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Promoted by the Brazilian Society of Cancerology (SBC), the XXIIIl BRAZILIAN
CONGRESS OF CANCEROLOGY - CONCAN 2023 will bring together research
institutes, universities, doctors, and health managers from the main organi-
zations of our country to, jointly, discuss the oncological practice, providing
the greatest immersion in Oncology of South America.’

It will be held in Bahia, on July 28 and 29 of this year, more precisely in the
brand new and advanced Convention Center of Salvador (CCS)," a space de-
signed to provide a differentiated experience to visitors and event directors,
and adapted to the new reality for safe deliveries, following all protocols.?
With a bold and welcoming architecture, the CCS has an excellent location
and offers flexibility with modular spaces, fully adaptable, as well as qualified
and professional management to meet different types of events, presenting
22 thousand m? of space for plenary sessions and exhibitions, 44 thousand
m? of area for outdoor events, 3 thousand m? of modular halls on the mez-
zanine, 20 options of rooms/cabins (50-160 m2), two modular pavilions of 5
thousand m2 each, as well as 1480 parking spaces.?

This year, the largest Brazilian event of Cancerology will have the participa-
tion of more than 200 national and international invited speakers, aiming
to present the advances discussed at ASCO, bringing updates in molecular,
tumor and oncogenetic biology and discussions on different related topics,’
covering all medical specialties and other professions that work in all stages
of diagnosis, treatment and follow-up of cancer, including surgeons working
in the specialties of Head and Neck, Neurosurgery, Oncological Surgery, Tho-
racic Surgery, Gynecology, Urology, Digestive System Surgery, Coloproctolo-
gy, Urology, Mastology, as well as radiologists, pathologists, oncogeneticists,
radiotherapists, otolaryngologists, neurologists, dermatologists, pulmonolo-
gists, specialists in Nuclear Medicine, gastroenterologists, hepatologists, hema-
tologists, hepatologists, oncologists, nutritionists, psychiatrists, geriatricians,
oncology nurses, psycho-oncologists, oncological nutritionists, pharmacists,
hospital dentists and oncological physiotherapists. Residents of Medicine
and Multiprofessional programs will have the opportunity to know the recent
advances in Cancerology (Sensu Lato)!

Welcome to Bahia for CONCAN 2023!
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ABSTRACT

Introduction: Colon cancer is common in men and women worldwide, in Brazil
and specifically in Sdo Paulo, some genetic polymorphisms may be associated
with the development of neoplasms of epithelial origin, such as colon polymor-
phism of the epidermal growth factor ( EGF+61 A/G) Objective: To analyze,
through the application of the machine learning method, the role of the genetic
polymorphism of EGF+61 A/G in the risk of development and the probability of
progression of colon and rectum adenocarcinoma. Materials and methods:
cross-sectional case-control study analysis was performed using the Python
programming language and machine learning algorithms to carry out statis-
tical modeling. Results: 187 individuals participated, 112 from the case group
and 72 from the control group, 48.21% male and 50.89% female. The mean age
of the case group was 58 years and the control group 59 years. Of the patients
in the case group, 6% (7 patients) present with clinical stage I, 31% (35 patients)
with clinical stage Il, 38% (43 patients) with clinical stage Ill and 23% (26 pa-
tients) with clinical stage IV. Probabilistically, 27 out of 47 participants without
cancer with the A/G polymorphism may not have the oncological condition and
20 out of 47 may develop the condition, that is, 57.45% and 42.55% respectively,
and of patients with cancer and polymorphism, 55.56% will not have disease
progression and 44.44% may have progression. Conclusion: Our study re-
vealed a correlation between patients with the EGF +61 A/G polymorphism and
a 42% possibility of developing colorectal cancer within their lifetime. Patients
with the polymorphism and also with neoplasia have a 44% chance of disease
progression.

Keywords: colon cancer, EGFR, EGF+61, genetic polymorphism, mutation,
cancer.
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INTRODUCTION

The redefinition of living standards, demographic
changes, nutritional patterns, reduction in the mor-
tality and birth rates, indicate the extension of life
expectancy and the aging of the population. Also in-
creasing the chronic-degenerative diseases, among
them cardiovascular and cancer ™.

Brazil is in an epidemiological transition, with an
increase in the number of older adults and, conse-
quently, in tumors, including colorectal cancer (CRC) .
According to data collected by the National Cancer
Institute (INCA)®, around 40 thousand new cases
were estimated in Brazil for the three-year period
from 2020 to 2022. This incidence is not homoge-
neous in the country, predominating in the South
and Southeast regions and mainly in the States of
Sdo Paulo, Rio de Janeiro and Rio Grande do Sul,
where the highest mortality rates for this type of
neoplasm also occur“®. This is due to sociodemo-
graphic and cultural inequalities and access to
health services®.

Cancer mortality in 2013 nationwide was estimated
at 15,415 cases; 7,387 men and 8,024 women. In
addition to the cases already documented, the in-
crease in incidence and mortality is already expected
for the coming years, since between 1979 and 2000
there was an average annual increase of 3.5%, cur-
rently occupying the fifth cause of death from neo-
plasms©7,

Colorectal cancer is a consequence of the preva-
lence of its multiple risk factors, which include obe-
sity, a diet rich in red meat and processed foods,
alcoholism, smoking, in addition to the aging of the
national population in recent decades?®9., These
components induce cumulative mutations, which
are key players in the multi-step process of colorectal
carcinogenesis (19,

All tumor cells present genomic instability, whether
due to hereditary or acquired mutations. These al-
terations can occur at several levels, whether in a
single nucleotide, a segment of DNA, also called
microsatellite, entire genes or even entire chromo-
somes (11149,

The accumulation of mutations and genetic alterations
that favor tumor progression, such as adeno-
ma-carcinoma progression exemplified in figure 1,
can occur through two important pathways that affect
the expression of both tumor suppressor genes and
familial adenomatous polyposis (APC) and the tumor

Mucosa Yy I
Submucosa SEEIEE SIERCE me SSGIAE SO
Muscular's & £ = =
prépria
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suppressor gene (TP53), as oncogenes (KRAS, PI3K-
CA, BRAF and NRAS genes). In the first, mutagenic
alterations can occur through chromosomal insta-
bility, originating from the duplication or deletion
of chromosomal stretches, corresponding to 85%
of the registered cases of RCC. In the second, muta-
tions can occur due to microsatellite instability, cor-
responding to 15% of cases, and it is not uncommon
for both events to occur concomitantly, as shown in
the figure below (9. In them, in addition to alterations
in the genes responsible for the suppression and
progression of tumors, alterations in the DNA repair
mechanisms and epigenetic modifications may be
present ("7,

NORMAL COLON MUCOSA AT RISK CARCINOMA

ADENOMAS
.\

loss of

Methylation

Germlines mutations
(Inherited) or somatic
(acquired) of cancer
suppression genes
(“first event”)

Proto-onc

inactivation of
normal alleles
(“second event”)

suppressor genes
COX-2 overexpression

Macroscopic
chromosomal
alterations

p53at 17p13
PDH at 18q21
(SMAD 2 and 4)

KRAS at 12p12 Telomere,

APC
APC at 521 ‘ ‘ j-catenina ‘

many genes ‘

Figure 1: Colon adenoma-carcinoma sequence from normal
to carcinoma.

Therefore, being a disease that can be prevented
and diagnosed early, it is important to implement
screening programs such as colonoscopy and fecal
occult blood tests, in addition to lifestyle changes,
which have an impact on the incidence and mortality
of the pathology 819,

Colorectal cancer is more common around 60 years
of age and has a long preclinical phase, taking years
for the onset of symptoms (20). The main signs and
symptoms are pain, change in bowel habits, weight
loss, anemia, palpable mass, vomiting, tenesmus,
rectal bleeding ©@".

For colorectal cancer staging, the American Joint
Committee on Cancer (AJCC) is used, which is cur-
rently in its eighth edition, and classifies the tumor
according to size (T), lymph node invasion (N) and
distant metastasis (M), thus generating the prognos-
tic grouping, as shown in Tables 1 and 2 22,
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T Primary tumor

T0 No evidence of tumor

Tis Carcinoma in situ

T1 Tumor invades submucosa

12 Tumor invades muscularis propria

T3 Tumor invades through the
muscularis propria

T4 Tumor invades visceral peritone-
um or adheres to adjacent organ/
structure

T4a Invades visceral peritoneum

T4b Invades adjacent organ

N Regional lymph nodes

NO No involvement

N1 1 to 3 positive lymph nodes

N1a 1 lymph node

N1b 2 or 3 lymph nodes

N1c No lymph nodes but there are
tumor deposits

N2 4 or more positive regional lymph
nodes

N2a 4 to 6 regional lymph nodes

N2b 7 or more regional lymph nodes

M Distant metastasis

MO No distant metastasis

M1 Distant metastasis present

M1a Metastasis in an organ other than
the peritoneum

M1b Metastasis in 2 or more organs
except peritoneum

M1c Peritoneal metastasis with or

without involvement of other organs

Table 1: TNM classification by the American Joint Committee
on Cancer 8th edition

Another factor related to tumor development at
the cellular level are growth factors and their recep-
tors @3, Tumor cells can express a greater amount
of surface receptors, thus increasing their sensitivi-
ty to these factors . An example is the endothelial
growth factor (EGF) and its receptor (EGFR), much
studied because they are elements involved in a sig-
naling cascade responsible for cell proliferation,
differentiation and migration 529,

Endothelial growth factor (EGF) was discovered in
1962 by Cohen @” and, since the initial characterization
of its interaction with cell surface receptor (EGFR) in
1975 by Carpenter et al @9, it has been extensively
studied (29). It is considered a protein growth fac-
tor belonging to the EGF family, which consists of at
least eight members 2.

The epidermal growth factor receptor (EGFR) is
a transmembrane protein activated by the binding
of its specific ligands, including epidermal growth
factor and transforming growth factor a (TGFa) ©".
After being activated, it undergoes a transition from
an inactive monomeric form to an active homodimer
@Y, In addition to forming homodimers upon ligand
binding, EGFR can pair with another member of the
ErbB receptor family to create an activated
heterodimer®©2.

Dimerized EGFR stimulates intracellular protein tyro-
sine kinase activity. Autophosphorylation of several
EGFR tyrosine (Y) residues occurs ©3, which causes
activation and downstream signaling by several other
proteins that associate with phosphorylated tyro-

T N M
Stage 0 Tis NO MO
Stage | T1,T2 NO MO
Stage IIA T3 NO MO
Stage IIB T4a NO MO
Stage IIC T4b NO MO
Stage IlIIA T1,T2 N1/N1c MO
T1 N2a
Stage IlIB T3-T4a N1/N1c MO
T2-T3 N2a
T1-T2 N2b
Stage IlIC T4a N2a MO
T3-T4a N2b
T4b N1/N2
Stage IVA Any T Any N M1a
Stage IVB Any T Any N M1b
Stage IVC Any T Any N M1c

Table 2: Prognostic grouping by the American Joint Committee on Cancer 8th edition
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sines through their own Src homolog 2 (SH2) phos-
photyrosine-binding domains. These downstream
signaling proteins initiate several signal transduction
cascades, most notably mitogen-activated protein
kinases (MAPK), serine-threonine kinase (Akt) and
c-Jun N-terminal kinase (JNK) pathways, leading to
the synthesis of DNA and cell proliferation ©¢4. And
they modulate phenotypes such as cell migration,
adhesion and proliferation.

About 50% of metastatic RCCs have mutations
in the RAS gene . Therefore, dysregulation of EGFR
in colorectal cancer is frequent, whether due to in-
creased expression, gene amplification or mutation,
thus increasing tumor growth and development, an-
giogenesis, in addition to inhibiting apoptosis, which
is @ mutation investigated in patients, with therapeu-
tic implication ©¢38. It is believed that up to 60% of
colon tumors may have the EGF receptor overex-
pressed 839,

Currently, specific medications have been developed
to block this receptor and it's signaling pathway,
such as monoclonal antibodies and tyrosine kinase
inhibitors “9, Cetuximab, a chimeric monoclonal an-
tibody that competes for binding to the extracellu-
lar domain of EGFR, thus preventing its activation, is
part of the collection for the treatment of colorectal
cancer, already approved in association with che-
motherapy in patients with metastatic colorectal
cancer “143),

Panitumumab, a recombinant monoclonal anti-
body that binds to the human EGFR receptor and inhibits
its autophosphorylation, was also approved in meta-
static patients refractory to chemotherapy “4 mainly
in progression-free survival but there was no signifi-
cant gain in overall survival “.

The BOND study showed the efficacy of cetuximab
in patients with metastatic colorectal cancer in com-
bination with irinotecan, in addition to the benefit of
panitumumab in the treatment and progression-free
survival of these patients®“e47,

The gene encoding endothelial growth factor was
initially identified on chromosome 4q by Morton ©8,
Soon after, Shahbazi, in 2002, with emphasis on the
replacement of adenine by guanine at position +61
(EGF+61), assumed a higher serum expression of
EGF due to the proximity of the +61G locus and the
region involved in the regulation of the EGF gene,
thus, he associated this polymorphism with the risk
and development of melanoma “®52,

Su et al, in 2014, demonstrated an association
of the polymorphism with tumor of the larynx and
pharynx (53), and the association with non-small cell

O papel do Polimorfismo Genético do Egf+61 A/G no risco
de desenvolvimento e progressdo do Adenocarcinoma Colorretal

lung cancer was also positive in the study in the
population of Portugal by De Mello, 2012, indicating
the detection of EGFR and KRAS mutation in meta-
static patients with this neoplasm®2.

In 2012 Araujo associated the G variant of the
polymorphism with the risk of cervical cancer (55). A
meta-analysis in hepatocellular carcinoma also cor-
related EGF+61 A/G with cancer risk, especially in the
Asian population . There was also a relationship
with polymorphism and risk of developing glio-
mas (57,58)'

In the Brazilian population, however, there was
no association between the polymorphism and
the risk of lung cancer, according to Laus, 2019 ©9.
In the study on triple negative breast cancer, there
was no evidence of amplification of the EGFR gene
in the study by Nakajima, 2014 ©0, It is believed that
individuals with the A/A genotype produce less EGF
than individuals who have the G variant®©". Thus, we
observed that there are both positive and negative
results regarding this polymorphism.

Despite the development of new medications for
the treatment of colorectal cancer, it is more benefi-
cial in terms of public health to prioritize prevention
over treatment, also because treatment does not al-
ways reach expected levels ©2.

New methods to collaborate in the detection and
tracking of neoplasms have been developed, among
them machine learning ¢, a method that creates
and automates analytical models through algo-
rithms based on examples and observations©%®. |n
this method, the artificial intelligence model, which
unites mathematics with computation, learns from
the data provided by the researchers, through ex-
amples provided, instead of rules, in this way the
method becomes capable of predicting prognosis,
diagnosis and even treatment®.

In breast cancer, for example, mammography,
magnetic resonance imaging, breast ultrasound and
biopsy are used as screening, using the machine
learning method to predict the patient’s risk of having
the neoplasm or not, thus avoiding unnecessary ex-
penses 79, Similarly, prostate specific antigen (PSA),
prostate digital rectal examination, transrectal pros-
tate ultrasound and correlation with positive biop-
sies for prostate cancer were studied, the machine
learning method was able to avoid 50% of unneces-
sary biopsies .

Hospital Sao Paulo - UNIFESP is a scientific center
of reference in Oncology in the Southeast and in Bra-
zil, with a considerable number of patients with co-
lon and rectal cancer followed in its clinical services.
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Patients with colorectal adenocarcinoma treated at
this hospital have not yet been submitted to a search
for genetic polymorphisms of EGF+61 A/G and there
are no known studies of this kind in the population
of Sdo Paulo.

In view of this, this work is justified by the impor-
tance of bringing a study that can reveal the genetic
profile of this polymorphism in the population, iden-
tify its relationship with colon adenocarcinoma and
raise possibilities for prevention and therapy allied
to oncogenetics in future studies.

GOAL

To analyze the role of the genetic polymorphism
of EGF+61 A/G in the risk of developing colon and
rectum adenocarcinoma and the role of this poly-
morphic variant with the probability of disease pro-
gression in patients with the oncological condition.

To apply the machine learning method to the risk
of patients with colon and rectum adenocarcinoma.

MATERIALS AND METHODS
Type of study, population and sample

This is a cross-sectional case-control study. All par-
ticipants were over 18 years of age who agreed to
participate after signing the Free and Informed Con-
sent Form.

The first group, experimental, consisted of patients
with a diagnosis of colon or rectum adenocarcinoma
confirmed by histopathological analysis, the second
group of healthy patients, without neoplasia, who
were waiting in line at the Central Laboratory, to per-
form the blood test collection.

Other data on these clinical patients were acquired
by reviewing medical records. For a confidence level
of 95%, a sample calculation of 139 patients in the
neoplasm group and 139 patients in the risk group
was estimated.

Variables considered

The variables considered for patients with neo-
plasia were: age at admission, histological diagno-
sis, initial staging according to the American Joint
Committee on Cancer eighth edition, location of
the primary tumor (descending or ascending colon,
rectum), functional classification by Eastern Cooper-
ative Oncology Group (ECOG) table 3, dates of pro-
gressions, date of death.

Degree ECOG performance

(] Active, no restriction on activities

1 Restricting extreme physical activity

2 Capable of self-care, independent
more than 50% of the time

3 Dependent for care, confined to
bed more than 50% of the time

4 Disabled, totally dependent on
care, confined to bed

5 Death

Table 3: Classification of functionality by the Eastern Coopera-
tive Oncology Group

Patients with a histopathological diagnosis other
than adenocarcinoma, patients whose initial tumor
location was not in the colon or rectum were excluded
from the study. As well as the cases that were un-
successful in the extraction and polymerase chain
reaction (PCR) in real time.

DNA extraction

For the transmission of Deoxyribonucleic Acid
(DNA) from leukocytes, 5 mL of peripheral blood
were collected, with 15% ethylenediaminetetraacetic
acid (EDTA) to prevent blood clotting. The samples
were manipulated from the stages of gestation and
DNA purification using PROTOCOL 2 - 30 minutes of
DNA extraction from the blood sample of the Easy-
DNA™ DNA Extraction Kit gDNA Purification Kit;
Thermo Fisher Scientific.

Real-time polymerase chain reaction

Genomic DNA (gDNA) samples were subjected to
real-time polymerase chain reaction (PCR) using the
TagMan® methodology (Applied Biosystem). Primer
probes and specific probes (Applied Biosystem, Fos-
ter City. CA) corresponding to the region close to the
EGF+61 gene were used, according to the previously
described methodology.

For the reactions, a real-time PCR system was
used, the sufficient conditions employed for a reac-
tion were: 1 picomolar (pmolar) of the forward and
reverse primers; 100 nanometers (nM) of probes la-
beled with VIC® and FAM; 30ng of DNAg and nucle-
ase-free water (Sigma-Aldrich) and sufficient amount
for a final volume of 50 microliters. The cycling con-
ditions were: 50 degrees Celsius (°C) for 2 minutes,
95°C for 10 minutes, followed by 40 cycles of 95°C
for 15 seconds, 60°C for 1 minute. In all reactions,
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Fluorescence

negative controls and three positive controls were
used, one sample of each genotype. Each sample was
analyzed in duplicate.

Table 4 shows the sequences of the primers and
probes used to detect the polymorphism in the EGF
+61 gene (A/G)

Primer/Probe Sequence (5'- 3')

Forward primer CTT CTT TCA GCC CCA ATC CA
Reverse primer GAA AAA GAA AGG AAGTGATGG A
A. Specific probe
(FAM dye reporter) | FAM AGG GTT GTA GCT GGA A
G - Specific probe
(reporter dye VIC) VIC AGG GTT GTG GCT GGA

Table 4: Sequences of primers and probes for the detection
of polymorphism in the EGF+61 gene (A/G)

The methodology is based on the use of a spe-
cific probe for a studied target, having at one end
a fluorophore (VIC/FAM) and at the other end a
molecule called Quencher, in which when there is a
connection between the probe and the tape Simple
DNA probe degrades due to the activity of taq poly-
merase, consequently generating the separation of
the quencher from the fluorophore, releasing the
proper luminosity. For the amplification reaction, 1.0
ul of sample containing a minimum value of 30 ng
of DNA, 0.5 ul of probes and specific primers for the
region of interest, in this case EGF+61 and 5.0 ul of
Tagman genotyping master mix.

Controls from samples that express the variants
of the genotypes: AG, AA and GG were also used. After
adding the samples and reagents, the plate was taken
to the thermocycler, with the occurrence of the dena-
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turation steps, which consist of degrading the double
strand of DNA at a temperature of 95°C; annealing,
which consists of implementing the probe and the
specific primer in our target region at a temperature
of 60°C; extension, which consists of the activity of
Taq polymerase, carrying out the implementation
of the necessary nucleotides to shape a new target
region.

We can see the examples of the real-time PCR
amplification curve in the figures below, in figure 2
there is the AA genotype, in figure 3 we can see the
AG genotype and in figure 4 the PCR curve of the GG
genotype.
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Figure 3: Real-time PCR amplification curve showing the AG
genotype
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Figure 2: Real-time PCR amplification curve showing the AA
genotype
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Figure 4: Real-time PCR amplification curve showing the
GG genotype
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Statistical analysis

Statistical analysis was performed using Python
programming language and machine learning algo-
rithms to perform statistical modeling. Performed
predictive analysis and final prediction model by
Random Forest Classifier. Through this classifier, the
relations between the response variable, AG, and the
explanatory or independent variables, AA and GG,
were verified, and the prediction of the possibility of
developing cancer or not was obtained, as well as
the prognosis of these patients with nucleotide AG,
through a progression analysis. The final prediction
model was made by random forest classifier. The
scikit-learn, pandas and numpy libraries were used.

RESULTS

A total of 187 individuals participated in the study,
112 from the neoplasm group and 72 from the risk
group. The study took place in the midst of the
Covid-19 pandemic, in which many patients were
rescheduled, or attended by telemedicine, thus the
number of participants initially estimated was not
reached. Therefore, a collection of 2 patients with
cancer for 1 risk patient without cancer was chosen
to increase statistical power. Three participants in
the cancer group were excluded for not meeting the
inclusion criteria and two others for failure in the
PCR extraction procedure, as shown in Table 5.

187 participants

3 excluded by the criteria 115 with cancer

2 extract failures PCR 112 with cancer

Pairing to collect risk
participants
72 participants

110 with cancer

Table 5: Flowchart of the patient selection process and final
participant results

The mean age of the case group was 58 years
and the control group 59 years. Of the patients in
the case group, 6% (7 patients) present with clinical
stage |, 31% (35 patients) with clinical stage Il, 38%
(43 patients) with clinical stage Il and 23% (26 pa-
tients) with clinical stage IV, as shown in table 6.

Cases (112) (%) | Controls (72) (%)
Gender
Masculine 54 (48%) 33 (45%)
Feminine 58 (52%) 39 (55%)
Age 33-83 anos 31-87 anos
Ethnicity
White 70 (62%) 44 (61%)
Brown 25 (22%) 19 (26%)
Black 8 (7%) 7 (9%)
Yellow 5 (4%) 2 (2%)
No information 4 (3%) 0
Location
Colon 85 (75%) -
Rectum 27 (25%) -
Staging
| 7 (6%) -
Il 35(31%) -
1l 43 (38%) -
\% 26 (23%) -

Table 6: Clinical characteristics of the participants

The distribution of genotypes of patients with and
without cancer is shown in Table 7. Two participants
in the group of cancer patients were unsuccessful in
DNA extraction and were excluded from the study.

Genotype Group Case (%) | Group Risk (%)
AA 25 (22%) 20 (27%)
AG 55 (50%) 27 (36%)
GG 30 (28%) 27 (36%)

Table 7: Frequency of EGF+61 A/G polymorphism geno-
types in patients with colorectal cancer and in healthy pa-
tients

The data obtained are nominal qualitative or
categorical and the AG nucleotide represents the
response variable. The objective is to classify AG
patients according to the probability of developing
cancer. Through statistical modeling, relationships
were built between the response variable, AG, and
the explanatory or independent variables, AA and
GG, to obtain predictions regarding the possibility
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of having cancer or not, as well as the prognosis of
these patients, through a predictive analysis regarding
its progression.

The characteristic of interest is the PCR, which has
three categories: AA, AG and GG. The model learned
in a supervised way to make predictions based on
these categories, so its one-hot-encoding, dum-
my variables were created from this characteristic.
Dummy variables were created from this line of code
(figure 5).

[371: df2- pd. ( data df1, columns [ 1

Figure 5: Code for creating dummy variables

The dummy variable only takes the value 0 or 1 to
indicate the presence or absence of specific condi-
tions, these categories were classified in a mutually
exclusive way. Thus, three columns were created:
pcr_AA, pcr_AG and pcr_GG, as shown in figure 6.

[61]:

display (df2)

pcr AA pcr AG pcr_GG

Figure 6: PCR columns

With the encoder already created, the target was
then specified. In y we store the pcr_AG, this be-
ing our response/target variable. In x we store the
column pcr_GG and pcr_AA, the predictor variable.
Thus, with the predictor variable and the target vari-
able created, the data was divided into two groups:
the training group and the test group, as shown in
figure 7.

Figure 7: Line of code for training group and test group

O papel do Polimorfismo Genético do Egf+61 A/G no risco
de desenvolvimento e progressdo do Adenocarcinoma Colorretal

First, the model was trained to improve the learning
conditions and thus adjust the best accuracy. In this
way, it was trained on the x_training and y_training
variables using 75% of the data. After concluding
with no presence or the least amount of false posi-
tives and negatives in this model and good accura-
¢y, the learning obtained from the x_training and
y_training data in x_test and y_test was applied.

Thus, the training model learned in such a way
from the data that it was possible to observe, as
shown in Figure 8, that the accuracy was 100% and
the presence of false positives or false negatives was
not identified, thus the random forest classifier algo-
rithm learned in a satisfactory way.

, random_state = 42)

* rf = RandomForestClassifier (n_estimators

rf.fit (x_treino, y_treino

: RandomForestClassifier (n_estimators = 1000, random_state = 42)

Figure 8: Training model with 100% accuracy

With the model already trained, the remaining 25%
of the data was used in the variable x_test and y_test
and a probabilistic classifying prediction inference
was made in relation to the target, pcr_AG, as shown
in figure 9.

resultado_rf - rf | (x_teste)

(pd. (y_teste, resultado_rf , rownames - [ R4l ], colnames =[ 1, margins )

——— ™™ m
Predito 68 1

Real

(] 21 6 2

1 0 20 20

ALl 21 20

Figure 9: Code for predicting the target with the remaining
25% of the data

The result of all learning and the expected proba-
bility of these patients who have the AG nucleotide
sequence of developing or not developing cancer
was visualized through the confusion matrix of figure 10:

ifier(n_estimators , random_state

predictions
(' y o este, predictions))

este, predictions)
']
y(cm, display_labels=labels)

ste, predictions, target names=labels))

Figure 10: Confusion matrix
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It is possible to observe in Figure 11 that thereisa
probability of 27 out of 47 participants not having colorec-
tal cancer and 20 out of 47 may develop the condi-
tion, that is, 57% and 42% respectively. Through this
method, any data added to this already trained model
will be classified accordingly.

score = 1.0
25
sem cancer 27 20
15
10
com cancer
5
0

sem céancer com cancer
Predicted label

TFue label

Figure 11: Result of the probability of participants with the
A/G genotype of developing cancer

The model already classified according to the pos-
sibility of having cancer or not, these patients with
cancer were categorized according to their progno-
sis, that is, the same dataframe was used, adding the
columns ‘staging’ and ‘progression’ contained in the
same original dataset and that made part of statisti-
cal prediction.

The training data accounted for 75% of the data
contained in the dataset and 25% for the final test.
The target for the model was the AG nucleotide and
the model gave us the output as to the probability
of these cancer patients developing a progression or
not. The staging in the dataset has the information: I,
I, Il and IV if progression occurs. The trained model
reached an accuracy of 100%, the presence of false
results was not observed, which led to an accuracy

of 100%.
Accuracy score = 1.8
14
Sem progressao 2
10
8
6
Com progessao 4
2
0

Sem progressao Com progessdo
Predicted label

Tue label

Figure 12: Possibility of patients with colorectal cancer with
the AG genotype of presenting disease progression during
follow-up

The above confusion matrix shows us that the pre-
diction for the model, after training with the data,
from the historical data, 55% of the patients will not
have disease progression and 44% may have disease
progression, as shown in figure 12.

DISCUSSION

The epithelial growth factor plays an important
role in normal cells for cell survival and prolifera-
tion, but also in tumor cells acting in angiogenesis,
metastases and inhibition of apoptosis 2. This poly-
morphism in the +61A/G position of the EGF gene
has already been studied in susceptibility to tumors,
however, there were different results in the tumors
studied.

Cheung et al associated the polymorphism with
an increased chance of developing esophageal re-
flux disease and esophageal neoplasia in the Cana-
dian population 3. Seeking to correlate risk factors,
Browmick showed increased levels of EGFR in pa-
tients with glioblastoma with this mutation 4.

According to Wu et al (75), the GG genotype is
associated with greater susceptibility to the devel-
opment of colorectal cancer in Caucasians, a result
also found by Lin et al " and Zhu et al "® both in the
Chinese population. On the other hand, Lau et al 77
did not find the same relationship in the Malaysian
population. Our study shows that patients with the
EGF A/G genotype also have a high risk of de-
veloping colorectal cancer. It is observed that most
of the studies carried out were in the eastern popu-
lation, with different characteristics in the Brazilian
population.

The meta-analysis carried out in 2012 by Li et al ™®
evaluated 41 case-control studies and showed that
variants of the +61 genotypes have a higher risk of
developing cancer. Piao et al (48) in their meta-analy-
sis also evidenced the correlation between the poly-
morphism and the risk of gastrointestinal cancer,
mainly colorectal and esophageal, but not gastric
tumors. These studies are in agreement with our re-
sults, in which 42% of the patients studied may de-
velop the disease.

Li et al also showed a relationship between the
+61G allele and a higher risk of colorectal, esopha-
geal, stomach and hepatocellular cancer, and these
data were more significant in patients of mixed ethnici-
ty and Europeans than Asians (47). Given the small
number of participants of Asian ethnicity, we did not
obtain statistical significance for comparison, and
the Brazilian ethnicity differs from the European one.
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The machine learning analysis method is still little
explored in the medical field, Kennion makes a sys-
tematic analysis of the studies that used the method
and identifies that among the reasons for the lack of
enthusiasm in its implementation is the lack of un-
derstanding of how this analysis method works, as
well as such as the difficulty in identifying the best
algorithm @9,

This analysis method, which involves statistics and
computation, has shown great effect in preventive
medicine, as in our case, in which, through the collec-
tion of liquid biopsy, we can predict risk of devel-
opment and progression of colorectal neoplasia. It
is important to emphasize that this method does
not replace investigation and diagnosis, but helps
to identify high-risk cases, so that they can be diag-
nosed and treated early ©9.
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1.1 Epidemiologia do cancer de mama no Brasil

O cancer de mama é um problema de saude publica no Brasil e no Mundo,
com alta incidéncia e mortalidade.

Em 2020, estimativas do Global Cancer Observatory (Globocan), elaboradas
pela International Agency for Research on Cancer (larc), apontam que ocor-
reram 19,3 milhdes de casos novos de cancer no mundo (18,1 milhdes, se
forem excluidos os casos de cancer de pele ndo melanoma). O cancer de
mama feminina foi o mais incidente, com 2,3 milhdes (11,7%) de casos novos.

Segundo o Instituto Nacional de Cancer (INCA), ocorrerdo 73.610 casos no-
vos de cancer de mama no Brasil em cada ano do triénio 2023-2025. Excetuando-se
os casos de cancer de pele ndo melanoma, é o primeiro em incidéncia na
populacdo feminina brasileira.

Estima-se que a incidéncia de cancer de mama entre as brasileiras nos proxi-
mos 20 anos terd um aumento de 47%.

Infelizmente, devido ao atraso diagndstico e adesao insuficiente
da populagdo ao rastreamento mamografico, mais de 75% dos casos de
cancer de mama no Brasil sdo diagnosticados em estagios avangados (Il
Il ou IV). Isto é particularmente relevante no ambito do sistema publico de
saulde, onde estas dificuldades sdo cotidianas.

1.2 Cancer de mama Her-2 positivo

A hiperexpressdo do receptor tipo 2 do fator de crescimento epidérmico
humano (Her-2) confere ao cancer de mama conhecida agressividade, com
altas taxas de recidiva e morte.

A positividade de hiperexpressao do Her-2 é definida por imuno-histoquimica
tumoral (score 3 de expressao) e/ou positividade no FISH.

O estudo brasileiro AMAZONA, observacional, retrospectivo, realizado com
dados coletados de pacientes provenientes do Sistema Unico de Saude e da
Saude Suplementar brasileira entre 2008 e 2009 mostrou que, dos 4912 pacien-
tes estudados, 32,3% eram Her-2-positivo entre os estadios I-IIl.

Este marcador progndéstico motivou os trabalhos do Dr. DennisJ. Slamon, que
em 2001 publicou no New England Journal of Medicine seu estudo revolucionario
evidenciando que o bloqueio especifico do Her-2 pelo anticorpo monoclonal
Trastuzumabe associado ao uso de quimioterapia era capaz de aumentar
a sobrevida das pacientes portadoras de cancer de mama metastatico com
hiperexpressdo de Her-2.



Rev SBC | Sd0 Paulo | 2023 | Vol. 28 | n°65

Parecer da Sociedade Brasileira de Cancerologia (SBC)
quanto a incorporacao de Trastuzumabe-entansina

no tratamento do cancer de mama Her-2-positivo no ambito do Sistema Unico de Satude (SUS)

Desde entdo, o bloqueio especifico do Her-2 por
anticorpos monoclonais e/ou inibidores de tirosi-
na quinase tornou-se a base do tratamento desta
doenca, com alta eficacia e toxicidade manejavel.

Desde os trabalhos do Dr. Slamon, novas molécu-
las foram desenvolvidas com o objetivo de potencializar
os efeitos do Trastuzumabe ou tratar as pacientes
refratarias a ele. Incluem-se a lista o Pertuzumabe,
Tucatinibe, Lapatinibe, Trastuzumabe-entansina e, mais
recentemente, o Trastuzumabe-deruxtecano. Apesar
de ja serem uma realizada na medicina suplementar
brasileira, aincorporagdo destas inovagdes tecnoldgicas
no SUS é lenta e erratica.

1.3 Estratégia de tratamento do cdncer de mama
Her-2 positivo inicial (estagios I a Ill)

O tratamento curativo base do manejo do cancer
de mama inicial é a cirurgia (conservadora ou mas-
tectomia radical) com abordagem axilar individualiza-
da. Entretanto, radioterapia local e em drenagens
linfaticas e tratamento medicamentoso sistémico
podera ser necessario a complementacdo terapéuti-
ca, para reducdo do risco de recidiva e morte cancer
especifica.

Na doenca em estadio |, podera ser realizado trata-
mento cirdrgico primario. Entretanto, tumores = 2cm
com ou sem envolvimento de linfonodos axilares
deverdo idealmente ser tratados com protocolos
neoadjuvantes de quimioterapia (anteriormente a
cirurgia), sempre incluindo o bloqueio simples (Tras-
tuzumabe) ou duplo (Trastuzumabe + Pertuzumabe)
do Her-2. A inclusdo de Pertuzumabe aumentou o
potencial de resposta da terapia neoadjuvante con-
forme os estudos TRYPHANEA e NeoSphere. Apos
conclusdo da terapia neoadjuvante, procede-se
o tratamento cirdrgico habitual e andlise da peca
cirdrgica (anatomia patolégica).

Caso a doenga invasiva tenha desaparecido (pCR
- resposta patolégica completa), espera-se melhores
desfechos em termos de sobrevida livre de doenga
e sobrevida global, diferentemente de quando ha
doenca residual pos-neoadjuvancia. O racional biolégi-
co é que os clones tumorais residuais sdo resistentes
a terapia instituida e, portanto, potencialmente re-
cidivantes.

Pacientes com pCR poderdo seguir a utilizacdo de
Trastuzumabe adjuvante (apos cirurgia) para com-
pletar um ano de tratamento.

Entretanto, no cendrio contrario, um grande es-
forco foi empenhado na tentativa de intensificar o
tratamento das pacientes que tenham doenca residu-
al pos-terapia neoadjuvante, o que poderia minimi-
zar a adversidade prognéstica desta situacdo.

1.3.1 Trastuzumabe-entansina

O Trastuzumabe-entansina (T-DM1) é um anticor-
po conjugado a droga (ADC) constituido pelo Tras-
tuzumabe ligado a Entansina (um quimioterapico
inibidor de microttbulo).

De forma seletiva, o Trastuzumabe inibird o Her-2
da célula tumoral e carreard a molécula citotoxica.
Isso melhora os desfechos clinicos, com baixa toxi-
cidade.

Trata-se de medicamento de administracdo intra-
venosa, a cada 21 dias, por tempo indeterminado no
cenario paliativo ou por 14 ciclos no cendrio adjuvante.

1.3.2 Trastuzumabe-entansina no tratamento do
cancer de mama localizado Her-2 positivo que
ndo atingiu pCR pés-neoadjuvancia

O uso adjuvante do Trastuzumabe-entansina é su-
portado pelo estudo KATHERINE, publicado em 2019
no New England Journal of Medicine.

Trata-se de estudo aberto de fase 3 envolvendo
pacientes com cancer de mama inicial Her-2-pos-
itivo que apresentavam doenca invasiva residual
na mama ou axila na cirurgia apos receber terapia
neoadjuvante contendo um Taxano (com ou sem an-
traciclina) e Trastuzumabe. Os pacientes foram ale-
atoriamente designados para receber T-DM1 adjuvante
ou Trastuzumabe (tratamento padrdo até aquele
momento) por 14 ciclos. Entre 1.486 pacientes
designados aleatoriamente (743 no grupo T-DM1 e
743 no grupo Trastuzumabe), doenca invasiva ou
morte ocorreu em 91 pacientes no grupo T-DM1
(12,2%) e 165 pacientes no grupo Trastuzumabe
(22,2%). A porcentagem estimada de pacientes livres
de doenca invasiva em 3 anos foi de 88,3% no grupo
T-DM1 e 77,0% no grupo Trastuzumabe. A sobrevida
livre de doenca invasiva foi significativamente maior
no grupo T-DM1 do que no grupo Trastuzumabe (re-
ducdo do risco de recidiva invasiva ou morte de 50%).

Portanto, T-DM1 adjuvante tornou-se o pa-
drdo-ouro de tratamento para as pacientes que
ndo alcancaram pCR pés-neoadjuvancia, reduzindo
consideravelmente o impacto progndstico adverso
deste evento e salvando muitas mulheres.

1.4 Estratégia de tratamento do cancer de mama
Her-2 positivo metastatico

No cancer de mama metastatico, a intencdo do
tratamento sistémico instituido é o alivio dos sinto-
mas e melhoria da qualidade de vida pela reducdo
do volume tumoral e o prolongamento da sobrevida
global.
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O protocolo padrdo-ouro para o tratamento de
primeira linha destas pacientes é baseado no estu-
do CLEOPATRA (publicado no New England Journal of
Medicine em 2015), que associa Docetaxel, Pertuzum-
abe e Trastuzumabe. A sobrevida global mediana foi
de 56,5 meses no grupo que recebeu a combinagado
de Pertuzumabe, em comparagao com 40,8 meses
no grupo que recebeu a combinacdo de placebo,
uma diferenca de 15,7 meses. A sobrevida livre de
progressao mediana avaliada pelos investigadores
melhorou em 6,3 meses no grupo Pertuzumabe. O
Pertuzumabe prolongou a dura¢do mediana da res-
posta em 7,7 meses.

Este, entdo, permanece como a terapia de pri-
meira linha padrdo-ouro na doencga Her-2 positiva
metastatica e foi, inclusive, incorporada ao Sistema
Unico de Satde neste cenério.

1.4.1 Trastuzumabe-entansina no tratamento do
cancer de mama metastatico Her-2 positivo apés
falha ao tratamento de primeira linha com quimiotera-
pia e Trastuzumabe

O uso paliativo em segunda linha do Trastu-
zumabe-entansina é suportado pelo estudo EMIL-
IA, publicado em 2012 no New England Journal of
Medlicine.

Trata-se de estudo de fase 3, randomizado, que
designou pacientes com cancer de mama avangado
Her-2-positivo que haviam sido previamente trata-
dos com Trastuzumabe e um Taxano para T-DM1
ou Lapatinibe mais Capecitabina (padrdo-ouro para
a segunda linha até aquele momento). Entre 991
pacientes designados aleatoriamente, a mediana
de sobrevida livre de progressao foi de 9,6 meses
com T-DM1 versus 6,4 meses com Lapatinibe mais
Capecitabina e a sobrevida global mediana foi de
30,9 meses versus 25,1 meses, respectivamente.
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A taxa de resposta objetiva foi maior com T-DM1
(43,6%, versus 30,8% com Lapatinibe mais Capecita-
bina). O T-DM1 tornou-se, portanto, padrdo-ouro de
tratamento de segunda linha.

Entretanto, na atualidade, para este cenario o T-DM1
foi suplantado pelo novo ADC Trastuzumabe-deruxteca-
no, ja aprovado no Brasil pela Agéncia Nacional de
Vigilancia Sanitaria (ANVISA).

1.5 Incorporacdo do T-DM1 no ambito do Sistema
Unico de Saude

Aincorporacdo de T-DM1 nos cendrios adjuvante
e paliativo (segunda linha) é uma realidade de lon-
ga data para as pacientes de medicina suplementar,
mas, infelizmente constitui uma necessidade médi-
ca ndo atendida no ambito do SUS.

Logo, as pacientes sdo privadas da utilizagdo de
tecnologia inovadora altamente eficaz e com baixa
toxicidade em comparag¢do a outras terapias tradi-
cionais existentes.

A utilizacdo no cendrio adjuvante é potencialmente
curativa, reduzindo-se os impactos fisicos, psiquicos
e econdmicos de uma eventual recidiva.

O uso em estagio avancado possibilita o controle
eficaz da doenca, por tempo prolongado e com
eventos adversos minimos e potencialmente mane-
javeis a nivel ambulatorial, reduzindo-se o nimero
de internacBes hospitalares e atendimentos em
pronto-socorro.

Neste contexto, a Sociedade Brasileira de Can-
cerologia (SBC), embasada nos principios de igual-
dade e equidade do SUS, apoia fortemente a incor-
poracdo e urgente viabilizacdo do medicamento
T-DM1 nos cenarios paliativo (segunda linha) e ad-
juvante no sistema publico de salide para beneficio
das mulheres brasileiras portadoras de cancer de
mama Her-2 positivo.
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Objective
To develop a conceptual model of dignity through the discourses of cancer patients
from diagnosis to end-of-life processes.

Method

Qualitative cross-sectional study of discourse analysis, composed of patients who
have a history of treatment for cancer, selected through the Snowball technique, of
both genders, aged 18 years or older, and with knowledge of their disease. Partici-
pants answered Sociodemographic questionnaire, This Is Me Questionnaire (TIME),
and Patient Dignity Question (PDQ). Next, a phenomenological analysis of the dis-
courses was performed, which were then grouped into categories of meaning and
analyzed.

Results

The sample was composed of 10 patients, male (n=5) and female (n=>5). All study
participants used at least one hospital service. From the analysis of the discourse,
four categories of meaning emerged, namely: less aggressive care, comfort offering,
attention to care preferences, and effective communication. The congruence of the
categories made possible the inclusion of four dignity domains: physical, emotional,
moral and institucional, allowing the creation of the conceptual model contem-
plating the aspects of global dignity.

Conclusions

In clinical practice, the application of this conceptual model guides the healthcare
team to stimulate the participation of cancer patients in their disease, assuming
the necessary protagonism to have their wills and values respected. It also assists
professionals in providing quality care that is aligned with patients’ priorities and
dignity. These findings open up spaces for reflective discussions of the patient par-
ticipating in the decisions that involve his care, facilitating the promotion and preser-
vation of the cancer patient’s full dignity.

Keywords: bioethics; cancer; dignity; hospitalization; oncology; palliative care.
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BACKGROUND

Cancer, considered a chronic disease that threatens
the continuity of life, generates impacts on patients,
compromising physical, psychological, social, and
economic aspects. Thus, the patient's integrity is
also affected, having wills and desires annulled be-
cause of a complex and inflexible hospitalization
process'. Health professionals and caregivers have
difficulties understanding about dignity in the treat-
ment for cancer patients. These obstacles hinder the
provision of care and attention that prioritizes their
wishes and values2.

The hospitalized person encounters barriers that
offer risks to dignity. This period is characterized
by abrupt changes in their identity and routine3.
Few studies have defined the concept of dignity or
demonstrated its extension in clinical practice. This
is because it is an abstract term, subjective and dif-
ficult to measure®. The literature recognizes types
of dignity that present themselves in the process of
illness. Among them we find the physical dignity, of
body conservation and individual health; the emo-
tional dignity, such as intelligence, emotions, and
feelings; moral dignity, of honor, intimacy, cultural
and religious background; and institutional dignity,
a factor of responsibility of the health institution>®.

For clinical practice, there are still doubts about
what is technically possible and ethically correct (i.e.,
the limit for continuing treatment without harming
human dignity). Therapeutic obstinacy should be
avoided, especially when it is not convenient to con-
tinue curative treatment’. Because of factors that
influence decision making, bioethics bears immense
responsibility. Also called “ethics of life”, bioethics
defends the dignity and quality of life through moral,
social, economic, ethical, political, and legal instru-
ments8. In addition, it proposes reflections to health
professionals to promote quality care aligned with
patients' priorities, and not only the exaggerated at-
tempt to maintain life®. Therefore, the need for inter-
ventions for patients facing serious diseases, whose
routine hospitalization threatens their dignity has
been highlighted. With the intention of offering un-
derstanding, facing finitude, and promoting quality
of life, some techniques reduce suffering, helping to
control anxiety and depression'®.

For greater effectiveness, it is preferable that the
patient be active in relation to the treatment. This
characterizes the patient's desire to exercise autono-
my in his process of becoming ill. The health team
needs to create bonds to succeed in a communication
centered on the patient's needs and preferences, pri-
oritizing active listening, embracing, and respect for
the patient’'s autonomy''. Communication during
illness is relevant because it establishes a better

relationship between the team and the patient, pro-
viding trust, effective assistance, besides minimizing
fears and anxieties caused by the disease'?. However,
these are still difficult discussions and failures for
health professionals, even by the deficiency in the
training of the necessary skills in academic training’=.

From the perspective of positive psychology, it is
necessary to consider the positive and philosophical
aspects of the subject in the process of becoming ill,
such as dignity and social support. Thus, itis possible
to offer considerable improvement in the patient's
quality of life and better adherence to treatment.
Health professionals and caregivers must understand
the meaning of dignity from the patient’s point of
view, and offer them care and attention based on
their wishes and values, pondering all the aspects
that involve the human being, without focusing only
on the disease. Considering the importance of guiding
the clinical conduct in the preservation of human
dignity, especially in individuals who are undergoing
cancer, this study aimed to describe what is digni-
ty according to discourse analysis and knowledge
demonstrated by cancer patients. In addition, it in-
tended to map and develop a pilot conceptual model
of dignity to guide actions from diagnosis to the end-
of-life processes of patients with cancer in relation to
their treatments.

METHODS

Study design

This is a prospective, cross-sectional and, quali-
tative study, with analysis of discourses of patients
with several types of cancer about what would be a
priority for their dignity to be preserved during treat-
ment.

Sample selection

We assembled participants (N=10) with different
types of cancer. Patients in treatment for cancer
(past or recent), aged 18 years or older, and who had
knowledge of their diagnosis were included. Partici-
pants who had difficulties or reduced oral communi-
cation skills were excluded from the study. Studies
indicate that the appropriate and sufficient number
of participants for a clear investigation in a group of
informants with unique characteristics ranges from
sixto 10. This is an adequate size for a homogeneous
population with similar questions for all respondents,
justifying our sample size™.

The patients were selected through the Snowball
methodological technique. In this form of screening,
reference chains are used. Initial participants (indi-
cated by two physicians) made the indication of new
participants, and so on, until the “saturation point”
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was reached. As each interview took place, we per-
formed a pre-analysis to evaluate what was new and
what was repeated from previous interviews, indicating
the ideal moment to close the sample. Through this
method, a network of contacts was built to carry out
the research. This panel was composed of 13 seeds,
from which 10 interviews germinated.

Procedures

Initially, a research project was prepared and
sent to the Research Ethics Committee of the Pa-
dre Albino University Center in 2021, and approved
under opinion 4.737.150, allowing us to start the
research. The patients were approached by us, the
authors, most of whom were trained in psychology
(one of whom was also trained in Dignity Therapy),
telephone and invited to participate in the research.
For those who showed interest and fit the eligibili-
ty criteria, objectives were explained, followed by
the reading of the Informed Consent Form. After
consent to participate, the interview was scheduled,
and on the agreed upon date, the sociodemographic
questionnaire, This Is Me Questionnaire (TIME), and
Patient Dignity Question (PDQ) were applied individu-
ally, online (because of the COVID-19 pandemic). Pa-
tients had the option to use image and voice or voice
only. The interviews took place via secure and en-
crypted platform, which ensured all established con-
ditions of confidentiality. Responses were recorded
and, after being fully transcribed, were excluded.

Data analysis

For data analysis, the theoretical and methodological
foundations of Phenomenological Qualitative Re-
search and analysis of the proposed situated phe-
nomenon framework were used'. The analysis of
the discourses begins after reading the transcripts
to locate the most significant and convergent links
between the patients. These parts are delimited by

py treatment and six, who had already completed
their treatments, were under medical follow-up.
Most of the participants received their diagnosis
more than a year ago, with three being 1 to 5 years,
two between 6 and 10 years, and one >10 years. All
study participants used at least one hospital service
such as outpatient, infusion clinic, surgery centers,
inpatient, and even intensive care units (ICU).

Using the questionnaires TIME and PDQ, patients
talked about their perceptions of dignity in relation
to the cancer process and hospitalizations. These
instruments were created based on qualitative data
from terminally ill patients, illustrating dimensions of
the end-of-life experience that can support or under-
mine the patient's sense of dignity's'. After the in-
terviews were conducted, readings of the descriptions
began to locate what was most significant. These
discourses were delimited into four categories: less
aggressive care (LAC), comfort offering (CO), atten-
tion to care preferences (AtCO), and effective com-
munication (EC).

After creating the analysis categories, we pro-
ceeded to the synthesis of the meaning units, which
were grouped and transformed into topics referring
to the dignity dimensions, integrating all the insights
contained in the categories. From the convergence
of the categories, four dimensions emerged: physical
dignity, emotional dignity, moral dignity, and insti-
tucional dignity (Table 1). Most of the patients’ dis-
course falls into one of these types of dignity.

Through the analysis of the categories extracted
from the data, the Conceptual Model of How to
Preserve Dignity in Cancer Patients was created
[Figure 1]. This developed framework allows to
illustrate the representation of reality about the

CategorieN Intersection point K Categorie

Less Aggressive Comfort

Facilitating factors:

* Decrease
hospitalizations

« Offer complementary
treatment options

Care Physical Offering

Dignity

Facilitating factors:

* Meet patient’s needs

* Allow the presence of
family members

themes or perspectives. The discourses that had
similarities were selected, and from these groupings
the categories were named.

RESULTS

Intersection point: Intersection point

The sample was composed of 10 patients, male Dignity
(n=5) and female (n=5), from nine Brazilian munici-

palities, most of them married (n=8), of Catholic re- Facilitating factors:

ligion (n=7), four in high school, one in incomplete ° :"C't?‘jve‘“:rsz':]:: |
higher education, three with complete higher edu- . yauete dedres and [')\i"g"nriaty
cation and two postgraduates. Regarding clinical wishes and preserve

characteristics, four patients were diagnosed with e patient svalles
multiple myeloma, three patients with breast cancer

and three patients with Hodgkin’s lymphoma (n=1),
bowel cancer (n=1) and rectal cancer (n=1). Of the
participants, four were still undergoing chemothera-

Institucional
Jeuonzowy

Facilitating factors:

* Create a bond with the
patient

* Be open to clarify the
patient’s question
about their
disease/treatment

Attention to Effective
Care Preferences Communication

Intersection point

Categoried RCategorie

Figure 1. Conceptual model of how to preserve dignity
in cancer patients
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Table 1. Questions and summaries of some answers corresponding to the emerged categories and their interpretation for the dignity type.

Questions*

10

Answers corresponding to the categories

LAC

| already went through the
chemotherapy phase, it was
bad, the radiotherapy phase
at the end was very bad, |
suffered a lot, then came the
surgery, it was the worst.

My work. | never stopped
working. | just couldn’t work
on chemotherapy days. It

is an aggressive treatment,
and this time | am feeling the
impacts a lot.

In my specific case it is to
avoid infection, because

we have low immunity for

a period of time. | am very
responsible with my physical
care.

In the chemotherapy process
| felt a lot of pain in the
bones, hips. Today, for exam-
ple, if I sit in one place, | joke
that I look like an old car. If

| sit and relax in the place,
when | get up, | will look like
an old lady. You have to be
careful with me.

In the chemotherapy process
| felt a lot of pain in the
bones, hips. Today, for exam-
ple, if I sitin one place, | joke
that | look like an old car. If

I sit and relax in the place,
when | get up, | will look like
an old lady. You have to be
careful with me.

co

This psychological support, it
is this support that you can
trust in people, they try to
strengthen our psychological
so we can face the disease
better.

I have a very special connec-
tion with my family. This |
realized only in the moment
of difficulty. They were very
united in taking care of me.

| am the cheerful one in the
family. | try to cheer people
up even though | have my
suffering, my pain. | don't
transmit sadness to others...
| am always well, and | would
like them to do the same
with me.

The feeling of solidarity and
all that | received from the
doctors, health team and
family, | need to give back
to other people... | felt very
welcomed.

Every experience | had and
received in the periods of
hospitalization, of hospi-
talization, were very good,
very nice. | had a lot of care,
comfort and attention to my
needs.

AtCP

When they look at my psy-
chological aspect, they look
at me ‘as a person’. They
understand my innermost
needs.

| get very apprehensive when
I have to do clinical exams:
tomography, MR, pet-scan.

| get very afraid. | have even
looked for other alternatives
not to think about it.

The good side is that | don't
feel sick. | had no discomfort,
no pain, my hair didn't fall
out. | wish they would take
care of me in a natural way.

I have panic... | have panic in
closed places, | have panicin
the machines of the exams,
even in the consultation
room... | wish they would

put this detail in the medical
record, because for me it is
very important to know that |
really feel bad.

EC

Any person with cancer or
any serious illness, they be-
come very vulnerable, they
want to trust the doctor....
That's our main need: con-
versations between patient
and doctor.

We make connections with
doctors. This is one of the
most important relation-
ships, especially in clari-
fying the disease and the
treatment.

The doctors trust me and |
trust them a lot. My biggest

responsibility is to follow the

doctor's orders. If they ask
me to do the treatment, |
follow it exactly.

The doctors who were with
me were very human. They
are people who look you in
the eye, who really talk to
you. Moreover, they under-
stand our feelings and value
our wishes, above all.

Ph Em Mo In

Notes: (*): Question number corresponding to the TIME and PDQ questionnaires; LAC.: less aggressive care; CO.: comfort offering; AtCP.: attention to care preferences;
EC.: effective communication; Ph.: physical; Em.: emotional; Mo.: moral; In.: institucional; (*): Dignity type indication point; (-) lack
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dignity of patients. Besides synthesizing all the
terms studied, this conceptual model guides clini-
cal conduct and allows reflections on how patients
want to be treated and valued in their dignity.
The congruence of the categories that emerged
allowed the identification of domains of dignity,
whose conjunction is capable of promoting the full
dignity of these patients.

The physical dignity (LAC+CO) is related to the con-
servation of the body and the health of the individu-
al. It can be affected in cases of promoting invasive
treatment that focuses on prolonging life, causing
discomfort to the patient. Emotional dignity (CO+EC)
relates directly to emotions and feelings. Besides its
importance in better treatment compliance and coping
with the disease, the patient feels comfortable in ex-
pressing his or her wishes through a good relation-
ship with the healthcare team. This domain values
aspects of mental health and emotional well-being.
Moral dignity (EC+AtCP) concerns the valuing of honor,
intimacy, privacy, autonomy, cultural and religious
background. Institutional dignity (AtCP+LAC), high-
lighting the responsibility of the health care institu-
tion, as well as its internal health care policies. It is
the function of health care units to promote a sense
of welcome, comfort, personalization, and protago-
nism in the face of their illness process®®.

DISCUSSION

This study presents a pilot conceptual model of
dignity developed from the analyses of cancer pa-
tients' discourses. Participants were given a voice to
say what they feel is a priority in their care. Through
discourse analysis, factors related to treatment,
care, autonomy, and communication emerged spon-
taneously. The factors indicate in which domain of
dignity the patient feels most impaired. This infor-
mation enables the development of strategies to
reach aspects that are deficient during the process
of illness and hospitalization. In addition, it also
takes into consideration some domains of dignity
that remain preserved.

As can be seen in most of the discourses, issues
related to treatment, specifically chemotherapy,
cause doubts and insecurities in patients. At this
point, the fear of pain, fragility and death is evident.
Chemotherapy brings adverse effects that impact
on the physical and psychological conditions of the
patient. Symptoms of depression, fatigue, and pain
when performing daily activities are noted, and
these changes can generate losses in the quality of
life of patients and make it difficult to continue the
treatment'®'%2, |n the study by Jaconodino, Amestoy
and Thofehrn?' (2008) it was possible to identify the

patients’ perception of the benefits of alternative
therapies in relation to the treatment. The data re-
veal that 44% of the participants who made use of
herbal medicine, homeopathy or reiki, reported that
the use of these practices decreased the side effects
of chemotherapy. Even more, 40% claimed to have
relief in the symptoms of the disease??.

It can be said that the integrative complementa-
ry health practices are fundamental to conventional
care in the assistance to cancer patients. These prac-
tices are aimed at the totality of individuals, including
their subjectivity. For this, it is necessary that the
health team has knowledge and sensitivity. So that it
can advise patients efficiently and promote comfort,
autonomy, and quality of life . Thus, through the
good relationship between patient and healthcare
team, it is possible to apply strategies that provide
comfort and well-being during the treatment of the
disease, reducing aggressive measures that impact
the patient’s physical and institucional dignity?*?.

The importance of this relationship also appeared
during the interviews, especially for the moment of
discussion about the patient's care preferences.
The literature reveals as the moment in which the
health team must value the patient’s wishes?. The
more carefully you communicate with the patient,
the greater the understanding and comprehension
regarding their disease and the treatment process.
In addition, it is easier to understand the patients’
priorities, wishes, values, and goals regarding their
treatment. Active listening makes it possible to bring
patients, families, and staff together?2%. Through
interventions with communication, professionals
can contribute to the identification and reduction of
psychological disorders that generate suffering and
stress. In addition, one should try to reorganize the
patient’s routine, bringing it close to the one they had
before the diagnosis, preserving their moral dignity®.

The speeches revealed that patients have needs
during the cancer process. If there is not a well-es-
tablished link, it may be that the health team does
not reach the knowledge of these needs. This makes
adaptation and coping with the disease more diffi-
cult. Thus, effective communication provides space
and voice for the patient. Besides being important
instruments of health care, it enables patients and
their families to understand the possibilities in re-
lation to the disease. Through communication, the
patients obtain information about their health states
and feel at ease to expose their priorities and values
before the team. Thus, besides becoming protago-
nists in the trajectory of their disease, they maintain
their comfort and, emotional dignity33'32,

It is possible to observe in the speeches of the
participants that comfort can be related to the proximity

243



Rev SBC | S&o Paulo | 2023 | Vol. 28 | n°65

244

to their families. Comfort is an immediate and inte-
gral experience, which promotes the satisfaction of
needs for relief, tranquility and transcendence, and
is related to four contexts of human experience:
physical, psychospiritual, sociocultural and environ-
mental. Through relationship strategies outlined be-
tween patient and healthcare team, it is possible to
provide measures of comfort and well-being during
illness treatment®. Like the family, the sharing of
experiences among patients is also configured as a
support network, which provides them with safety,
comfort, shelter and relief from anxiety. The study
by Braganca® (2006) affirms that this space for dia-
logue contributes to the deconstruction of myths
and the construction of new knowledge. More than
that, it stimulates solidarity with the pain of others,
wishing that the other does not suffer unnecessari-
ly. Therefore, the exchange of experiences acts as a
means of effective coping capable of alleviating the
uncomfortable feelings associated with the
disease?*®, Patients’ reports highlight that the feeling
of solidarity among patients is associated with the
feeling of comfort, welcome, autonomy, and empathy.

Although there are difficulties in finding instru-
ments that evaluate the impact of the loss of autonomy
on the patient’s quality of life, it is possible to note
that this loss is one of the main sources of psycho-
logical suffering, threatening their integrity, and re-
quiring great psychological support®. Despite the
lack of evaluation instruments, there are strategies
to reduce the impacts suffered during the process of
becoming ill, preserving the autonomy and dignity of
patients. Among them, the Advance Care Planning (APC).
The ACP, is a process of humanization of treatment
that encourages communication between patient,
family and health team. It aims to provide the patient
with an adequate space for understanding and making
decisions about what they think is important and
a priority in their current and future care. In addition,
it establishes treatment plans and care goals. There
is evidence that performing this planning early can
help patients and families opt for less invasive care
and achieve patient-centered care3%*. In the reports
presented, the participants express some wishes
that are important for the health team to know and
consider during treatment, avoiding unnecessary
stress.

Thus, to offer an invasive treatment, without wel-
coming, that depersonalizes patients and does not
allow their participation in decisions, is to deprive
them of dignity. Obstacles in offering dignity reduce
the possibilities of adherence to treatment, increase
physical and emotional suffering, besides, in many
cases, contributing to a senseless death. It is urgent
and necessary the understanding that behind a disease,

there is a human being with feelings, emotions, be-
liefs, wills, and values, and that above the cure, it
is necessary to care in a dignified way to give them
quality of life, even if there are not many days left
to live.

Study Limitations

This study has some limitations. The Portuguese
version (from Portugal) of the Dignity Question and
Questionnaire (This Is Me) was used, since the Brazilian
version was still being validated. Although they are
similar languages, there are still semantic and cul-
tural characteristics that caused doubts in certain
questions, which required the intervention of the
researcher to explain, without interfering with the
participant's answer. Even though the study design
allows for a low sample size, this may be a limita-
tion. However, although it is a pilot study, the researchers
were satisfied with the results obtained. They met
the proposed objectives. Even a small sample size,
data saturation (when patients start saying the
same thing) was already perceived. For further
studies, the practical application of the developed
conceptual model is strongly recommended. Group
applications are suggested to evaluate the effec-
tiveness of the model. It is also recommended that
studies be developed with patients with other types
of diseases.

Clinical Implications

This conceptual model can significantly minimize
the risks of disruption to patient dignity. In addition,
it allows everyone in contact with patients to understand
that if one domain of dignity is impaired, and if it is
not restored, it can compromise all the others. This
phenomenon encourages the creation of interven-
tions aimed at promoting dignity and quality of life.

CONCLUSION

This all brings, for the first time, a pilot con-
ceptual model developed through the analysis of
cancer patients’ discourses about their dignities.
The model highlights the importance of cancer
patients’ participation in their disease process,
becoming a moment of protagonism, in which
their wishes and values should be respected, pro-
viding well-being and comfort in a scenario that
threatens the continuity of their lives. Thus, by
using the conceptual model of dignity developed
by the researchers, it will be possible to evaluate
the levels of dignity and promote interventions
for its maintenance and/or preservation, always
considering the individual and subjective aspects
of the individual.
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Inflammatory breast cancer x nursing care
Cancer inflamatdrio de mama x cuidados de enfermagem

Katia Correia Carlos De Franca' RESUMO

O presente estudo tem por objetivo discorrer acerca da fisiopatologia do Cancer In-
flamatério deMama (CIM) relacionando-o com o papel do enfermeiro nos cuidados
que devem ser prestados as pacientes acometidas por tal doenga. A metodologia do
trabalho consiste numa Reviséo Bibliogrdfica realizada com base nos artigos, teses,
livros e dados cientificos acerca do Carcinoma Inflamatdrio de Mama e os cuidados
de enfermagem. A doenca apresenta diferencas em rela¢do ao cancer de mama
comum, desde os sintomas até os desfechos, apresentando menores nimeros de
ocorréncia entre as mulheres e geralmente acometendo as mais jovens. Dentre 0s
sintomas, expGe-se também os sentimentos das mulheres acometidas pela doenga.
Os cuidados de enfermagem para o CIM vdo desde orientacdes sobre preven¢éo nas
unidades bdsicas de satide até a realiza¢do de curativos em estdgios mais avanga-
dos da doenca, com esforcos para aminimizagéo dos sofrimentos apresentados.
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1. INTRODUCAO

O cancer de mama é a doenga cronica ndo trans-
missivel que mais acomete e mais mata mulheres no
Brasil, com excecdo apenas dos tumores de pele ndo
melanoma’. Estima-se que 2,1 milh8es de casos no-
vos surgiram no mundo em 2018, levando cerca de
327 mil ébitos'. No Brasil, segundo dados do INCA,
ocorreram cerca de 16 mil mortes de mulheres que
sofreram com essa doenca. O cancer consiste de
uma doenca caracterizada por um crescimento acelera-
do e desordenado das células do corpo e que, diferente
do processo natural das outras células que crescem
e morrem, rapidamente espalha-se por outras par-
tes do corpo. Segundo o INCA o cancer é a perda do
controle da divisdo celular, capaz de invadir outras
estruturas organicas?.

Um grande desafio no enfrentamento dessa
doenca é que o Brasil ainda apresenta dificuldades
para oferecer as mulheres o acesso ao diagndstico
precoce e um tratamento adequado, fazendo com
que elas acabem por deixar a doenca avangar e
chegar num estagio onde o progndstico é tardio’.
Ainda que o cancer de mama seja uma doenca que
apresenta um comportamento dinamico, pois se
manifesta em cada organismo segundo os fatores
de risco apresentados pela paciente, as recentes
pesquisas tém demonstrado avanco nos estudos
acerca da doenca devido ao melhor conhecimento
da histéria natural e das caracteristicas moleculares
dos tumores’.

Para se compreender o tamanho e gravidade de
um caso de cancer de mama, é necessario classi-
fica-lo dentro de caracteristicas como o “tamanho do
tumor, a presenca ou ndo de linfonodos axilares ho-
molaterais comprometidos e a presenca de doenca
fora da mama”2. Por isso o envelhecimento, a falta
de cuidados, a ndo realiza¢gdo do autoexame e o diag-
nostico tardio podem se relacionar diretamente na
extensdo da doenca e as possibilidades de cura3.
Nesse sentido, vé-se que a partir do final do século
XIX, a oncologia representou avanc¢os no tratamen-
to do cancer, de forma que a doenga pode ser vista
com o olhar esperangoso da possibilidade de recu-
peracao e cura®. Mesmo assim, ainda existe o olhar
da sociedade para as pessoas que sao acometidas
do cancer de mama que geralmente sdo associa-
das a angustia, ao abandono e a morte, o que im-
pacta diretamente nas emo¢des da mulher que se
vé diante de um longo processo de tratamento da
doenca. Nesse sentido, a analise dos fatores inter-
nos ou externos causadores da doenca, a ciéncia
do comportamento das células cancerigenas no or-
ganismo, das alternativas de tratamento e as abor-
dagens multidisciplinares no cuidado das pacientes
podem ser formas bastante eficientes de eliminar

Inflammatory breast cancer x nursing care

0s riscos da mesma se desenvolver, oferecendo as
mulheres vitimas do cancer de mama um processo
terapéutico menos agressivo e mais humanizado,
0 que pode também significar o alivio do impacto
emocional causado pelo tratamento.

Portanto, vé-se necessario analisar as formas pe-
las quais a sociedade brasileira enxerga o cancer, que-
brando o preconceito e promovendo a¢des de orien-
tacdo junto & populacdo. A medida que se conhece
o0 comportamento da doenca e as possibilidades de
recuperacdo, cria-se um ambiente no qual as familias
procuram estar atentas aos cuidados a serem tomados
para o diagndstico precoce da doenga, aumentando
as chances de cura. As interpreta¢des que se fazem
do cancer depende do olhar que é direcionado pelos
atores sociais presentes no ciclo de referéncias da
pessoa doente que inclui a familia, as amizades, a
vizinhanca e os terapeutas’.

Nesse sentido, a atua¢do da equipe de enferma-
gem, em especial da pessoa do enfermeiro, é cru-
cial no processo de acompanhamento das mulheres
com cancer de mama e a desconstru¢do de para-
digmas negativos que se constréi acerca da doenca.
Visto que o enfermeiro esta ligado ao paciente devido ao
tempo e aos cuidados que a ele dedica, é necessario
prever as acOes efetivas do mesmo a fim de redu-
zir os danos causados pelo tratamento, com vistas
a alcancar um acompanhamento cada vez mais hu-
manizado. Opta-se nesse trabalho por apresentar a
relevancia da humanizacdo no processo de enfer-
magem para pacientes acometidas pelo cancer de
mama, destacando fatores facilitadores na atuagdo
do profissional, harmonizando e estreitando a teoria
de que a subjetividade enfermeiro-paciente sdo
benéficos para ambos, visto que um individuo sem-
pre influencia o outro®.

Pesquisas mostram que o desenvolvimento de
um vinculo entre o paciente e enfermeiro com vistas
a oferecer apoio emocional somado ao cuidado fisi-
co e educativo, sincero e franco proporcionam a credi-
bilidade do processo de tratamento, o que torna o
paciente mais confiante de suas potencialidades. O
respeito direcionado ao ser humano, muitas vezes
negligenciado pelo cotidiano hospitalar e pelo segui-
mento dos protocolos corriqueiros, € um aspecto
essencial do cuidado humanizado e, nesse sentido, vesse
necessario que o enfermeiro conquiste o espago
profissional para otimizar o cuidado de mulheres
com cancer de mama®. Além disso, o avanco das
tecnologias direcionadas a melhorar a eficiéncia
do atendimento de vitimas do cancer, em lugar de
aprimorar as relacdes entre paciente e profissional,
acabam por gerar a mecanizagao assistencial, o que
torna imprescindivel a necessidade de humanizar as
relacBes e cuidados prestados'.
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Dessa forma, considerando o papel da equipe
de enfermagem e sua atuagao no enfrentamento da
doenca, é fundamental refletir acerca dos cuidados
que o enfermeiro pode e deve oferecer no ambiente
hospitalar com vistas a garantir a reducdo dos im-
pactos causados pelo cancer. Contudo, o desenvolvi-
mento de novas tecnologias e da informatizacao de
certos processos de acolhimento de pacientes, a
atuacdo da enfermagem no cuidado terapéutico
de pacientes com cancer tende a ser cada vez mais
desprezado, rotineiro e desvalorizado. Por isso,
vé-se necessario que o profissional de enferma-
gem esteja engajado e comprometido a prestar os
cuidados referentes aos procedimentos adotados
no tratamento do cancer de mama. Nesse sentido,
Nascimento et. a/''. afirmam que a equipe de enfer-
magem possui grande relevancia, atuando direta-
mente no cuidado do paciente, construindo vinculos
e proporcionando conforto que possibilitem a su-
peracao dessas mulheres. Dessa forma, portanto,
é necessario discorrer acerca desses cuidados, de
maneira a contribuir para a humaniza¢do do atendi-
mento da equipe de enfermagem para as mulheres
vitimas do cancer de mama. reduzindo os impactos
fisicos e psicolégicos causados pela doencga.

3. REFERENCIAL TEORICO
3.1. O cancer de mama e seu comportamento

O cancer ndo é uma doenca nova. Consta que
jd nas mumias egipcias foram encontrados vestigios
da doencga, o que comprova que o cancer ja estava
presente na histéria da humanidade ha muito tem-
po. A palavra Cancer vem da palavra grega karkinos,
definida por Hipdcrates, o pai da medicina, devido
a aparéncia do tumor ser parecida com a do ca-
ranguejos.

Considerando que o corpo humano é composto
por células que, num processo natural, crescem, se
multiplicam e morrem - com exce¢do dos neurdnios
gue nunca se dividem - o cancer é uma doenca definida
como um crescimento desordenado de células que
comprometem tecidos e 6rgdos e pode ser classi-
ficado como carcinoma ou sarcoma. O primeiro se
refere ao tumor que inicia seu desenvolvimento em
tecidos epiteliais, como pele e mucosa, e o segundo
é caracterizado pelo inicio do tumor em tecidos con-
juntivos, como o tecido de sustentacdo da mama 32,

Os cromossomos, localizados no interior do nu-
cleo das células, sdo compostos por organismos
menores chamados de genes, que por sua vez sdo
formados pelo acido deséxirribonucleico, chamado
de DNA. O DNA atua no organismo passando as in-
formagdes acerca da organizagdo, forma, atividade
e reproducdo das células e quando os genes sofrem

alteracbes, acabam por receber informagdes erra-
das para suas atividades. As células cancerizadas
sdo decorrentes das altera¢8es ocorridas em genes
especiais multiplicando-se desordenadamente, acu-
mulando-se umas as outras e formando o tumor, que
pode acabar invadindo o tecido vizinho e desenvol-
vendo a capacidade de se desprenderem do tumor
e chegar a outros 6rgaos do corpo, comprometendo
0 6rgdo que atinge. A célula cancerigena, portanto,
substitui o processo natural de substituicdo das
células normais dos outros 6rgédos alcancados, com-
prometendo as suas fun¢des'. O comprometimento
de mais 6rgdos do corpo é chamado de metastase’.
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Figura 1: Representacdo da célula cancerigena no organismo feminino.
Fonte: Brasil. Ministério da Saude. Falando sobre cancer de mama'2.
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Figura 2: Representacdo da mama em corte.
Fonte: Brasil. Ministério da Saude. Falando sobre cancer de mama'2.

Contudo, o crescimento das células - chamado
de neoplasia - pode ndo evoluir para um tumor. O
cancer apenas se desenvolve quando a proliferagao
de células é desordenado, formando uma massa
anormal no tecido que persiste com o seu cresci-
mento mesmo depois de cessar os estimulos que o
causaram. Por essa razdo, o cancer é caracterizado
como uma doenca que apresenta comportamentos
guase que autdbnomos no organismo. As neoplasias
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com crescimento controlado sdo caracterizadas por
crescimentos de células em locais determinados do
tecido dos 6rgdos, que sdo reversiveis apés o ces-
sar dos estimulos fisioldgicos ou patolédgicos que os
causaram. A hiperplasia, a metaplasia e a displasia
sdao exemplos de crescimentos ordenados de
células™.

célula geneticamente

alterada

.

Displasia Cancer in situ

Cancer invasivo

Vaso
sanguineo

Figura 3: Representac¢do dos tipos de neoplasia.
Fonte: INCA, 2019°

O crescimento e desenvolvimento do cancer pode
ser identificado na fase ainda préneoplasica, ou seja,
quando o crescimento das células esta no inicio, evitan-
do assim a sua proliferacdo. Para tanto, é necessario
avaliar as fases pelas quais o tumor tende a evoluir.
As fases pelas quais os mesmos podem se desen-
volver sao a pré-neoplasica (antes da doenca se
desenvolver), pré-clinica ou microscédpica (quando
ainda ndo ha sintomas) e fase clinica (quando os sin-
tomas se fazem presentes)?3.

O cancer de mama ainda apresenta-se como uma
doenca de origem obscura e os habitos urbanos do
nosso século e certas mudancgas caracteristicas da
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Figura 4: Representacdo dos sitios de metastase no corpo
feminino. Fonte: Brasil. Ministério da Saude. Falando sobre
cancer de mama'2.
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vida moderna podem expor o sujeito a ameacas am-
bientais que potencializam a incidéncia do cancer
nas mulheres. Dentre essas mudangas pode-se citar
0 uso de anticoncepcionais, fumos, produtos indus-
trializados, poluicdo e alimentos alterados genetica-
mente®. O risco de incidéncia da doenga é maior en-
tre mulheres com parentes em primeiro grau (mde,
irma ou filha) que tiveram a doenca, mesmo sem a
identificacdo clara de mutacdo patolédgica nos genes
conhecidos. Contudo, consta que a taxa de casos de
cancer de mama no Brasil por fatores hereditarios
representa apenas 10% dos registros'.

Outros fatores que podem representar maiores
riscos de vida para pessoas que sdo acometidas de
cancer de mama sdo o excesso de gordura corporal,
obesidade e obesidade abdominal. Considerando a
populagcdo feminina, que possui maiores chances de
apresentar o cancer de mama, segundo dados do
IBGE de 2014, cerca de 58,2% das mulheres bra-
sileiras apresentaram excesso de peso (IMC maior
ou igual a 25kg/m?), 24,4% apresentaram obesidade
(IMC maior ou igual a 30kg/m?) e 52,1% apresen-
taram obesidade abdominal (CC maior ou igual a
88cm)'. Contudo, desde 1974 até 2013 a populagdo
masculina triplicou em prevaléncia de excesso de
peso, enquanto a populacdo feminina duplicou. Da
mesma forma, a obesidade entre homens sextupli-
cou de 1974 a 2013, enquanto entre as mulheres
apenas triplicou. O consumo de bebidas alcéolicas,
a ndo pratica de exercicios fisicos regulares e a ndo
amamentagdo sdo outros fatores que podem propi-
ciar em mulheres a incidéncia do cancer de mama'.

Capilares

Eliminacdo da
célula tumoral

Célula imune

Figura 5: Esquema mostrando o caminho das células
cancerizadas no processo de metastase®
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3.2. Avaliacao e rastreio

Para o rastreio do cancer de mama é necessario
que se avalie o grau e as formas basicas do carci-
noma apresentadas pelo érgdo. A massa, ou nédu-
lo da mama, consiste numa lesdo expansiva, tri-
dimensional e identificAvel nas duas incidéncias
mamograficas's. Sdo identificados mediante 3 carac-
teristicas principais:

a) Tamanho: quanto maior for o nédulo, maiores sao
as chances da lesdo ser de carater maligno;

b) Forma: podem ser redondos, ovais ou irregulares;
c) Margem: principal caracteristica a ser cunscrita,
obscurecida, indistinta e espiculada’.

Figura 6: Exemplos de margens nos nédulos: Margem cir-
cunscrita (A), Margem microlobulada (B), Margem indistinta (C)
e margem espiculada (D)

O tratamento para mulheres que apresentam carac-
teristicas do cancer de mama inicia-se com a anam-
nese, o exame clinico, as imagens - mamografia, ul-
trassonografia ou, em alguns casos RM - e a bidpsia
tecidual na maioria dos casos. Apds a constatagdo do

Figura 7: Esquema mostrando a realiza¢do de bidépsia
central estereotatica de mama'®.

cancer no organismo, é necessario identificar o ta-
manho e a extensdo da doenga através da avaliacdo
das mamas ipsilateral e contralateral, além de inves-
tigar se had metastase ou ndo'.

‘ Massa mamaria palpavel ‘

Imagem: mamografia bilateral
diagndstica, ultrassonografia, + RM
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Figura 8: Fluxograma mostrando intervencdao em avalia¢cdo
de massa palpavel da mama'

O carcinoma da mama apresenta-se basicamente
sob 4 formas distintas, que podem ser Unicos ou
associados. O primeiro deles é a presenca de uma
massa ou nédulo na mama; a segunda é a distor¢do
da arquitetura mamaria, a terceira é a assimetria de
densidade e, por fim as microcalcificacdes de morfo-
logia e distribuicao suspeita - que podem ser carac-
terizadas por distribuicdes em ramificacao linear ou
em agrupamento local e distribui¢8es irregulares,
polimorficas™.

3.3. Exame clinico da mama

O exame clinico da mama (ECM) é um pro-
cedimento realizado para avaliar os sinais e sinto-
mas referidos pelas pacientes com vistas a diferen-
ciar as alteragdes suspeitas de carcinoma daquelas
condi¢cBes que sdo consideradas benignas'. Ele
consiste basicamente em identificar visualmente al-
tera¢Bes presente no contorno da mama, ulceragdes
cutaneas ou do complexo areolopapilar (inspe¢ao
estatica e dindmica), examinar as areas do tecido
mamario e linfonodos aplicando-se trés niveis de
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pressdo em sequéncia, a fim de identificar possiveis
nodulos ou alteracBes de temperatura (palpagao
da mama e da axila). “A descri¢do de nédulos deve
incluir informagdes quanto ao seu tamanho, con-
sisténcia, contorno, superficie, mobilidade e lo-
calizagcao™®.

3.4. Exames de Imagem

Os trés principais exames de imagem para a iden-
tificacdo do carcinoma sdo a mamografia, a ultrasso-
nografia e a ressonancia magnética’.

A mamografia é a técnica por exceléncia utiliza-
da para a detec¢do do cancro da mama, principal-
mente para mulheres apés os 40 anos de idade.
As abordagens distintas deste exame consistem no
rastreio, onde se busca a detec¢do precoce do can-
cro da mama em fase pré-clinica assintomatica e o
diagnéstico, realizado com a palpacdo da mama e a
avaliagcdo ecografica. Consta que a mamografia cor-
responde de 5 a 15% dos falsos negativos devido as
densidades radiograficas'.

As variacdes e indicagdes da mamografia para a
detecg¢do precoce do cancer de mama consistem nas
seguintes:

a) Inicio de realizacdo dos exames de
forma consensual a partir dos 40 anos de
idade;

b) Em caso de histérico familiar de
carcinoma da mama ou mulheres
portadoras de mutacdo BRCA-1 ou 2,
0s exames devem ser iniciados antes
dessa idade (25 a 35 anos);

) Arealizagdo do exame anualmente
reduz os cancros de intervalo;

d) Consta que a idade onde se pausa a
realizacdo dos exames é controversa;

e) A mamografia pode ser um exame
que dificulta o diagnéstico para
mulheres que apresentam seios
muitos densos, de forma que a
sensibilidade da técnica baixa

para 30-48%".

Nesse sentido, o diagnostico realizado na ma-
mografia pressupde certas avaliagdes, a saber:

a) ldentificacdo de lesdo primaria
desconhecida;

b) Identificacdo de alteracao clinica -
nodulo ou massa presente na mama,
corrimento mamilar patologico e
alteragdes na pele (espessamento
cutaneo, casca de laranja, eritema, etc.)

Inflammatory breast cancer x nursing care

) Mastalgia ndo clinica ou focal;

d) Rastreio de alteragdes
provavelmente benignas identificadas
anteriormente (6 meses)".

A mamografia é indicada, segundo o Ministério da
Saude, para mulheres que apresentem os sintomas
do cancer de mama como o a presenca de nodulo,
espessamento da mama e descarga papilar. Além
disso, indica-se a mamografia para o controle de
lesdes provavelmente benignas e a avaliagdo mas-
culina’.

3.5. Cancer inflamatério de mama - Carcinoma
inflamatério

O Cancer Inflamatério de Mama (CIM) é tipo es-
pecifico de cancer de mama e seu conceito foi in-
troduzido na literatura por Lee e Tannenbaum no
ano de 1924, contribuindo para a deteccdo dessa
classificagdo de carcinoma através de um estudo
desenvolvido com 28 pacientes?. Segundo Castro et
al.*, a biologia do CIM é marcada pelas mutag¢des do
gene p53 sendo que, nos casos onde tais mutagdes
apresentam-se associadas a sobreposicdo nuclear
da proteina p53, as chances de morte do paciente
chega a ser 8,6 vezes maior em comparagdo com o
restante dos outros grupos de cancer.

Esse tipo de cancer caracteriza-se por um neoplas-
ma maligno de rapida evolucdo e frequentemente
é considerado como um tumor inoperavel no mo-
mento do diagndstico e para que a identificacdo seja
definitiva é considerado a presenca de émbolos de
células tumorais em canais linfaticos da derme as-
sociados aos sinais clinicos da inflamacgdo’®. E iden-
tificado nas glandulas mamarias com caracteristicas
classicas de inflamacdo como dor, turgor de pele e
aumento da temperatura local. Nesse sentido,
Vieira®™ afirma:

O carcinoma inflamatério da mama (CIM)

€ um cancer de mama, na maioria das

vezes um carcinoma ductal invasivo, que
apresenta uma evolugao clinica com
caracteristicas incomuns, graves

e de evolugao rapida, em semanas ou meses™.

O CIM pode ser classificado como primario ou se-
cundario. O primario esta relacionado diretamente
a aparicdo dos sintomas sem qualquer histérico de
nédulos mamarios e o secundario se desenvolve a
partir de um histoérico anterior de nédulos ou como
recorréncia de tumores ja tratados com cirurgia'®. E
caracterizado pelo aparecimento rapido de eritema
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e edema cuténeo e geralmente envolve um terco
da mama. Possui maior agressividade e representa
cerca de 1 a 4% dos casos de carcinoma agressivo.
Nesse sentido, o carcinoma inflamatério distingue-se no
diagnéstico apresentando um espessamento cuta-
neo localizado ou generalizado. Contudo, tais sin-
tomas podem também representar um diagndstico
diferencial entre este, a mastite inflamatéria ou
edema.

Dias et al.?° ressaltam que o Cancer Inflamatério
de mama é de apresentagdo rara e corresponde de
1 a 3% dos casos de cancer de mama. Apesar disso,
sua evolucdo € bastante rapida e agressiva, identifi-
cada com sintomas como a vermelhiddo e inchaco
na pele da mama, aumento da temperatura local e
pode apresentar a posicdo dos mamilos invertida.
Esse tipo de cancer ndo costuma apresentar n6du-
los ou massas palpaveis e a populagao que é mais
acometida sdao as mulheres jovens. O desenvolvi-
mento da doenca geralmente estad relacionado a
quantidade de receptores hormonais na superficie
das células (geralmente negativos) e do grau de ex-
pressao da proteina Her-22°.

Nesse sentido, também Kubota et a/.8 salientam
que o CIM costuma apresentar um edema difuso da
mama, com uma massa palpavel em 75% dos casos.
25% deles apresenta um endurecimento difuso da
mama, acometendo cerca de um terco do érgdo.
Restrepo & Puerta apud Kubota® afirmam que o
periodo de lactacdo pode apresentar um maior risco
do desenvolvimento do CIM em relagdo a mulheres
nao lactantes.

O carcinoma inflamatério da mama é classifica-
do como tumor primario dentro da categoria T4D
- Carcinoma inflamatério. Acerca disso, Miziarra?’
refere:

O carcinoma inflamatério da mama é caracterizado
por um endurecimento difuso e intenso da pele

com borda erisepeloide, geralmente sem massa sub-
jacente. Se a biépsia da pele for negativa e nao existir
tumor primario localizado mensuravel, um carcinoma
clinicamente inflamatorio (pT4d) é classificado
patologicamente como pTx. A retracao da pele,

do mamilo ou outras altera¢des cutaneas, exceto
aquelas incluidas e T4b e T4d, podem ocorrer em T1,
T2 ou T3 sem alterar a classificagao.

Os primeiros sintomas do cancer inflamatoério de
mama podem ser facilmente confundidos com uma
mastite. Por isso, o0 médico pode receitar a paciente
antibioticos para o combate, além da solicitagdo dos
exames clinicos e de imagem. Identificado através
da biépsia o cancer inflamatorio, pode-se iniciar um
tratamento mais intenso. Nesse sentido, Mizarra27
refere que o CIM corresponde a 5% dos casos de

cancer de mama e apresentam o progndstico, ne-
cessitando de terapia agressiva. Nesse sentido, tem
como principal via de interven¢do e tratamento a
qguimioterapia, seguida de cirurgia posterior, depen-
dendo da evolugao de cada caso?.

Figura 9: Carcinoma Inflamatério de Mama com destaque
em 4 caracteristicas principais: a) Eritema e aumento da

mama; b) Edema e retracdo do mamilo; c) eritema bilateral
da mama e d) aumento de tamanho, pele com forma de casca
de laranja e eritema associado ao escurecimento da pele?®

Figura 10: Cancer inflamatério de mama com presenca de
vermelhidao na regidao (1) e secrecao local (2)*'

Figura 11: Cancer inflamatério de mama com presenca de
vermelhiddo na regido (1) e secrec¢do local (2)*'.
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Figura 12: Cancer inflamatério de mama avangado, com
invasdo da pele por ferida®'.

Figura 13: Mama com aparéncia de “casca de laranja"*

Estudos demonstram que a detec¢do do CIM ndo
é muito diferente do diagndéstico das outras classifi-
ca¢des do cancer de mama. Contudo, a maior incidén-
cia costuma ser maior para mulheres afroamericanas
(pretas e pardas) em relagdo as mulheres brancas e
com idade mais precoce em comparagao ao cancer nao
inflamatério. Além disso, o indice de massa corpérea
(IMC) maior que 30 também e apontado como um
fator de risco. Em relacdo a genética, o desenvolvi-
mento do CIM ndo esta associada ao histérico familiar.
Estudos realizados com mulheres no Paquistdo
demonstraram que aquelas acometidas com o cancer
de mama inflamatoério tinham um histérico maior de
cancer de mama em suas familias em relacdo aquelas
com cancer de mama ndo inflamatério?.

O CIM possui uma patogénese diferente do cancer
de mama comum e, por isso, pode nd aparecer no
exame de mamografia. O diagndstico é realizado de-
finitivamente através da bidpsia incisional ou bi6p-
sia aspirativa com agulha de grosso calibre, asso-
ciada a uma avalia¢do histopatologica®.

A A

Figura 14: Representacdo da mama com cancer inflamatério®.
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Existem algumas diferencas apontadas na litera-
tura acerca do CIM e o cancer de mama comum.
Uma delas é o fato do Carcinoma Inflamatério da
mama nao apresentar um ndédulo, o que dificulta
o diagndstico. Além disso, ele se caracteriza pelos
émbolos tumorais linfovasculares - que sao identi-
ficados em cerca de 75% dos casos - ddo a doenga
0 seu carater agressivo, com grande possibilidade
de metastase e mau prognostico. Um estudo com
analise molecular com 24 bidpsias coletadas de
casos de CIM ainda ndo tratados identificou um
ganho do génese MYC em 75% e MDM4 em 71%,
encontrados em 18 dos casos analisados. Esse au-
mento esta diretamente relacionado a agressivi-
dade do cancer inflamatério. No mesmo estu-
do foram encontrados histérico familiar de cancer
em 68% dos casos analisados e 35% apresentaram
histérico de cancer de mama ou de ovario de parentes
de primeiro e segundo graus®’.

Ainda que o CIM seja uma doenga que represen-
ta cerca de 10% das mortes por cancer de mama no
mundo, as intervencdes terapéuticas de tratamen-
to ainda tém sido realizadas dentro dos padrdes de
cuidados oferecidos pelo cancer comum. Esse fato
demonstra a necessidade de maiores estudos acer-
ca da fisiopatologia e patogénese do Carcinoma In-
flamatério, com tratamentos que contribuam para a
diminuicdo das estatisticas apresentadas®.

3.6. Percepg¢des e sentimentos das mulheres com
cancer de mama

Devido as construcdes sociais em torno do cancer e
sua representacdo ao longo da histéria, muitos pa-
cientes acometidos por ele se veem diante de uma
situacdo marcada pelo temor da morte, da dor, do
medo e da culpa. Além disso, o aumento da incidén-
cia dos casos e a ndo comprovagdo de que o
tratamento possa ter a eficacia a que se destina
torna o processo de luta contra a doenca ainda
mais inseguro. O cancer, portanto, adquire um
valor representativo singular, como um dos mais
perigosos e enigmaticos males®.

O impacto causado pelo cancer de mama colo-
ca a mulher que enfrenta a doenca diante de uma
dupla realidade: por um lado a paciente percebe as
mudancas que o tratamento causa em seu corpo
e, por outro lado, a percep¢do de si mesma muda,
passando a viver com uma nova identidade. Tais
mudangas sdo causadoras de sofrimento, visto que
ndo percebe mais seu corpo dentro dos padr&es es-
téticos femininos que sdo impostos a todo momento
pela familia e pela sociedade, o que caracteriza tam-
bém a forma pela qual a propria paciente enxerga a
doenca e o tratamento®.
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Nesse sentido, o cancer pode representar um
grande sofrimento para mulheres, seja pelo fato de
passarem pelas etapas do tratamento ou mesmo
em receber a noticia de possuirem um cancer den-
tro de si. Isso acontece porque a construcdo histéri-
ca e cultural da doenca é pautada pela figura da dor,
da angustia e da morte, o que produz nas mulheres
uma série de estigmatiza¢des sociais e que, apesar
do avancgo das pesquisas que mostram as possibili-
dades de cura, o cancer ainda é usado para denomi-
nar o que é ruim e cruel’. Essa maneira de lidar com
a doenga nao contribui no acompanhamento de tais
mulheres, pois pensar assim é uma forma limitada e
preconceituosa de dizer que a Unica doenga que
mata é o cancer. Fernandes et al.° ressaltam que a
compreensao da doenca e das mais variadas formas
de tratamento que podem reestabelecer a saude do
paciente é fundamental para que a sociedade auxilie
com apoio e conforto as mulheres com cancer de
mama.

As percep¢des das préprias mulheres que pas-
sam pelo tratamento do cancer de mama, principal-
mente em casos de mastectomia, sdo identificados
por Rossi & Santos® em cinco familias acompanha-
das pelos autores. Segundo eles, as rea¢des das
mesmas compreendem quatro fases principais:

a) Pré-diagndstico: as pacientes postergam
as consultas médicas, os exames e negam a
realidade de um possivel cancer;

b) Diagnostico: as pacientes geralmente
reclamam da postura negligente dos
profissionais da salde, relatando os
impactos emocionais ao saber da doenca.
Sdo eles a reacdo de choque, o vislumbre
da morte e os relatos referente ao possivel
desamparo dos filhos e familiares;

c) Tratamento: relatam os sentimentos
relacionados a mudanga fisica e as
dores provenientes dos tratamento

de radio e quimioterapia;

d) Pés-tratamento: reconhecem

as mudangas positivas e negativas da
adaptacdo, principalmente no que se

refere a relacdo afetivo-sexual

das mulheres ap6s a recuperacdo da doenca®.

Contudo, a interpreta¢do que se da ao processo
de tratamento do cancer de mama é reformulado
e restruturado em cada processo interativo especifico,
pois cada mulher tem sua experiéncia individual,

que pode assumir variadas explicagdes. Ainda assim,
a maneira de lidar com cada fase da doencga perpas-
sa pelo ciclo de referéncias da paciente que inclui a
familia, as amizades, a vizinhanca e os terapeutas.
Embora esses agentes sociais sejam marcantes na
lida com o cancer de mama, a responsabilidade indi-
vidual da mulher acometida pela doenca pode levar
a sentimentos de culpa, pois a relagdo entre per-
sonalidade e cancer pode condena-la a ser também
a responsavel por sua cura, entendida como resulta-
do da sua capacidade de ter amor-préprio’.

Certos programas de saude governamentais, na
tentativa de despertar a popula¢do para a importan-
cia de tomar os devidos cuidados com habitos como
alimentacdo, vestuario, higiene, estilo de vida, rela-
cionamento, exercicios fisicos e vicios, acabam por
gerar um sentimento de responsabilidade individual
em pacientes que se veem acometidos por doencas
como o cancer.

Tavares’ salienta que essa forma de abordagem
contribui para que o problema de saude seja visto
como a consequéncia de uma negligéncia do paci-
ente para com seus habitos de vida, o que poderia
potencializar o sentimento de culpa.

Para o cuidado humanizado é necessario que a
equipe multidisciplinar realize esforcos para com-
preender o individuo como Unico e insubstituivel.
Para tanto, o trabalho em equipe aliado a comuni-
cacdo efetiva, a consonancia e a cooperagdo mutua
sdo imprescindiveis para o alcance dos objetivos de
humanizacdo em cuidados dos pacientes acometi-
dos pelo cancer, em especial nos centros cirdrgicos.
Contudo, a sinergia dos esforcos da equipe pode ndo
ser eficaz em casos onde as condi¢des laborais sdo
inadequadas aos profissionais. Dentre os fatores
que desfavorecem a efetiva humanizacdo consta
a sobrecarga de trabalho, a insuficiéncia de profis-
sionais, a falta de tempo e o excesso de pacientes’™.

O ser humano é dotado de subjetividade, consti-
tuida de seus elementos fisicos, mentais e espiritu-
ais, e por isso cada individuo pode lidar de forma
distinta com os impactos causados por uma doenca
agressiva como o cancer de mama. Contudo, é fun-
damental que uma rede interativa de apoio consti-
tuida de profissionais, familia e entidades religiosas
estejam envolvidas no processo de tratamento do
cancer, a fim de potencializar a pratica assistencial
humanizada.

3.7. Cuidados e posturas do enfermeiro

A atuacgdo do enfermeiro nos cuidados ao cancer
de mama pode ser desde a¢des que promovam o di-
agnostico precoce para a redugdo dos riscos de mor-
talidade até a conscientizacdo dos estudantes de
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enfermagem acerca da atencdo que deve ser dada
para a aquisicdo de habilidades nesta area. Consta
que o pouco conhecimento acerca dos cuidados de
enfermagem para estas pacientes esta relacionado
diretamente a falta de interesse dos profissionais e
das usuarias?'.

Nesse sentido, a ampla participagao do enfer-
meiro no cuidado com vitimas de doencas como
0 cancer requer que o mesmo concilie atividades
relacionadas ao cuidado direto com o paciente e
outras ac¢bes complexas, o que pode torna-lo um
profissional com comportamentos automatizados e
mecanicistas, inibindo o espaco para o didlogo e a
reflexdo critica junto ao paciente?.

Contudo, as demandas diarias dos enfermeiros
em centros oncoldégicos atrapalha a sistematizacdo
dos cuidados de enfermagem, prejudicando o acom-
panhamento das pacientes. Esta monotonia do tra-
balho é um obstaculo que deve ser rompido dentro
dos hospitais, pois a rotina acaba por desgastar o
profissional e tornar a humanizag¢do do cuidado algo
mais distante da realidade do mesmo?.

O cuidado humanizado com a paciente deve ter
como base a empatia e o envolvimento interpessoal
do enfermeiro para com a realidade enfrentada pela
mulher com cancer de mama.

Aspectos como carinho, atencdo, paciéncia, res-
peito e protecdo na relacdo do cuidado sdo fatores
percebidos pelas pacientes e essenciais para a atu-
acdo cotidiana do enfermeiro?. Nesse sentido, Cor-
bellini et al.?* afimam:

Cuidar de pacientes com CA seja ele de mama ou
qualquer outro, vai muito além de tratar uma doenga,
é presenciar a vida dessa pessoa todos os dias de
tratamento, ouvir suas angustias, suas tristezas,
ajudar a superar seus medos, é participar de suas
vitérias e cada dia que passou sem uma
intercorréncia. Neste contexto, os cuidados paliativos
aos pacientes com CA de mama, além de ser realizado
também pelo enfermeiro, é uma tarefa
multidisciplinar, em que os profissionais de diversas
areas tém a funcao passar alivio e melhorar a
qualidade de vida do paciente?.

A postura do profissional de enfermagem deve
ser embasada numa relacdo de proximidade e
mais empatica do enfermeiro para com o paciente,
conferindo importancia a escuta do mesmo e esta-
belecendo uma relacdo dialégica entre os sujeitos
envolvidos no cuidado. Para tanto, o profissional
deve reconhecer que os individuos sdo dotados de
particularidades e, por isso, necessitam de cuidados
individuais. Associado a isso, é importante considerar
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que o cancer de mama € uma experiéncia Unica na
vida da mulher e, por isso, exprime um sentido es-
pecifico no momento vivenciado por ela, realidade
que o enfermeiro deve atentar-se a fim de reduzir os
sofrimentos fisicos causados pelo tratamento e o
sofrimento social gerado pela possibilidade de ter
sua mama mutilada?.

Consta, nesse sentido, que as principais queixas
apresentadas pelas mulheres em tratamento do
cancer de mama sdo a resposta corporal diante da
quimioterapia e o cuidado do enfermeiro frente as
queixas. O primeiro varia de acordo com a resposta
do corpo de cada paciente diante da quimioterapia,
que pode acarretar em diversas formas de queixas
e um estudo apresentado por Ferrari?> demonstrou
que os profissionais que prestaram um adequado
suporte no cuidado com as pacientes foram espe-
cificamente aqueles que tinham uma experiéncia de
atuacdo com pacientes oncoldgicos e que possuiam
especializagdo académica. Isto nos leva a refletir acer-
ca da importancia de enfatizar esse tema como disci-
plina nos cursos de graduacdo em enfermagem nas
universidades do Brasil a fim de qualificar e otimizar
o cuidado de mulheres vitimas de cancer de mama?.

3.8. Cuidados com feridas

As feridas causadas pelo cancer inflamatério de
mama devem ser cuidadosamente avaliadas pelo
enfermeiro, a fim de garantir o melhor processo de
cuidados. Consta que o diagnostico de estadiamen-
to do cancer é fundamental para a tomada de de-
cisdao acerca do tratamento. Nesse sentido, os qua-
tro estadios que caracterizam o comportamento da
doenga no organismo s&o:

+ Estadio 1: A pele permanece integra, apesar
do tecido apresentar colora¢do avermelhada
e/ou violacea com o nédulo visivel e delimitado;

+ Estadio 1N: As feridas causadas permanecem
fechadas ou com aberturas superficiais,
vertendo secrecdo limpida sem odor.

Pode apresentar dor e prurido, com a pele
ainda na cor avermelhada ou violacea.

+ Estadio 2: As lesdes apresentam-se
fridveis, sensiveis a manipulagdo e secas,
ou com pouca umidade. Feridas permanecem
abertas, atingindo a derme e epiderme, com
intenso processo inflamatério em volta.
Presenca de dor e odor.
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* Estadio 3: Tecido necrético das feridas
apresenta-se liquefeito, fétido, de cor
avermelhada ou violacea e secretivo,
atingindo a derme, epiderme e subcutaneo.
Feridas fridveis com lesdes satélites em
risco de ruptura iminente.

+ Estadio 4: Nesse estadio as feridas
apresentam profundidade expressiva,
afetando outras estruturas anatémicas,
com abundante secre¢do, odor fétido e dor.
O leito da ferida apresenta-se
predominantemente amarelada,
com o tecido ao redor de cor avermelhada
ou violacea®.

Os cuidados do enfermeiro para a mulher com
cancer de mama inflamatério vai depender, por-
tanto, do estadio no qual o tecido se encontra. A
intervencao inicial do tratamento é acompanhar os
resultados obtidos pelos processos de radioterapia,
quimioterapia, além da hormoneoterapia e laser,
qguando indicadas. Nesse sentido, a conduta adota-
da dependerd, imprescindivelmente, se acordo com
as caracteristicas apresentadas pela lesdo. No caso
do cancer inflamatério, os cuidados de enfermagem
podem ser direcionados em casos onde se apresen-
tam hemorragias, odor fétido - em condutas con-
forme o grau, exsudato, mifase, dor, prurido e ne-
crose tecidual®.

O enfermeiro € o principal responsavel pela elabo-
ragao dos cuidados de higiene da pele e dos feri-
mentos derivados do estadio avancado de cancer.
Assim sendo, o cancer inflamatério, ap6s o estadio
TN descrito acima, necessita da elaboracdo de cura-
tivos devido a apresentagao de secre¢do. Tais cuida-
dos garantem a humaniza¢do do atendimento da
paciente acometida com tal doenga, minimizando
os sintomas das lesdes e reduzindo os impactos psi-
colégicos na autoimagem e autoaceitacdo da mulher.

Consta que os tratamentos da ferida oncoldgica
que ja ndo possui possibilidades de cura constitui
os chamados cuidados paliativos. Os objetivos dos
cuidados paliativos sao descritos INCA1 como:

« Fornecer alivio para dor e outros
sintomas estressantes.

+ Reafirmar vida e morte como
processos naturais.

* Integrar os aspectos psicolégicos,
sociais e espirituais ao aspecto clinico
de cuidado do paciente.

* Ndo apressar ou adiar a morte.

+ Oferecer um sistema de apoio para
ajudar a familia a lidar com a doenca
do paciente.

» Oferecer um sistema de suporte para
ajudar os pacientes a viverem o mais
ativamente possivel até sua morte.

+ Usar uma abordagem interdisciplinar
para acessar necessidades clinicas
e psicossociais dos pacientes
e suas familias, incluindo
aconselhamento e suporte ao luto.

O enfermeiro permanece por mais tempo ded-
icando-se aos cuidados do paciente com cancer de
mama inflamatoério, visto que é ele o responsavel
pela limpeza e tratamento da ferida. Por isso, o
mesmo deve procurar integrar o constante aper-
feicoamento das técnicas utilizadas no processo de
cuidado, a fim de garantir melhor eficacia no alivio
dos sofrimentos fisicos de psicolégicos da paciente.
As lesGes provenientes do cancer de mama in-
flamatério podem ser tratadas mediante a utilizacao
de solu¢des que garantem a reduc¢do do odor fétido
e acdo antibacteriana. Dentre elas pode-se citar o
soro fisiolégico, agua destilada, peroxido de alumi-
nio e solucdo iodada 10%3*.

Um estudo elaborado por Freitas et a/.*> mostra
as principais interven¢8es indicadas para os cuida-
dos com a ferida oncoldgica. Tais interven¢des demonstr-
aram ser eficazes no controle da secrecdo e do odor
advindos do local da lesdo.

Intervengoes de enfermagem

Fazer debridamentol.

Avaliar necessidade de debridamentol por cirurgia.

Esfregar suavementell a ferida com curativo de gaze com
solugao salinal.

Esfregar suavementell a ferida com curativo de gaze com
solugdo para limpar.

Irrigar a ferida com solugao salinal em seringa com agulha.

Autorizar banhar a ferida no chuveira.

Limpar a ferida com solugdo apropriada.

Aplicar terapia tépica com antibiético.

Aplicar terapia com solugao apropriada.

Aplicar curativo de ferida.

Aplicar curativo oclusivol de ferida.

Aplicar bolsas de drenagem de ferida.

Orientar trocar curative de ferida a cada dia.

Instruir sobre cuidados com a ferida.

Gerenciar controle do odor fétido no local da ferida.

Implementar aromaterapia no local da ferida.

Estimular habilidade para fazer higiene.

Orientar paciente e familia sobre como descartar curativos
apds trocar.

Instruir sobre controle do odor no edificio residencial.

Ventilar edificio residencial ao trocar o curative.

Coletar amostra de secregao na ferida.

Avaliar necessidade de administrar antibidtico.

Evitar demonstrar desconforto ao odor fétido.

Fornecer material instrucional sobre controle do odor fétido
no local da ferida.

Figura 15: Principais intervencdes indicadas para a limpeza
da ferida oncolégica. Fonte: Freitas et al.>>.
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4. DISCUSSAO

O papel do enfermeiro no processo de cuidados
a mulheres com cancer de mama possui um carater
multifatorial, compreendendo desde as orientagdes
as mulheres na realiza¢do de exames periodicos até
o tratamento e cuidados paliativos em casos onde a
doenca é irreversivel.

Ainda que os cuidados durante o tratamento ndo
seja exclusivamente do mesmo, é preciso considerar a
atencdo humanizada uma responsabilidade de toda
equipe multidisciplinar envolvida.

Nesse sentido, o enfermeiro deve estar atento
aos fatores de risco apresentados pelas pacientes
como a obesidade, o uso de anticoncepcionais e o
histérico familiar em primeiro grau, orientando as
mulheres quanto a necessidade do autoexame e a
adogdo de habitos de vida mais saudaveis'>.

Em relacdo ao carcinoma inflamatério de mama,
que distingue-se do cancer de mama comum, o en-
fermeiro deve exercer o processo de cuidados com
um olhar integral para com a paciente. Visto que
essa modalidade de cancer costuma-se desenvolver
rapidamente, sendo responsavel por 3 a 5% dos
casos, é necessario que o enfermeiro dispunha de
conhecimentos técnicos suficientes para reconhecer
ndo apenas os sofrimentos fisicos mas também psi-
colégicos causados pela doenga, intervindo de am-
bos aspectos'®.

Para tanto, nota-se a necessidade da equipe de
enfermagem integrar uma rede de apoio que mini-
mize os impactos do cancer de mama. Profissionais
de saude, familiares e pessoas préximas podem ga-
rantir uma atencao humanizada para com a mulher
com cancer de mama, potencializando os efeitos tra-
zidos pelo tratamento™.

A humanizagdo nos cuidados com a paciente viti-
ma do cancer inflamatério de mama é um tema
importantissimo e deve ser colocado em destaque
diante da dificil e conturbada rotina do enfermeiro
nas unidades de saude. As demandas complexas
do cotidiano das clinicas oncolégicas ndo podem
ser obstaculos a qualidade da atenc¢do prestada as
pacientes pois, se o cancer é uma doenca que traz
grandes estigmatizag¢des sociais para as mesmas, o
cancer inflamatério de mama pode ser ainda mais
impactante pelos sintomas agressivos e rapido
desenvolvimento em relagdo aos demais?222,

Nesse sentido, percebe-se o profissional de enfer-
magem como o principal agente responsavel pelas
orientacdes acerca dos cuidados preventivos contra
o desenvolvimento do cancer de mama. Dentre as
posturas dos profissionais apontadas pelas pacien-
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tes constam relatos de negligéncia para com elas
diante do diagnostico recebido. Tal atitude pode
representar um estigma ainda maior para a mesma,
reforcando a ideia de culpa e de que o surgimen-
to do cancer esta relacionado a ndo atencdo dada a
propria saude durante a vida’.

Devido a fisiologia do carcinoma inflamatério
da mama, a doenca tende a alcancar patamares de
grande sofrimento para as mulheres. Assim sendo,
destaca-se o desenvolvimento de caracteristicas
como o endurecimento da mama, a tonalidade aver-
melhada, sensivel ao toque, podendo desenvolver feridas
com aberturas, secrecdo e mau cheiro®. Tais mu-
dancas drasticas doaspecto fisico da mama, érgao
que muitas vezes é responsavel pelo sentido de femi-
nilidade que a mulher atribui a si mesma, podem
representar os principais geradores de sentimentos
de inferioridade, tristeza, angustia e culpa. Ciente
dessa realidade, é papel do enfermeiro garantir
a reducdo de tais sofrimentos, a fim de garantir a
qualidade de vida dessas mulheres durante todo o
processo de tratamento e cuidados?.

Percebe-se na literatura a importancia do olhar
humanizado do profissional de enfermagem para
com as mulheres que enfrentam o cancer. Confirme
consta, os cuidados direcionados devem ser tais que
agreguem a pessoa por inteiro. Compreende-se que
a atencdo em saude precisa ser pautada num olhar
integral, respaldado pelo contato, pela aproximagdo
com a cliente, evitando que o tratamento seja ape-
nas fruto das descobertas cientificas. Dessa forma,
proporcionar um cuidado voltado para ao segu-
ranga e o apoio sdo fundamentais, além de oferecer
um servico de escuta e relagdo dialégica com as
mesmas??2,

Contudo, a fim de garantir tais cuidados, é
necessario que o cancer inflamatério de mama seja
abordado durante a formacao do enfermeiro e suas
praticas profissionais. Consta que o tema ainda ndo
possui uma abordagem que garanta conhecimen-
to das usudrias acerca do c ancer de mama pelo
desinteresse tanto das usuarias quanto dos servicos
de saude. As unidades precisam voltar a enfatizar
o tema, como forma de prevencdo e controle da
doenca e, nesse sentido, o enfermeiro é o principal
agente de atuacao?.

5. METODOLOGIA

A metodologia do presente artigo consiste numa
revisdo bibliografica® com artigos, livros, teses e
publicacdes acerca do cancer inflamatério de mama
e os cuidados de enfermagem a serem realizados
pelos profissionais para mulheres acometidas por ele.
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Durante a elaborac¢do deste, buscou-se seguir as
etapas da revisao para a formulacdo da sintese de
conhecimentos pertinentes ao tema delimitado, a
fim de alcancar resultados significativos na pratica®.
Para tanto, ap6s delimitar a questdo norteadora da
pesquisa, realizou-se a busca da amostragem na
literatura, a coleta dos dados, a analise critica dos
artigosencontrados, a discussdo dos resultados e a
exposicao da revisdo da literatura.

A coleta dos dados foi realizada dentro das prin-
cipais plataformas de dados cientificos em saulde:
MEDLINE, BVS, Scielo e LILACS. Para tanto, foram
utilizadas para a busca as seguintes palavras-chave:
“cancer de mama”, “cuidados de enfermagem”, carci-
noma inflamatério”. Apés isso, delimitou-se o periodo
de publicagdo dos artigos entre os anos 2010 a 2021.
Foram encontrados 52 documentos cientificos, dos
quais 32 atendiam a questao norteadora da pesquisa
e foram selecionados para a presente Revisdo Bibli-
ografica. Foram inclusos 2 artigos em lingua inglesa, 1
artigo em espanhol e 29 artigos em portugués.

O artigo incluiu também estudos e artigos ante-
riores aos anos referidos e que foram pertinentes
para a abordagem do tema. Aquelas que ndo aten-
deram os critérios descritos foram excluidos da revisdo.

6. RESULTADOS

As origens do cancer de mama ainda sdo desconheci-
das e os recursos utilizados para o seu tratamento
nao sdo diretamente associados a cura das mulheres.
Por esse motivos, a incerteza acerca da eficacia em
relacdo a cura gera nas pacientes acometidas pela
doenca sentimentos de angustia pela perda do pa-
drdo estético feminino, variando de acordo com o
momento especifico que elas vivenciam o cancer de
mamabs,6. Em cada fase da doenca surgem novas in-
terpreta¢des tanto das pacientes quanto dos agen-
tes sociais envolvidos no tratamento e acompanha-
mento, destacando-se os sentimentos de culpa pelo
surgimento da doencga, que é constantemente asso-
ciada aos maus cuidados que a mulher teve para
com o seu préprio corpo’.

Tais percepc¢des das mulheres encontram refu-
gio na manutencdo da fé e esperanca, nas quais a
relacdo entre o enfermeiro e a paciente tém grande
importancia®®. Nesse sentido, percebeu-se que o
cuidado humanizado que promove o bem-estar
da mulher acometida pelo cancer garante a com-
preensdo do sujeito como um ser Unico e insubsti-
tuivel’®. Dessa forma, reduz-se os sentimentos nega-
tivos de preocupacdo, medo e tristeza derivados do
tratamento ao qual as pacientes sdo submetidas''.

O Carcinoma Inflamatério da Mama (CIM) con-

siste num tipo especifico de cancer de mama carac-
terizado pelo comprometimento difuso da mama,
com alteracGes inflamatérias e presenca de émbo-
los subdérmicos macicos'2'3. Para a identificagdo do
mesmo utiliza-se a imagiologia mamaria mediante a
integracdo das equipes multidisciplinares, integran-
do todos os intervenientes na abordagem do cancro
da mama, especialmente mediante a ressonancia
magnética e a bidpsia, que ocupam um papel central
no diagndstico e no planejamento da terapéutica e
estadiamento'’.

O CIM é pouco relatado em estudos realiza-
dos no Brasil, seja pela falta de conhecimento da
doenca ou pela necessidade de relacionar os acha-
dos clinicos com exames histopatolégicos para o
definitivo diagnodstico. Dentre as caracteristicas
apresentadas estdo o aumento de temperatura da
mama, dor e turgor da pele, tipicos sintomas da in-
flamacao e inchaco da pele da mama. Além disso,
os mamilos podem apresentar posi¢do invertida e
geralmente ndo apresenta nenhuma massa palpavel,
com coloracdo que pode variar de rosada a aver-
melhada, tomando toda a pele da mama. Uma
caracteristica muito comum € a pele com textura
de “casca de laranja” 1920.26,

A intervencdo cirurgica para a doenga € contra
indicada na maioria dos casos e a resposta a qui-
mioterapia é nula, devido a inflamacdo e ao prog-
nostico desfavoravel'. Tal O CIM é raro e representa
cerca de 1-3% do casos de cancer de mama, sendo
porém a sua forma mais agressiva?%. Percebeu-se
que a deteccao precoce do cancer de mama ainda
é timida, o que demonstra o desinteresse tanto da
parte do profissional quanto das mulheres em re-
alizar os exames preventivos?'.

A teoria do relacionamento interpessoal, desen-
volvida por Hildegard Peplau demonstrou ser uma
forma relevante e eficaz de garantir um cuidado
humanizado para mulheres vitimas de cancer de
mama, tornando-as coparticipativas de seu trata-
mento?. A atencdo prestada a ela através da interacdo
dialégica possibilita a individualizagdo do atendi-
mento, demonstrando interesse do profissional
pelas percep¢des e sentimentos que as mesmas
vivenciam durante o tratamento que, por vezes, é
agressivo e doloroso®.

A humaniza¢do do acompanhamento realizado pelo
enfermeiro precisa estar dentro de um padrdo que ex-
clui a automatizagdo e mecanicidade das relacées, vis-
to que muitas vezes o profissional encara a assisténcia
como uma tarefa mondétona?. O rompimento para
com essa visdo de monotonia garante o enquadra-
mento do enfermeiro como protagonista do cuidado e
da supervisdo a paciente vitima do cancer de mama?®.
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7. CONCLUSAO

Conclui-se, portanto, que o Carcinoma Inflamatério
de Mama (CIM) é um tipo de cancer que afeta uma
quantidade pequena das mulheres, mas exige uma
atencdo dobrada por conta dos desfechos mais
graves. O enfermeiro exerce um papel fundamental
nas orienta¢des a serem dadas para as mulheres
acerca da prevencdo e do inicio precoce do trata-
mento de possiveis sintomas apresentados. Além
disso, o enfermeiro deve realizar o acompanhamento
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ABSTRACT

Myeloproliferative neoplasms (MPN) arise from hematopoietic stem cells with so-
matically altered tyrosine kinase signaling. The World Health Organization classifies
them according to the expression of the BCR / ABL translocation, in BCR / ABL positive
and BCR / ABL negative. This last group is characterized by the expression of other
mutations such as JAK2, MPL and CALR. According to the diagnostic criteria of these
entities, the presence of both mutations are exclusive, however, there is an unusual
presentation where both mutations coexist, with an estimated frequency of 0.4%.
This peculiarity forces us to extend our molecular studies andthereby improve the
effectiveness of the treatment considering the therapeutic target.

We report the case of a 69-year-old male patient with a diagnosis of chronic myeloid
leukemia who has the coexistence of the BCR/ABL and JAK 2 V617F mutation, available
management in a developing country and long survival.

Key words: chronic myelogenous leukemia, myelofibrosis, BCR-ABL translocation
and JAK2 V617F mutation.
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INTRODUCTION

Myeloproliferative neoplasms (MPN) arise from
hematopoietic stem cells with somatically altered
tyrosine kinase signaling. The World Health Orga-
nization (WHO) classifies them according to the
presence of the BCR/ABL translocation in BCR/ABL
positive chronic myelogenous leukemia (CML) and
those which do not express BCR/ABL including; poly-
cythemia vera, essential thrombocytosis and pri-
mary myelofibrosis. This last group is characterized
by the expression of other mutations such as JAK2,
MPL and CALR. JAK2, the most common, occurs in
approximately 50% of cases 2.

According to literature, BCR/ABL and JAK2 are mu-
tually exclusive 2, however in some cases they can
coexist. Two hypotheses have been postulated. The
first one proposes that exists two cell clones, exhibiting
each one, one mutation. Under treatment pressure
of the dominant clone, the other one becomes over
expressed. The second hypothesis states that exists
one cell clone that simultaneously expresses both
mutations G4,

Herein, we describe a case of CML presenting
BCR/ABL and JAK 2 mutations.

CASE REPORT

A 65-year old male presented with a 5-month
history of early satiety with bloating and abdomi-
nal pain in June 2015. He denied a history of fever
or asthenia. On physical examination, he had mild
right upper quadrant abdominal pain with enlarged
spleen, not other findings. A computed tomography
(CT) scan of the abdomen revealed splenomegaly
and hepatomegaly. The spleen and the liver had a
measure of 23 cm and 19 cm craniocaudally, respec-
tively. The initial complete blood count (CBC) re-
vealed: WBC 52.12 x109/L. Bone marrow aspirate
(BMA) revealed a hypercellular bone marrow with
increased myeloid precursors (85%) and a decrease
in the number of erythroid precursors (2%). The per-
centage of blasts was normal. Cytogenetics showed
a karyotype 46 XY with the translocation (9;22) in
100% of the analyzed metaphases. These results led
to the conclusion of the diagnosis of Chronic Myeloid
Leukemia in chronic phase.

Patient started imatinib 400 mg daily with poor
tolerance due to nausea and vomiting grade 3, which
lead to a permanent discontinuation after three
months of irregular treatment. The symptoms in-
creased severe asthenia, hyporexia and abdominal
pain. The BMA showed a predominance of the my-
eloid series with blast count in normal range. CBC
revealed: 33.7x109/L WBC; 60% neutrophils; Hb 12

g/dL; and platelets, 631 x 109/L. No hematologic
or cytogenetic response was obtained. The dose of
Imatinib was doubled to 800 mg once daily with poor
tolerance, so it was decided to suspend Imatinib.

On January 2016 the patient started Hydroxyurea
1500 mg once daily. For almost two years, until No-
vember 2017, the patient maintained stable disease
in treatment only with Hydroxyurea.ln November
2017, the patient had clinical deterioration, CBC
showed leukocytosis (WBC 28.77 x10 9/L) and ane-
mia (Hb 8.8 g/dL). BMA described heterogeneous
appearance with marked predominance of myeloid
series, increased basophils and monocytosis, myeloid
blasts 4%, erythroid and megakaryocyte are de-
creased. Molecularly, the quantification of BCR/ABL
transcripts increased to 100%.

Weincreased hydroxyurea doses without response,
so we returned to imatinib whit poor tolerance. Pa-
tient suspended treatment. BMA was repeated and
reported predominant myeloid series (79%), myeloid
blasts 4%, CML without transformation.

The CBC showed WBC 36.94 x 109/L, Hb 8.5 g/
dL, neutrophils 26.59 x 109/L , platelets 212 x 109/L.
BMA described a marked increase in myeloid series,
myeloid blasts 2%, eosinophilia and basophilia con-
sistent with NMP without response to the TKI, moderate
fibrosis and cellularity 10% (Figure 1). Due to these
findings, on October 2018 the patient started Da-
satinib 140 mg oral once a day, developing diarrhea
grade 2, symptomatic anemia, asthenia and dyspnea
on moderate exertion. The quantification of BCR/
ABL p210 revealed 3.21%. Flow cytometry was nega-
tive for acute leukemia.

Figure 1. Bone biopsy.

(A) Bone marrow, increased 5X where you can see areas
hypercellularity.

(B) Magnification of 20X, where one can see areas of fibrosis.
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InJanuary 2019 the real-time quantitative PCR (qPCR)
for p210 BCR-ABL in peripheral blood revealed
0.308% (the previous was 3.21%), however the leu-
kocytosis (WBC 59.75 x 109/L) and the volume of the
spleen were increasing (splenic height 26 cm). There
was no clinical agreement with the molecular tests
results, so it was decided to request JAK2 mutation.
In February 2019 molecular biology was per-

formed in peripheral blood and the result revealed
positivity for the JAK2V617F mutation. Dasatinib
was suspended. The myelogram showed a predom-
inance of the myeloid cells (87%) in different stag-
es of maturation. Decreased erythroid series, con-
sisting of late normoblasts. It was not evidenced of
megakaryocytic series. Blasts in normal range (1%).
Bone marrow aspirate clot with the presence of
abundant neutrophils. The bone marrow biopsy evi-
denced a cellularity of 50% and myelofibrosis. Presence
of myeloid and erythroid series, but no megakaryo-
cytes were observed.

We Typified 2 myeloproliferative neoplasms with
specific molecular alterations that coexist:

1. Chronic phase CML
2. Myelofibrosis

In March 2019, patient started Ruxolitinib 15 mg
twice daily. Two months later, on May, the real-time
quantitative PCR (gPCR) for p210 BCR-ABL in pe-
ripheral blood revealed 0.168% (the previous was
0.308%). The patient persisted with leukocytosis and
low hemoglobin, requiring transfusion support. The
number of platelets on the other hand remained
in the normal range. Bone marrow flow cytometry
immunophenotyping on August 2019 showed an
immature myeloid population (3.72%) positive for
CD45, CD34, CD117, CD13 and HLA-DR; and nega-
tive for CD15, CD11b, CD64 and CD14.

On March 2020 due to an increase in leukocyto-
sis (51,000 WBC) and splenomegaly (last ultrasound
study revealed a height of 25 cm), the patient started
treatment with Cyclophosphamide 50mg oral once a
day together with Ruxolitinib. The myelogram showed
a predominance of the myeloid series (84%) in
different stages of maturation and dysgranulopoie-
sis. The bone marrow biopsy evidenced an increased
reticulin staining, classified as grade 3 myelofibrosis,
as well as dysplastic changes in the granulocytic and
megakaryocytic series. No blasts were observed.
Flow cytometry immunophenotyping showed an
immature myeloid population (0.71%) positive for
CD45, CD34, CD117 and HLA-DR; and negative for
CD14, CD15, CD16, CD11b, CD10 and CD56.

On May 2020, the gPCR for p210 BCR-ABL in
peripheral blood revealed 0.101% (the previous was
0.168%).The myelogram revealed a predominance of
the myeloid series (80%). Reduction in erythroid cells
(4%). No increase in blasts count (2%). Flow cytome-
try found an immature myeloid population (1.73%)
positive for CD45, CD34, CD117, CD13, CD123 and
HLA-DR; and negative for CD14, CD16, CD11b, CD10
and CD56.

Patient continue with abdominal pain, an abdo-
men CT showed an increase in splenomegaly, the
spleen length was 31 cm (previous 23 cm). Due to
splenomegaly, the patient received treatment with
radiotherapy based on a single dose of 500 cGy. On
the other hand, the number of leukocytes continued
to increase (124,000). Patient presented failure of
treatment; it was decided to suspend Ruxolitinib.

In August 2020, the myelogram showed an in-
crease of the myeloid series (92%) in different stages
of maturation, significant reduction in erythroid
cells (1%) and Blasts count in 1%. The cytogenetic
study concluded the presence of a karyotype 46 XY
with translocation (9;22) in 100% of the analyzed
metaphases. Flow cytometry immunophenotyping
showed an immature myeloid population (0.31%)
positive for CD45, CD34, CD117, CD23, CD13, CD33
and HLA-DR; and negative for CD14, CD16, CD11b,
CD10 and CD56. It was decided to start 6-MP 50
mg oral once a day.

Unfortunately, in April 2021, the patient pre-
sented greater clinical deterioration with dyspnea
at slight exertion, an increase in splenomegaly (CT
scan revealed a spleen length of 32 cm), an increase
in leukocytosis (122,000) and severe anemia (Hb in
6.8). In order to control abdominal paint, splenic ar-
tery embolization was performed without complica-
tions. Three days after the procedure, he suddenly
presented cardiorespiratory arrest that ended up
causing death.

DISCUSSION

MPN carry exclusive mutations, in less than 1% of
cases, both mutations may coexist 4. Other studies
reported a frequency of 0.2 to 2.5% ©\. In our region
there are no records about the incidence of this pre-
sentation and this is the first case reported in Peru.

A US study which included 1 570 patients with
MPN, followed for 10 years analyzed the BCR/ABL 1
and JAK 2 status. They found a coexistence of both
mutations in 0.4% of patients. According to time of
presentation, there were divided in three groups:
JAK 2 followed by BCR/ABL, BCR/ABL followed by JAK
2 and simultaneous detection. The group one has
moderate leukocytosis, progressive thrombocytope-
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nia and normal hemoglobin. BMA showed fibrosis
prior detection of BCR ABL and after the expression
was consistent with seen in CML. BCR ABL range was
80% to 100%. The second, has marked thrombocyto-
sis without leukocytosis or anemia. BMA showed a
hypercellular marrow whit moderate reticular fibro-
sis. BCR ABL show a reduction of 2.4 log from 100%.
The last group has variable peripheral blood counts.
BMA were heterogeneous but all were hypercellular.
BCR ABL range was 60 to 100%. The second group
has a longer survival outcome ©.

The coexistence of both mutations should be
suspected upon atypical features expressed in bone
marrow and the clinical course of the patient®. The
case presented a longstanding history and laborato-
ry findings at the beginning showed mild leukocyto-
sis and thrombocytosis. The BMA was hypocellular
probably related to treatment for the previous diag-
nosed of myelofibrosis. Molecular studies detected
BCR/ABL, categorically defining CML®. The treat-
ment whit tirosin kinase inhibitors improve molecular
findings but not clinical and laboratory parameters
(Table 1).

The presence of a dry BM with reticular fibers
and the change after the treatment to a hypercellu-
lar BM with predominantly myeloid series; suggest
that there might have existed be two clones of cells.
When both mutations were determined simulta-
neously, the study of BM are hypercellular and de-
scribed the presence of fibrosis of adipose tissue, so
these findings coincide with the detection of BCR /
ABL previous to JAK2® &9, However, we acknowledge
that there was a delay in the detection of both mu-
tations, probably due to the long evolution of the
patient and the difficulties of access in our health
system.

So we could conclude that it is a secondary myelo-
fibrosis by myeloproliferative process. The risk strati-
fication international prognostic System Score (IPSS)
divided myelofibrosis in low risk, intermediate 1 risk
intermediate-2 and high risk, according to clinical cri-
teria such as age, WBC count, hemoglobin, blasts in
peripheral blood and the presence of constitutional
symptoms (%1 At the time of the diagnosis of
myelofibrosis in February 2019, our patient is located
in the high risk group.

Table 1. Clinical, laboratory and pathology evolution during treatment.

Signs and symptoms WBC ANC Hb PFL Bone Marrow aspirate BCR ABL
(x40 &Ly (=10 8/L) lgidl) (=10 8/L) (BMA]
June 015 Eglenomegaly and abdominal FEF] N A00 Hypeecallular, bone mammow with increased myelod 100G
[ain precursors (B5%) and a decreased eryifwoid
precursors [276).
December 20715 Severe astenia, Dypaesaand | 227 02 |12 [3] Tone Mone
apdominal pain.
Nowember Headache, asthenia, palar, 2005 300 [B5e) | 92 RS Helerogeneous appearance, marmed Myeid senes, | 00T
2m7 edema and splenomegaly lodasts 4%, erythroid and magakaryocyte ara
decragsed.
Farch 2078 Asthenia and splenomegaly iE] 105y [ 103 TET WO MO
Ochober 2078 Bone pain, pallor, edema and 3504 LTI [ ES 1 Fredominant myeloid series [T9%), myeloid oiasts 327%
nepatosplenomagaly A%, erythroid decreasad and no megakaryocyte.
January Dyspnea, tharacic and TaTs IWAAETR) | 102 148 tarked increase in myelold series, rmyaloid oiasts 0.308%
2018 abdominal pain, 2%, moderate fiorosis of adipose tssue
nepatosplenomagaly
Apnl 2078 Froductive cough, dyspepsia, 2094 TI0OE5%) [ 95 167 fone Mone
abdominal pain
Farch Z020 Splenomegaly (25cm] and 5102 ZELREET I I 100 Fredominant of the myelold series (B84% ] in diferant | 0.707%
abdominal pain stages of maturation, increased geticylin, staining,
grade 3 mysiofibrosis and dysplastic changes in the
granubocytic and megakaryocytic series.
July 2020 Continue with abdominal pain, 12404 LZAT[EAZR) | 66 40 Predominance of the myeloid series  (B0%). | Mone
splenomegaly {31cm) Reduction in erythroid cells (4%). No increese in
[dasts count (2%).
‘October 2020 Alpdominal pain R DA E5%) | 71 1] None Mone
Apnl 2027 Clinical datenorafion with TZEAG LY ETR) | 68 51 fone Mone
dyspnea, splenomegaly {32
cmil
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A Case Report of long survival

In asymptomatic patients with low and interme-
diate risk, close observation is an option; while if
the patient has symptoms an anti JAK 2 treatment
should be used as first line. Other options are in-
terferon alpha 2b and hydroxyurea. For intermedi-
ate 2 and high risk, the treatment is divided in two,
those patients who are candidates for allogeneic
bone marrow transplantation (ASCT) and those that
are not; for the first group if only anemia is present,
treatment with erythropoietin (EPO) should be offered
and, if only thrombocytopenia with less than 5x 10
is present® we should begin treatment with an anti
JAK 20019 |n case of concurrent presentation, there
is no standard treatment, but most case reports
recommended giving treatment according to the ex-
pression of the dominant clone “%-89,

In the case reported, treatment was started with
hydroxyurea, however when we had evidence of the
presence of the BCR ABL we changed to an inhibitor
of tyrosine kinase of the first, second and third genera-
tion, with poor tolerance and complications related
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Multidisciplinary Actions in the Treatment of Atypical Fibroxantoma,
a rare but severe neoplasm: a real-life case report
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SUMMARY

Atypical Fibroxanthoma (AFX) is a rare tumor of spindle cells, described by Hel-
wig (1963). This is related to sun exposure in whites, elderly men (mean age
60 years). AFX is a variant of malignant fibrous histiocytoma (MFH) and presents
as an erythematous, papule and ulcered lesion. The size varies from 2 to 20
cm, and difficult to differentiate from epidermoid carcinoma (SCC). We report
the case of patient with lower lip AFX reinforcing adjuvant surgery and radiotherapy
(RT). A 60-year-old patient, male, mason, white, from Sdo Paulo. It refers to
wound lip for 12 months, with no improvement to treatments. To clinical
examination: Ulcer and vegetation lesion of the lower lip compromising the
right labial commissure and distant 1.5 cm from the left commissure and in-
filtrating 0.5 cm to the skin. Lymph node level IB right measuring 1.5 X 1.5 cm
hardened, mobile, smooth, without contiguity with the submandibular gland.
We performed resection and reconstruction with emptying of levels IA and
IB. It evolved with local infections and dehiscence due to lack of local care. The
anatomopathological showed low differentiated and ulcerated AFX measuring
6.2 x 3.5 cm with high mitotic index and lymph node level IB right with metasta-
sis, confirmed by immunohistochemical examination. We indicated radiotherapy
(RT) in the in the total dose of 60 Gy and was asymptomatic for 24 months. The
diagnosis is based on clinical, histopathological and IHQ, and extensive excision
with free margins, cervical emptying for suspected LN and associated reconstruction.
Radiotherapy has been indicated in this case by prognostics factors.

Keywords: Atypical fibroxanthoma; Neoplasm of the lower lip; Diagnosis;
Treatment.
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INTRODUCTION

Atypical fibroxantoma (AFX) is a rare dermal tu-
mor originating from spindle cells, first described
by Helwig' in 1963. This neoplasm affects mainly
areas of sun exposure, such as the cervico facial
region and upper limbs in fair-skinned individuals.
The most incidente age group are the elderly, with
the average age being 71.9 years, ranging from 20 to
91 years, and there is twice as much involvement in
males. It's rarest form of presentation is in places with
less sun exposure, such as the trunk and in young
individuals 2.

AFX presents as a single erythematous lesion, in
the form of a papule or nodule, which can rapidly
evolve with ulceration and bleeding. The size is usu-
ally smaller than 2 cm in diameter, but there are re-
ports of tumor larger than 10 cm“. It is a neoplasm
related to ultravioleta radiation and clinically it is
difficult to distinguish it from other cutaneous tu-
mors such as squamous cells carcinoma, basal cell
carcinoma, malignant fibrous histiocytoma (MFH)
and keratoacanthoma. Furthermore, this difficulty
also occurs in the histological analysis using the he-
matoxylin-eosin method and may be composed of
pleomorphic, fusiform, epithelioid cells or a mixture
of these cells. These similarities are so much greater
with malignant fibrous histiocytoma that AFX is con-
sidered a superficial variation of this tumor?2.

Immunohistochemical analysis is essential to con-
firm the diagnosis. AFX is usually negative for cyto-
keratin, unlike epitelial tumors; the S100 protein is
negative, unlike the fusiform variant of malignant
melanoma. One of the markers that distinguish
them from MFH is CD99, which is more common in
AFX. Vimentin is a mesenchymal cell marker, which
can be positive in AFX cells. And Ki65 is a cell prolifera-
tion marker, which can also be positive in this neo-
plasm. Despite these apparently malignant features,
AFX is a low-grade malignancy because metastases
are rares. The currently recommended treatment is
surgery, which can be performed broadly with mar-
gins of 1.0 cm. The recurrence rate is approximatelly
7% within one year>.

The differential diagnosis of AFX includes pleo-
morphic dermal sarcoma, squamous cells carcino-
ma, malignant melanoma and leiomyosarcoma.
Several observations favor a mesenchymal origin
for AFX. Based on clinical, pathological and molecu-
lar characteristics, we performed the treament. The
prognosis will depend on the inicial staging of the
tumor, as AFX can develop by epitelial-mesenchymal
transition from squamous cells carcinoma (epitelial
origin) to a mesenchymal cancer phenotype.

CASE REPORT

JCF, 58 years old, white, married, farmer, residente
of rural area and overweight, from Taquaravai (Sao
Paulo-Brazil), looked for the Head and Neck Service
of Hospital Geral Dr. José Pangella-Vila Penteado -
Sao Paulo-Brazil on 05/26/2017, referred with a com-
plaint of an extensive wound on the lower lip with
a 12-month evolution with symptons of progres-
sive growth and difficulty in eating. Refers to active
smoking and alcoholism. He refers to uncontrolled
arterial hypertension and denies diabetes mellitus.
Denying weight loss, fever and pain. He also men-
tions symptomatic treatments without improvement
in this period.

The locoregional examination showed a Karnofsky
Performance Status (KPS) of 80%, in the oroscopy we
identified an ulcerative-vegetative and infiltrative le-
sion of the lower lip with the epicenter of the lesion
on the right compromising the right labial commis-
sure and 1.5 cm away from the left labial commis-
sure. Indirect laryngoscopy showing mobile vocal
folds and wide glottic slit. The neck’s lymph node
enlargement at the right level 1B, measuring about
1.5x 1.5 cm, mobile, hard, painless, smooth, without
compromising the skin covers it.

Figure 1. Photograph of ulcerative-infiltrative and vegeta-
tive lesiono n the right lower lip. Source: HGVP - Head and
Neck Surgery (2016).

Preoperative examinations revealed an unaltered
chest X-ray, and ultrasound of the neck showed a
nodular image in the submandibular region, mea-
suring 3.0 x 3.0 cm, with mixed echogenicity. Direct
laryngoscopy showed septal desviation, nonspecific
rhinopathy, signs of posterior laryngitis with minimal
alterations in the vocal folds. Sinus rhythm electro-
cardiogram. Hematological, biochemical and coagu-
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lograma within normal limits. In the evaluation of
the surgical risk According to the American Society
of Anesthesiologists (ASA) classification, it was clas-
sified as category Il. As a proposal and due to the
urgency of the treatment, we opted for an neck dis-
section of opportunity on the right, resection of the
lesion by a patologist and primary reconstruction
with two operative techniques, initially the Webster
technique'™ on the right (Figure 2) and on the left
using the Karapandzic technique ?° (Figure 3).

Figure 2. Photograph of the final aspect of the reconstruction
of the labial commisure and right lower lip using Webster's
surgical technique. Source: HGVP - Heaf and Neck Surgery
(2016).

Figure 3. Photograph of the final appearence of the reconstruction
of the remnant of the left lower lip using the Karapandzic
operative technique. Source: HGVP - Head and Neck Sur-
gery (2016).

He evolved in the postopeerative period with lo-
cal infection and dehiscense of the surgical wound,
being submitted to resuture and monitored week-
ly for four weeks with good evolution and without
presenting microstomia. The anatomopathological
examination showed atypical, poorly differentiated
and ulcerated fusiform cell neoplasm diagnosed as
atypical fibroxanthoma (AFX) measuring 6.2 x 3.5 cm
in its largest diameters; high mitotic index; angiolymphatic
invasion not detected; undetected perineural infil-

tration; subcutaneous adipose tissue, major salivar
glands and skeletal muscle tissue free of neoplasia
and surgical margins free of neoplasia.

Imunohistochemical examination showed pos-
itive antibodies for: p63; Vimentine; Ki65; CD31;
CD68: Actin; CD10 and antibody negative for CD1.
In the lymph node evaluation at levels IA and IB on
the right, we obtained ten lymph nodes, of which 01
lymph node on the right level IB showed an atypi-
cal cell infiltrate permeating it, with immunohisto-
chemical examination showing na area of fibrosis,
hyalinization and reactional proliferation and no di-
agnosed neoplasm.

The patient evolved asymptomatic, denying the
escape of liquids through the mouth and denying
difficulty in feeding, with a mouth opening of 70%
in 07/2017.

Figure 4. Photograph of the late postoperative period of
lower lip reconstruction without microstomia. Source:
HGVP - Head and Neck Surgery (2016).

We referred him for adjuvante oncological treat-
ment with radiotherapy, after reviewing the slides and
confirming the diagnosis of atypical fibroxantoma. Ra-
diotherapy treatment was performed from February
to March of 2018 with a total dose of 60 Gy. Evolving
with grade Ill mucositis, grade Ill radiodermatitis in the
neck, and no evidence of locoregional lesion. She has
no evidence of disease so far and is also being followed
up by a speech therapist and nutritionist.

Figure 5. Photograph of the final aspect of the late
postoperative period of lower lip reconstruction, showing
good lip rhyme coaptation. Source: HGVP - Head and
Neck Surgery (2016).
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DISCUSSION

The term atypical fibroxantoma (AFX) was pro-
posed by Helmig'in 1963 for a lesion that he initially
considered to be a reactional inflammatory process.
This led to the establishment of distinct clinicopatho-
logical aspects of AFX*. AFX is as atypical nosological
entity and the correct clinical, anatomical and patho-
logical diagnosis is important as it can avoid aggres-
sive or inappropriate treatments.

In this case report, we found a patient who lived
in a sparsely populated rural drea, whose main occu-
pation was farming and who had difficulty accessing
public and health services due to the distance of his
home from urban centers. He worked most of the
time under sun exposure, without using protective
products or equipment that would reduce the inci-
dence of ultravioleta (UV) rays. It is well documented
that excessive exposure to UV rays leads to the for-
mation of ADN photoproducts by exposure to solar
radiation and are described as resposible for the
pathogenesis of AFX'°.

Our case report show a patient of average physical
size and classified as overweight, as in most patients
living in rural areas, there is higher prevalence of
nutritional alterations, which are commonly found
both in the form of malnutrition due to loss, that is
the body mass index (BMI), or in the form of malnu-
trition due to excess, also called overweight or obesi-
ty (BMI above the recommended level)%.

Due to sociocultural disability and educational level,
we found it difficult for the patient to understand
the disease, diagnosis and treatment presented.
Such data are relevant when we understand that the
patient’s acceptance of the healing process directly
influences their adherence to the specific guidelines.
Medical, nutritional, speech therapy and nursing care
was provided in the pre and postoperative periods and
during the radiotherapy treatment. The apperance
of complications such as changes in salivation, taste,
and dysphagia are expected side effects, which leads
the patient who already has a nutritional disorder
and low weight and is prone to reducing food intake
to amounts below the recommended and, therefore,
develops or aggravates pre-existing malnutrition
leading to a worse prognosis and quality of life %,

The diagnosis of AFX should be based on an ade-
quate anatomopathological examination with na
immunohistochemical study'®, particularly in rare
locations such as the lip. AFX are generally well-de-
limited, non-encapsulated, highly cellular dermal
tumors. Histologically, they are distinguished by the
marked pleomorphism that can be identified at low

magnifications'. The anatomopathological differential di-
agnosis is broad and includes benign and malignant
cutaneous tumors with spindle cells and/or pleo-
morphic cytomorphology including fibrous histio-
cytoma (FH), pleomorphic skin fibroma, cutaneous
leiomyosarcoma, malignant melanoma and derma-
tofibrosarcoma protuberans’®.

Due to the low incidence of the disease, difficult
access to medical services and difficult etiological
diagnosis, our patiens took about 12 month to be
diagnosed and underwent numerous consultations
and received several treatments before the defini-
tive diagnosis. This path taken led to a lack of hope
in making na assertive diagnosis, which contributed
to the lack of adherence to treatment. Once the di-
agnostic hypothesis has been formulated, it is im-
portante to clarify in the simplest, most correct and
honest way possible the next steps to be followed
in order to break this psychological barrier, which
is importante due to past failures. In addition, it is
essential that we take into account the social con-
ditions experienced by the patient, given that half
of the patients admitted to the hospital have some
degree of malnutrition and that these rates increase
over the course of treatment. It is important to keep
in mind that work activities will directly influence the
treatment process and quality of life of this patient?.

The treatment of choice is surgery, as the litera-
ture recommends wide resection with surgical safety
margins of 1 to 2 cm at the excision and neck lymph
node dissection is not accepted by some authors due
to the low incidence of lymph node metastasis 2. In
our report, in this case, this did not happen because
we had a compromised lymph node in the right IB
level and this case the AFX has a malignant clinical
behavior and a greater tendency toward local recur-
rence When compared to the common cutaneous
fibrous histiocytoma and can rarely metastasize '°.
According to Franca et al.?' in 2018, states that adju-
vante radiotherapy may be indicated in unrecectable
or not completely resectable cases, as wel as in the
presence of poor prognostic factors, such as mitot-
ic index, invasion of subcutaneous tissue, previous
radiation, tumor necrosis and absence of surgical
margins neoplasm free. The role of adjuvante che-
motherapy is controversial and is mainly indicated
in cases of cervical metastases.

It was important to explain to our patient and
family that the fact of having lymph node involve-
ment did not preclude the follow-up and prognosis
with the treatment performed. We have frequent-
ly seen the provision of information by the media
about diferente types of neoplasms, their prognosis
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and the intratability of the disease. We must clarify
both the patient and their family members about the
therapeutic proposal in order to reate a more solid
doctor-patient bond and thus be able to provide
support in times that are complications related to
the treatment.

In addition to the well-established surgical treat-
ment in the literature, the role of perioperative im-
munonutrition becomes importante in patients who
are candidates for surgeries in head and neck re-
gion, especially in those who have risk factors for nu-
tritional alterations. The supply of specific nutrients
(arginine, Omega 3 and nucleotides) associated with
na increase in protein supply, either orally or enterally,
in the days before and after surgery significantly re-
duces the risk of infectious and non-infectious com-
plications and length of stay hospital .

These additional benefits of adjuvante therapy
must be understood by patients and falmilies as
they may change the patient's prognosis and quali-
ty of life. Whenever possible, family participation is
also important throughout the process, as the side
effects of treatment may make it impossible for the
patient to maintain self-care, requering social and
family support.

In this case report, the patient underwent a nutri-
tional assessment before surgery and after identify-
ing the nutritional risk, the use of an enteral diet was
indicated, which the patient refused to perform even
after guidance on possible risks. We understand that
the use of a nasogastric tube would generate nutri-
tional costs and psychologically affects our patient,
considering that his work was his only source of
montly income for the family, therefore, we opted
for an optimized oral diet as a nutritional measure,
because during and after treatment, our patient had
oral mucositis and severe dysphagia that led to sig-
nificant weight loss, and the development of sarco-
penia and secondary bacterial infection. Additional
and frequent consultations were necessary for the
segment, as we understood that the patient needed
more care, guidance from the multidisciplinar team,
and especially care with the dressings. The attention

given to the protein-caloric intake, which was below
the recommended level, and with sarcopenia, there
was difficulty in carrying out their work activities,
generating great anxiety and needing psychological
support.

During the returns of our patient for clinical con-
sultation, we clarified that in relation to the progno-
sis, there is still no clear recommendation regarding
the treatment of AFX ', however, AFX is commonly
treated by surgical resection, and the recurrence
rate According to the literature was of 5% '2and 10% 3.
Regarding multifocal recurrence, they were rarely
highlighted '*. Metastases are uncommon and occur
in approximatelly 1% of reported cases '°. Regarding
our case report, we indicate adjuvant radiotherapy
treatment, based on the study by Giuffrida et al., 3
mentions that aspects associated with the possibility
of metastasis include vascular invasion, tumor size,
tumor infiltration and necrosis tumor and of these
our case included involvement of more than 80% of
the lower lip. Based on these findings, we carry out
biweekly outpatient clinical and surgical follow-up of
the patient until complete improvement of the acute
postoperative complications and monthly follow-up
that has been carried out in order to rehabilitate the
patient that he can carry out his work.

CONCLUSION

AFXis believed to be a benign tumor centered on
the dermis of sun-exposed skin of elderly patients
who have other conditions that lead to the ADN
repair defect, although further testing is needed
in order to verify whether this is indeed evident.
Making a diagnosis of AFX is challenging, and
should only be done after applying rigorous histo-
logical criteria and a broad immunohistochemical
panel. Surgery is still the best therapeutic option
with wide and free resection margins and neck dis-
section is due to clinical and anatomopathological
findings. Adjuvant radiotherapy was indicated by
evaluating prognostic factors such as tumor size
and mitotic index.
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