients had urged researchers to search for other treat-
ment options, and having in mind the chemosensitiv-
ity of GCTs, a logical step was to increase the doses
of cytotoxic drugs and try to overcome the resistance
with high-dose therapy [1]. In a retrospective study
published in 2008 Einhorn et al. stressed that high-
dose protocols for metastatic GCTs can cure a certain
number of patients even after multiple relapses [2].
After the publication of this study, our Institute also
introduced this procedure using a modified TAXIF
protocol of the Tenon hospital, Paris [3,4]. The final
confirmation of the activity of high-dose chemother-
apy was the last year’s retrospective study by Lorch
et al. [5] where in 1984 patients they proved that in
relapsed GCTs high-dose therapy, followed by autol-
ogous hematopoietic stem cell transplantation leads
to longer survival when compared to conventional
chemotherapy.

During 2008-2010 we performed 11 transplanta-
tions in 8 heavily pretreated patients who were previ-
ously administered a median of 4 (range 3-4) chemo-
therapy lines. We used a modified TAXIF protocol,
which includes mobilization of stem cells by admin-
istering the submyeloablative protocol paclitaxel 250
mg/m?* and epirubicin 100 mg/m* with G-CSF 10
mcg/kg. After mobilization, a large-volume apheresis
was performed until the harvested number of cells
was enough for two transplantations. The high-dose
protocol was the combination of carboplatin AUC 4

daily for 5 days plus etoposide 300mg/m?/day, days
1-5. The median number of the administered stem
cells per transplantation was 3.6x109 (range 1.9-4.5)
CD34+ cells per kg of body weight. The median time
for neutrophils engraftment was 10 days, and for
thrombocytes 13 days. There were no therapy-related
deaths. The most frequent grade 3 / 4 toxicities were
febrile neutropenia (100% of patients), thrombocyto-
penia (100%), colitis / diarrhea (63%), nausea (54%)
and oral mucositis (45%). One patient developed
veno-occlusive liver disease, while 2 patients devel-
oped grade 4 infections (facial phlegmon and one
septic shock). Overall clinical benefit rate was 62.5%
(37.5% PR, 25% SD). No complete remissions were
seen. Median survival was 11 months (range 4-20).
High-dose chemotherapy with stem cell transplanta-
tion represents an option for heavily pretreated pa-
tients with GCTs and is feasible at our Institute, which
may be one of the reference centers for this kind of
treatment in the Balkans. The treatment results in this
group of patients is poor, so earlier intensification is
mandatory.
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Colon involvement in a chronic lymphocytic leukemia patient

Dear Editor,

Chronic lymphocytic leukemia (CLL) is the most fre-
quently observed type of leukemia in patients older than
50 years. The prognosis of this disease is much better
when compared to other leukemia types [1]. Although
CLL primarily involves the bone marrow, extramedullary
tissues may also be affected. In CLL patients, gastrointes-
tinal involvement is usually seen in Richter syndrome,
which is the disease transformation into large B cell lym-
phoma [2]. The prognosis worsens in such cases.

A 61-year-old woman presented to our outpatient
department with stomach ache in the midline. Physical
examination revealed no lymphadenopathy or hepato-
splenomegaly. Lab tests revealed white blood cell count
25890 mm’, lymphocyte count 18290 mm?, hemoglo-
bin level 14.2 g/dl, platelet count 208000 mm?®, lactate
dehydrogenase level 454 IU/dl, while peripheral blood
smear demonstrated 72% mature lymphocytes with
occasional basket cells. Bone marrow aspiration and
biopsy were performed and were consistent with CLL
(60% B lymphocytes, CD 20 (+), CD 79 (+), CD5 (+)).
A flow cytometry performed showed CD5 90% CD23
80%, indicating that the sample comprised of leukemic
cells. Abdominal CT scan revealed thickening of the
wall of the transverse colon, after which a colonoscopy
was performed. In colonoscopy, the transverse colon
mucosa was, in general, minimally edematous, granular
and in the rectum there were numerous apparent Peyer
plaques. Biopsies were obtained from the rectum and
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transverse colon which were consistent with chronic
lymphocytic colitis. Microscopically, dense mucosal and
submucosal lymphocytic infiltrates were detected in the
transverse colon, and 4/7 biopsies of the colon, showed
predominance of small CD20 positive lymphocytes. The
cells stained positively also for CLL-associated antigens
CD5, CD23, and CD43, but were negative for mantle
cell-associated antigen cyclin D1. The patient was con-
sidered stage 0 CLL with colon involvement. Gastro-
intestinal involvement is not common in CLL. Colon
involvement without Richter syndrome has rarely been
reported in the literature. Arkila et al. [3] have reported
a 69-year-old man with CLL and anemia in whom colo-
noscopy was macroscopically normal, but the histologi-
cal specimens revealed lymphocytic leukemia in the ile-
um and colon. In our patient we also have demonstrated
colon involvement without Richter syndrome. CLL may
cause upper gastrointestinal haemorrhage by directly
infiltrating the gastroesophageal junction or through
bleeding from oesophageal varices caused by CLL-asso-
ciated splenomegaly and portal hypertension. Accord-
ing to one case report [4], protein-losing enteropathy
may be found in CLL patients. Reports also mention
gastrointestinal CLL manifestations such as infiltration
of the intestinal mucosa in the small bowel as well as
CLL presenting as colitis. CLL, especially after Richter
transformation, can cause signs and symptoms sugges-
tive of chronic inflammatory bowel disease. Other rarely
described CLL manifestations include intussusception,
even perforation of the colon and can also form a route
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for infectious complications. The histopathologic dif-
ferential diagnosis of common benign lymphatic hyper-
plasias and various malignant lymphoid disorders of the
intestine may be challenging. The diagnostic range for
CLL should include CD20+/CD5+ coexpression with
CD23+ phenotype, and negative staining pattern for
Cyclin D1 to exclude mantle cell lymphoma. Differential
diagnosis of indolent CD5 negative B-cell lymphomas
include follicular lymphoma, which usually has CD10+
phenotype, whereas mucosa-associated marginal zone
lymphoma lacks specific phenotypic markers and its
immunophenotypic diagnosis is mainly based on exclu-
sion. Lymphoepithelial lesions and plasmacytic difter-
entiation are suggestive of MALT-lymphoma [5].

In conclusion, also gastrointestinal evaluation
should perhaps be part of a complete assessment of
the treatment response and remission status in CLL
patients in whom the colon was originally involved.
In CLL patients with gastrointestinal symptoms, an
endoscopic evaluation must be performed, and biop-
sies must be obtained from suspicious regions. The fact
that CLL patients may have gastrointestinal involve-
ment without Richter syndrome must be kept in mind.
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A simple technique for vacuum drainage of the peritoneal cavity for
the management of anastomoticleaksin patients with gastrointestinal

malignancies

Dear Editor,

In cancer patients, any anastomosis along the gastro-
intestinal tract carries the risk of an anastomotic leak, the
incidence of which can be as high as 20%, depending on
several and specific local and systematic factors [1]. Fol-
lowing an anastomotic leak, the content of the gastroin-
testinal tract accumulated into the peritoneal cavity can
lead to generalized peritonitis, intraperitoneal abscess
formation or it can be drained through the abdominal
wound, predisposing to abdominal wall infection and
wound dehiscence. Sometimes gravity is not enough for
the drainage of the accumulated content and the applica-
tion of a negative pressure has been proposed as an eftec-

tive method for the drainage of anastomotic leaks [2].
Between January 2005 to December 2010, 6 patients
who were operated on either electively or as an emergen-
cy for gastrointestinal tract malignancies and developed
gastrointestinal anastomotic leak, were treated with a
simple technique for vacuum drainage of the peritoneal
cavity after the diagnosis of gastrointestinal leak. In all
cases the edge of either the silicon or the PVC tubes was
connected to the vacuum pump system (Basic 30 Aspi-
rator, Medela, Illinois, USA) and -20kPa (-150 mm Hg)
negative pressure was applied. The -20kPa vacuum pres-
sure was chosen, since we noticed that greater pressures
collapsed the lumen of the silicon tubes. We also noticed
that the simple connection of the cannula of an ileostomy
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Table 1. Details of the gastrointestinal leaks and the application of the proposed vacuum system

Sex/Age Brief clinical Diagnosis of leak Period of VS Type of fistula Healing of the
(years) history application (days)  finally formed fistula (weeks)
M/86 Disseminated Enteric content through 5 Entero-cutaneous 8
descending colon the intra-operatively
cancer. placed drain tube and the
Palliative procedure surgical incision
M/54 Splenic flexure colon Smelly gas but no faecal 2 Feacal-cutaneous 2
cancer. content through
Curative operation the drain tube
M/51 Disseminated Enteric content 6 Entero-cutaneous 14
descending colon through the lower
cancer. third of the
Palliative procedure surgical incision
M/62 Cecal adenocarcinoma.  Curative operation
Abdominal CT scan
revealed a subhepatic
abscess infiltrating the
right lateral abdominal wall 3 Entero-cutaneous 8
M/75 Pancreatic head Bile through the upper
adenocarcinoma. third of the surgical incision 3 Bilio-cutaneous 4
Curative operation
M/77 Rectosigmoid junction  The three lowermost 4 Feacal-cutaneous 4
cancer. metallic staples for skin

Curative operation

approximation were removed

leaving a 3cm cutaneous opening

M: males, VS: vacuum system

bag to the vacuum system was similarly insufficient, since
the application of even the minimum vacuum pressure
(-9kPa) collapsed the bag. Thus, in cases of enteric con-
tent drainage through the surgical incision we preferred
the air-tightly secure placement of either PVC (N=2) or
soft silicon drain tubes (N=1) via the colostomy bag up
to the dermal gap and connection of the drain tubes to
the vacuum system. With this technique the inflamed,
ischemic or necrotic tissues of the abdominal wound
were drained into the bag, while the gastrointestinal tract
content was driven away of the wound into the vacuum
system collector. The vacuum was applied continuously
throughout the day and the gastrointestinal content out-
put was recorded every 24 hours. The vacuum was dis-
connected when less than 30mL of gastrointestinal tract
content drainage was recorded within 24 hours and when
obvious improvement of the local signs of inflammation
was noticed.
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Patient characteristics, details of the gastrointestinal
leaks and the application of the proposed vacuum system
are shown on Table 1. All fistulae were healed spontane-
ously within 3-14 weeks (median 6). None of the patients
developed generalized peritonitis, abscess formation or
would dehiscence. A single fistula was successfully crated
in all patients and none of the patients developed adverse
events while all abdominal wounds were healed unevent-
fully.

Vacuum assisted closure (VAC) therapy represents a
well-established effective treatment option for the treat-
ment of infected wounds, traumatic open abdominal
wounds, wounds with bone exposure, pressure ulcers,
diabetic foot ulcers and ulcers arising from venous ecta-
sia in the extremities. The method is contraindicated or
should not be applied in unexplored or non-enteric fis-
tulae, in wounds with necrotic tissue, in the treatment of
osteomyelitis, over actively bleeding tissues, over wounds
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being in contact with exposed blood vessels or organs, in
previously irradiated or sutured vessels or organs, or in
patients treated with anticoagulants [3]. However, the ap-
plication of the negative pressure for the management of
enterocutaneous fistulae arising within an open abdomen
still remains controversial with various reports favoring
[4] and other being against its use [5].

In conclusion, the application of low vacuum pressure
on the distal end of either the intraoperatively placed silicon
drain tubes or the newly placed PVC tubes can desirably
lead to an enterocutaneous fistula formation through a sin-
gle point, disrupting the unfavorable sequences of the leak.
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Frequency of thyroid disease among breast cancer patients: a
descriptive study of breast cancer patients

Dear Editor,

Currently, there are numerous studies on the relation-
ship between breast cancer and thyroid disorders. Al-
though the exact mechanism of the relationship remains
unclear, many studies have shown that thyroid diseases
are common among women with breast cancer [1,2].
Some investigators have suggested increased breast can-
cer risk in patients treated for thyroid disorders, but oth-
ers believe that there is no association between thyroid
diseases and risk of breast cancer [3].The purpose of this
descriptive study was to examine the frequency of thyroid
disease among breast cancer patients and to compare pa-
tient and tumor characteristics in patients with and with-
out thyroid disease.

We retrospectively analysed the medical records
of breast cancer patients diagnosed between 2004 and
2012 in Hacettepe University, Institute of Oncology.

We examined the frequency of patients with known
thyroid diseases including hyperthyroidism, hypo-
thyroidism, Hashimoto's thyroiditis and multinodular
goiter and searched patients with suspected thyroid
diseases. We evaluated tumor size, tumor grade, estro-
gen and progesterone receptor status, HER-2 expres-
sion and histology of primary tumors. Pearson’s chi-
square test was used for statistical analysis. A value of
P<0.05 was considered statistically significant.

Among 2218 patients with breast cancer, 445
(20.1%) cases with thyroid diseases were found. The
majority had multinodular goiter (7.9%, N=177) and
diffuse goiter (6.9%, N=153). The incidence of other
thyroid disorders are shown in Table 1. There was no
statistically significant difference in patient and tumor
characteristics between patients with and without thy-
roid diseases.

The relationship and coincidence of breast cancer
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Table 1. Distribution of thyroid diseases and
thyroidectomy in breast cancer patients

Thyroid disease N %
Multinodular goiter 177 7.9
Diffuse goiter 153 6.9
Hashimoto’s thyroiditis 20 0.9
Thyroid cancer 9 0.4
Toxic goiter 6 0.3
Thyroidectomy 124 5.6

with thyroid disorders is a subject of extensive debate.
In a prospective study, prevalence of autoimmune
thyroid disorders in Greek breast cancer patients was
found to be higher (43.9%) than in patients with benign
breast diseases (19%) and healthy controls (18.4%) [4].
Ron et al. reported that there was a significantly elevat-
ed risk of thyroid cancer following breast cancer and
breast cancer following thyroid cancer [3].The results
of our study also support their conclusion. Our study
suggests a fairly frequent occurrence of thyroid disease
among breast cancer patients. However, we could not
find an association between the presence of a thyroid
disorder and any tumor characteristic.

Breast cancer may share some similar etiologic fea-
tures with thyroid disease. For instance, thyroid and
breast, both are under the influence of similar hormones.
On the other hand, estrogen may influence the develop-
ment, physiology and pathology of human thyroid gland
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[5]. We did not check all breast cancer patients for thy-
roid disease, we evaluate only patients with known thy-
roid disease and patients with suspected thyroid disease
so there might be an information bias in our study. Given
the inconclusive evidence in the literature we believe that
further analytical studies in larger populations are clearly
warranted. Meanwhile, we suggest oncologists to check
for thyroid disease in women with breast cancer.
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