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INTRODUCTION

Surgical resection remains as the only possibility for the complete cure of
patients with cephalic pancreatic adenocarcinoma'". Such disease is the fourth
leading cause of cancer-related mortality(z), with a median survival of 5-8
months, 5-year overall survival of less than 5% considering all stages of the

® and 20% of those treated with curative intentV). In Brazil, it is

disease
responsible for 2% of all types of cancer and 4% of all cancer-related deaths.
Therefore, this disease has the poorest overall survival amongst all other types
of cancer.

It is a rare condition before the age of 45 years, mostly occurring after de
sixth decade. Therefore, with population aging in western world, its incidence
tends to rise in absolute numbers”. Even after potential surgical curative
resection, about 80% of the patient die of disease due to distant metastasis or
local recurrence'®. The rate of recurrence is predetermined by the microscopic
frequently incomplete resections as a result of anatomical tumor location and
growth pattern of cancerous cells®”). Several factors contribute to a better or
poorer oncologic prognosis after resection surgery in these patients. Among
them there are tumor size, degree of cell differentiation, lymph node status,
margins / R status, and CA19.9 levels®'?.

Staging for pancreatic ductal adenocarcinoma has been proposed by the
Japanese Pancreas Society (JPS) and the Union for International Cancer

Control (UICC) (which is the same as the American Joint Committee on

Cancer — AJCC). These staging systems have a similar TNM classification.



However, they considerably differ in the final clinical stage grouping(”). These
TNM staging systems have proven to be poor in predicting long-term overall
survival when analyzing resected pancreatic adenocarcinoma, providing only
an anatomical analysis for the extent of the disease!'?.

Therefore, it was found that there is a need to identify determinant factors

/ variables in long-term overall survival, and these factors are based in the

histologic analysis.



OBJECTIVES

To study patients with periampullary neoplasms, especially the cephalic

pancreatic adenocarcinoma, treated within the Grupo de Vias Biliares e

Pancreas — GVB&P/DC Santa Casa de Sao Paulo School of Medical Sciences,

and analyze:

Population aspects such as age, gender;

Time of symptoms until diagnosis, bilirubin levels;

Operatory approach, operation time, reconstruction types, pylorus
preservation;

Post-operative complications, post-operative pancreatic fistula
(POPF), delayed gastric emptying (DGE);

Pathology staging, histologic aspects, adjuvant therapy;

Overall survival, and causes of deaths.



PATIENTS AND METHODS

A retrospective cohort study was held and a research protocol was
developed exclusively within GVB&P/DC Santa Casa de Sao Paulo School of
Medical Sciences, from 2000 to 2013. Data were prospectively retrieved using
the latest definitions in pancreatic surgery from patients’ records, laboratory
and imaging tests results, and operative reports. Pathologists experienced in
pancreatic diseases in the institution analyzed specimens.

This research was signed up in Plataforma Brasil
(http://aplicacao.saude.gov.br/plataformabrasil/login.jsf)  under = CAAE —
Certificado de Apresentacdo para Apreciacdo Etica (Certificate of Presentation
for Ethical Consideration) number 05625612.4.0000.5479 and has been

approved by the institution’s human research ethics committee.
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ABSTRACT

Background: Pancreatic adenocarcinoma remains one of the worst digestive
cancers. Surgical resection is the main target when treating a patient with
curative intent. The aim of this study is to assess angiolymphatic invasion as a
prognostic factor in resected pNO pancreatic cancer.

Methods: 38 patients were submitted to pancreatoduodenectomy due to head
pancreatic cancer in an academic tertiary hospital. Tumor size, margins, lymph
nodes, pTNM UICC, angiolymphatic and perineural invasion were described in
the pathologists’ reports. Statistical analysis considered p < 0.05 and 95% of
Cl.

Results: Most patients were female. Overall median survival was 13 months.
Gemcitabine was the regimen of choice for chemotherapy in selected patients,
however it did not improve overall survival. pRO resection had better survival
compared with pR1. Within the pNO group, survival was significantly better in
patients without angiolymphatic invasion.

Conclusion: The present study suggests that the angiolymphatic invasion in NO
pancreatoduodenectomy can be demonstrated by the HE stain and may

predict a poor prognosis factor for those patients.

Key words: pancreatic neoplasms, adenocarcinoma, outcome assessment.



INTRODUCTION

The invasion of tumor cells into lymphatic or blood vessels
(angiolymphatic invasion - ALl) is crucial for the metastatic process. This
feature is routinely studied and demonstrated in pathologists’ reports using the
HE stain only. It has been shown to have clinical impact in overall survival not
only in periampullary but also colorectal and breast cancers'®19.

It is important to distinguish such invasion between lymphovascular
invasion (L1) and venous invasion (V1), for these features may confer different
prognostic information'®. However, it has not been even recorded in the
College of American Pathologists’ cancer-reporting protocol(15). Both lymph and
blood vessel invasion have emerged as major prognostic variables in
colorectal and breast carcinoma‘'* "¢ "),

Several papers have been found regarding lymphovascular invasion as a
prognostic factor in periampullary cancer. Nevertheless, most of them included
not only pancreatic adenocarcinoma, but also other types of tumors, such as
common bile duct, ampulla of Vater carcinomas, and even pancreatic
neuroendocrine tumors (PNET). None of them have studied only NO pancreatic
adenocarcinomas!'®2").

The aim of this study was to assess the angiolymphatic invasion as a

potential prognosis factor in resected NO pancreatic adenocarcinoma.
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PATIENTS AND METHODS

A retrospective cohort study was held in patients who underwent
pancreatoduodenectomy of head pancreatic cancer at the Central Hospital of
Santa Casa de Sao Paulo School of Medical Sciences, a tertiary academic
institution, from 2000 to 2013, after approval from the institution’s human
research ethics committee.

Inclusion criteria:

- Patients  submitted to classic (CPD) or pylorus-preserving
pancreatoduodenectomy (PPPD) due to pancreatic adenocarcinoma.

- Karnofsky Performance Status (KPS)®? > or = 80%.

Exclusion criteria:

- Pancreatoduodenectomy performed due to benign diseases such as chronic
pancreatitis, serous or mucinous cystadenoma, neuroendocrine tumor,
pancreas divisum and pancreatic solid pseudopapillary neoplasm.

- Carcinomas from the ampulla of Vater, distal choledochus, and duodenum.

- Locally advanced or metastatic disease.

- KPS < 80%.

- Patients that were not adequately followed in outpatient clinics after surgery.

Data were collected from patients’ records both from outpatient clinics
and inpatient care, oncologists’ reports, and GVB&P database.

Pathologists experienced in pancreatic diseases in the institution
analyzed specimens. Reports included both macroscopic and microscopic

description, were based on HE stain, and included tumor size and tumor
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invasion, degree of tumor-cell differentiation, assessment of surgical margins
(especially retroperitoneal and distal pancreatic margins), pR status
(considering pR1 < 1mm), lymph node, angiolymphatic and perineural
invasion. pTNM status according to the UICC was determined.
Immunohistochemistry was used to determine the exact origin of the tumor
when there was doubt.

Adjuvant chemotherapy or chemoradiation was based on gemcitabine
regimen and was indicated for those patients with N+ status, non-RO status,
and T3 tumors.

According to these parameters it was possible to describe the population,
analyze lymph node dissection and status, margins / R status, tumor size and
differentiation, evaluate overall survival, and main causes of death.

In order to standardize definitions of POPF and DGE from the
International Study Group in Pancreatic Surgery (ISGPS), these data were
prospectively analyzed using the online calculator proposed by Hashimoto et
al. and available at http://pancreasclub.com/calcuIators/isgps-calcuIator/(23).

Statistical analysis was done using IBM SPSS Statistics v.21®. Chi-
square test was used for categorical variable comparisons, Pearson
correlation, and Log-Rank / Mantel Cox test for nonparametric variables. p <

0,05 and CI 95% was considered as a significance.
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RESULTS

A total number of 310 patients were diagnosed with cephalic pancreatic
cancer in the Division of Pancreatic and Biliary Surgery outpatient clinics within
the period of 2000-2013. The great majority was not elected to surgery with
curative intent due to locally advanced or metastatic disease by the time of the
diagnosis, so that only 38 patients could be submitted to PPPD or CPD and
adequately followed after surgery.

Sixteen patients were male and 22 female. Median age was 60 years (32-
83). Main symptom was jaundice with a median time of 30 days (0-180) prior to
diagnosis. Median total bilirubin level was 15.6mg/dL (0.2-38.0). Only two
patients had endoscopic biliary drainage prior to operation because of
inconclusive diagnosis (Table 1).

Six patients were diagnosed with pancreatic fistula according to the
definitions of the International Study Group in Pancreatic Surgery /
International Study Group in Pancreatic Fistula (ISGPS / ISGPF)?* 2®  Three
patients had grade A fistulas, two patients had grade B fistulas, and one
patient had a grade C fistula. According to this same Study Group, DGE was
present in 33 patients®® 2”) (Table 2).

Six patients had well differentiated tumors, 27 had moderate
differentiation tumors, and five patients had undifferentiated tumors. Median
lymph node resection was eight (1-23). 23 patients had pNO status and fifteen
had pN+ status. Nine patients did not present ALI in the pathologists’ reports

(NOALI-). Fourteen patients presented ALl and NO status (NOALI+). The
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remaining fifteen patients presented pN+ status (N+ALl+). 23 patients
underwent gemcitabine-based adjuvant chemotherapy or chemoradiation.
Seven patients were in the NOALI+ group, five were in the NOALI- group and
eleven patients were in the N+ALI+ group (Table 3).

Median overall survival was 13 months. There was no correlation
(Pearson’s) between age at the time of operation and overall survival, even
considering a 65-years-old cutoff in Log-Rank / Kaplan Meier curves (p =
0.448) (Figure 1). The group of patients with adjuvant therapy did not show
improved overall survival when compared to the group that did not receive
chemotherapy or chemoradiation (p = 0.243) (Figure 2). Patients with pR1
margin status had significantly poorer overall survival compared to those with
pRO margin status, both in univariate (p = 0.003) and bivariate analysis (p <
0.001) (Figures 3 and 4). There was no correlation between tumor size and
overall survival in this study. This study did not show correlation between pT
staging and the occurrence of angiolymphatic invasion (p = 0.972).
Considering patients with pNO status and angiolymphatic invasion, this group
had significantly poorer survival compared to the group without angiolymphatic
invasion in univariate analysis (p = 0.021 / Cl 95% = 10.489-19.511) (Figure 5).
There was no statistical difference in the number of lymph node resection
between these groups (p = 0.111). Perineural invasion was not significant (p =
0.730). Patients without major postoperative complications did not have poorer
overall survival (p > 0.05). Jaundice time and weight loss (median = 7Kg) prior
to operation, hospital stay (median = 12 days), and type of surgery (CPD vs.

PPPD) did not correlate with overall survival.
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Only three patients were alive and considered cured by the end of this
research. Two of them were NOALI- and one patient was pN+. Thirty patients
died of documented systemic metastasis. Of seven patients with no ALI that
died, two died of pneumonia, one patient died of prostate cancer, and four
patients died due to systemic metastasis (hepatic or peritoneal
carcinomatosis). All fourteen NOALI+ patients died. Only one died of sepsis in
a febrile neutropenic patient in the course of chemotherapy. The remaining
thirteen developed peritoneal carcinomatosis, hepatic or pulmonary
metastasis. In the N+ group (15 patients), one died of complications of femur
fracture and the remaining developed systemic metastasis (hepatic or

peritoneal carcinomatosis).
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DISCUSSION

Around 90% of pancreatic tumors are ductal adenocarcinomas, and
authors believe that once the genetic material of a pluripotent stem cell in adult
pancreas is damaged and genetic changes accumulate, pancreatic
intraepithelial neoplasia (PanIN) develop and may occasionally evolve into
invasive pancreatic cancer®®.

The most important risk factors include sex (slightly more common in
men), age, cigarrete smoking and body mass index®®. Some genetic
syndromes are also related to a higher incidence of pancreatic cancer, such as
familial adenomatous polyposis syndrome, Peutz-Jeghers syndrome, breast
cancer familial syndrome, and hereditary nonpolyposis colorectal cancer
syndrome®®. None of these syndromes were detected in our group of patients.

The majority of pancreatic cancers (70 — 80%) are located in the head
portion of the organ. Tumors from the body or tail of the pancreas are almost
always unresectable™®, because they usually grow silently, with lack of
symptoms.

Differently from the literature data, our patients were female in their

28.30) This may be justified because, in our culture, men are usually

majority’
more resistant to seek medical assistance. Moreover, the median time of
jaundice prior to surgery was 43% higher than in the literature (30 days vs. 21
days)®'33),

In the first half of the 2000’s decade, the majority of the operations we

performed consisted of CPD. After this period, nearly all procedures consisted
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of PPPD. The reason was the publication of relevant papers in the early 2000’s
showing a tendency to better early postoperative outcomes favoring PPPD and
similar oncological results compared to CPD®*%),

The occurrence of POPF was similar to the literature according to the
definitions of the ISGPF®* 25 with a prevalence of 15.8%. Moreover,
considering only clinical relevant pancreatic fistula (ISGPS B or C)®). the
prevalence was as low as 7.9%.

The great majority of our patients developed some degree of DGE
according to the ISGPS definitions, 33 patients (86,8%), much more than the
current literature, which ranges around 45%27), Although, 25 of these patients
had grade A DGE. Such high prevalence could be explained by the current
post-operative feeding protocol we have established in our group. All patients
left the operating room with both a nasogastric tube for gastric decompression
and an enteral tube for feeding. Enteral feeding started between the second
and third postoperative day (POD), removing of the gastric tube in the fifth
POD, and began oral intake by the sixth POD. Therefore, our patients usually
did not receive unlimited oral intake before the seventh POD.

Median tumor size was 3.0cm, which is 15.4% larger than one of the

largest casuistic ever published (2.6cm)®®

. Most of all patients had pRO
resections, however the number of pR1 resections were not small (39.5%).
Main limitation was the retroperitoneal margin or when the tumor was in the
pancreatic surface and, for the patient that had the T4 tumor, complete

resection was not possible due to exuberant involvement of the common

hepatic artery. Literature has demonstrated that sometimes pR1 resections
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account for at least 44% of the procedures, mainly when analyzing the

retroperitoneal margins® %

. This data actually shows a good quality of
pathologic reporting. Nevertheless, palliative PD has shown to be acceptable
with good postoperative quality of life and improved overall survival®?.

Mostly, our patients had T3 tumors, especially because of intrapancreatic
bile duct, duodenum, or peripancreatic soft tissue invasion, according to the
UICC staging system. As it would be expected, overall survival decreased with
the increment of the pT staging (exception for the single T4 resected case that
survived 15 fifteen months).

In accordance to this research, even though authors have reported
increased morbidity in elderly patients, mortality rates and overall survival
range acceptable levels, with no significant differences when compared to
younger patients®?.

Although it is expected that tumor size (and pT staging) would influence
the occurrence of angiolymphatic invasion and lymph node metastasis, it did
not happen in this study, when compared to studies involving other abdominal

(41,42

tumors, such as gastric adenocarcinoma ). Also, our group did not perform

extended lymphadenectomies“?.

Diverging from other papers, in which perineural invasion was strictly
correlated with poorer overall long-term survival'® 4 in this study, this feature
was not associated with better or worse prognosis.

We believe that patients with ALl (lymphovascular, venous, or both) in

resected NO cephalic pancreatic adenocarcinoma behave not as with a

localized tumor, but as with systemic disease, with poor long-term overall
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survival. And lymphatic invasion within the tumor precedes regional lymph
node metastasis. Most references found in literature regarding this feature as
prognostic factors studied colorectal and breast cancers. Some others did
study periampullary and pancreatic neoplasms. And all of them supported our
hypothesis. Nevertheless, none of then individualized only patients with
cephalic pancreatic adenocarcinoma and, more, only patients with pNO

1321) The intention of this study was to simplify the method and make it

status'
more accessible by not using biomarkers.

In the public health system, adequate treatment of the pancreatic
adenocarcinoma becomes a challenge, not only for health care providers but
also for the surgeons and patients. Our institution is one of the few public
tertiary hospitals specialized in pancreatic diseases in the city of Sdo Paulo,
Brazil. And the requirements become even larger once patients from other
cities also seek for our assistance. Due to this large demand and limited
resources, when most patients had reached our unit, they already presented
systemic metastasis, unresectable disease, or did not meet clinical conditions
to be submitted to resection with curative intent. This justifies that we have
assisted a large number of patients with pancreatic adenocarcinoma, but only
12.3% (38/310) of them could be resected and followed adequately. The
remaining were palliated either via endoscopic or surgical procedures, or died
too prematurely.

Main limitation in this study was the total number of patients enrolled. Our

casuistic did not allow more detailed statistical analysis due to the low number

of patients in each group.
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CONCLUSION

This study evidenced that angiolymphatic invasion in pNO resected
cephalic pancreatic adenocarcinoma was determinant in overall survival. As an
easy and accessible method, it should be encouraged in further prospective

trials.
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ATTACHMENTS

1. Table 1 - Population Database

Table 1 - Population Database

Patients
Enrolled 38
Excluded 272
Total 310
Sex
Male 16
Female 22
Age Median 60 (32-83)
Jaundice 30 (0-180)

Total Bilirrubin (mg/dL)

15.6 (0.2-38.0)

Endoscopic Drainage 2
Operation
CPD 17
PPPD 21
Time 480 (345-720)

Blood Transfusion (1-5 units)

CPD = classic pancretoduodenectomy

PPPD = pylorus-preserving pancreatoduodenectomy
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2. Table 2 - ISGPS data

Table 2 - ISGPS data

ISGPS

Pancreatic Fistula

DGE

ISGPS = International Study Group in Pancreatic Surgery
DGE = Delayed Gastric Empying
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3. Table 3 - Pathology staging

Table 3 - Pathology staging

Tumor
Size (cm) 3.0 (1-15)
Differentiation
Well Differenciated 6
Moderate 27
Undifferentiated 5
pT
T1 2
T2 9
T3 26
T4 1
Margins
pRO 23
pR1 15
Lymph Nodes
Dissected 8 (1-23)
pNO 23
pN+ 15
ALl
NOALI- 9
NOALI+ 14
N+ALI+ 15

ALI = Angiolymphatic Invasion
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4. Figure 1 — Age

Probability of Survival

1,0+

08+

04

0,0+

Survival (months)

T
120

AGE (years)

7 >65

<65

p =0.448

31



5. Figure 2 — Adjuvant chemotherapy
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6. Figure 3 — R-status univariate analysis
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7. Figure 4 — R-status bivariate analysis
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8. Figure 5 — Angiolymphatic invasion (ALI)
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9. Institution’s human research ethics committee approval

IRMANDADE DA SANTA CASA
DE MISERICORDIA DE SAO 'W"l“
S PAULO

PARECER CONSUBSTANCIADO DO CEP

DADOS DO PROJETO DE PESQUISA

Titulo da Pesquisa: Invasdo angiolinfatica como um fator prognéstico no adenocarcinoma pancreatico
ressecado NO

Pesquisador: RICARDO VITOR SILVA DE ALMEIDA

Area Tematica:

Versao: 2

CAAE: 05625612.4.0000.5479

Instituicao Proponente:

Patrocinador Principal: Financiamento Proprio

DADOS DO PARECER

Numero do Parecer: 807.532
Data da Relatoria: 26/09/2014

Apresentacao do Projeto:

O céancer de pancreas & uma doenga grave, com incidéncia anual de 60.000 casos novos no mundo & com
indices baixos de sobrevida de cinco

anos apds tratamento cirdrgico.A cirurgia com extirpagdo do tumor € o melhor tratamento para as neoplasias
malignas, embora possam evoluir com

fistula pancreética. A fistula pancreética (FP) & considerada a principal complicagio ap6s ressecgéio do
pancreas. Sua incidéncia varia de 9 a 29% e diversas variaveis estéo envolvidos na sua patogénese.
Fatores

relacionados ao doente como idade avangada e ictericia acentuada, ao pancreas (textura do 6rgéo e calibre
do

ducto), ao ato

operatbrio (perda sanguinea e tempo cirdrgico) e a propria doenga (nos casos de neoplasia maligna) sdo
frequentemente apontados como de risco para a ocorréncia da fistula. Este trabalho visa analisar
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S PAULO

b1 IS = 3

Continuagiio do Parecer: 807.532
retrospectivamente o manejo dinico/cir(rgico os pacientes que apresentaram tal complicagéo.

Objetivo da Pesquisa:

Avaliar a gravidade da fistula pancreética de acordo com os critérios propostos pelo International Study
Group

in Pancreatic Surgery (ISGPS) e a necessidade ou néo de tratamento especifico para resolugéo da
complicagdo, como necessidade de reoperagéo,

utilizagéio de analogos da somatostatina, suporte nutricional (enteral, parenteral ou ambos) e drenagem
percutanea guiada por exames de imagem.

Avaliacao dos Riscos e Beneficios:

E um projeto de pesquisa de carater retrospectivo sendo avaliada sem risco e como o estudo pretende ser
extenso e estudar 100 paciente no periodo de 12 anos tem seus beneficios intimamente ligado aos
resultados

apresentados.

Comentarios e Consideragoes sobre a Pesquisa:

O método se baseia na reviséio de prontuérios do Setor de Arquivos Médicos (SAME) dos pacientes
submetidos a duodenopancreatectomia pelo

grupo de Cirurgia do Pancreas e Vias Biliares (Area I) do Departamento de Cirurgia da Irmandade da Santa
Casa de Misericordia de S&o Paulo. Os

pacientes foram diagnosticados com fistula pancreética e classificados em sua gravidade de acordo com as
definigdes propostas pelo International Study Group in Pancreatic Surgery (ISGPS). Foi utilizada uma
calculadora eletrbnica disponivel em

www._pancreasclub.com, proposta por Hashimoto

et al. para uniformizagédo das informagdes

Consideragoes sobre os Termos de apresentacao obrigatoria:
Todos os documentos solicitados para aprovagéo neste CEP foram apresentadas incluindo a
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Recomendagoes:
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Conclusdes ou Pendéncias e Lista de Inadequagdes:
ndn

Situagao do Parecer:

Aprovado

Necessita Apreciagao da CONEP:

Néo

Consideragoes Finais a critério do CEP:

SAO PAULO, 26 de Setembro de 2014

Assinado por:
Nelson Keiske Ono
(Coordenador)
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10. Data collection research protocol

1- NOME COMPLETO:
2 - SEXO:
3 - IDADE (operagdo):
4 - REGISTRO:
5 - TEMPO DE ICTERICIA:
6 - PESO:
6.1 - HABITUAL
6.2 - OPERACAO
6.3 - 9% PERDA DE PESO
7 - BILIRRUBINA TOTAL /DIRETA:
7.1 - DIAGNOSTICO
7.2 - OPERAGAO
8- AST/ALT:
8.1 - DIAGNOSTICO
8.2 - OPERACAO
9-CA19.9:
10 - CONFIRMACAO HISTOLOGICA PRE-DPPP/GDP:
10.1 - ECO-EDA + PAAF
10.2 - CIRURGIA
11 - DRENAGEM BILIAR PRE-OPERATORIA:
11.1-DATA
11.2 - METODO (CPRE/DBD CD/DBD CJ)
11.3 - INDICAGCAO
12 - CIRURGIA (GDP/DPPP):
13 - TIPO DE RECONSTRUCAO:
13.1 - ALCA UNICA/Y DE ROUX/KENNETH-WARREN:
14 - TIPO DE ANASTOMOSE PJ:
14.1 TELESCOPAGEM/DUCTO-MUCOSA /BLUMGART:
15 - PANCREAS (DURO/MOLE/?):
16 - TEMPO DE CIRURGIA:
17 - INFUSAO DE FLUIDOS:
17.1 - TRANSFUSOES INTRA E POI (CH/PFC/PLQ/CRIO...)
17.2 - CRISTALOIDES E COLOIDES NO INTRA
18 - DROGAS VASOATIVAS ATE O PO3d/FISTULA:
19 - LACTATO ARTERIAL ATE O PO3d/FISTULA:
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20 - DIAGNOSTICO DE FISTULA:
20.1 - PO3d ISGPS (A/B/C):
20.2 - TARDIO ISGPS (A/B/C):

21 - MANEJO DA FISTULA:
21.1 - MANUTENCAO DO DRENO ATE DIA:
21.2 - JEJUM/D. ENTERAL/ORAL/NPT:
21.3 - OCTREOTIDE/SOMATOSTATINA:

21.4 - DRENAGEM PERCUTANEA/ENDOSCOPICA:

22 - REOPERACAO:
22.1-DATA
22.2 - ACHADO
22.3 - CONDUTA
23 - REALIMENTACAO (ORAL/ENTERAL) - DIA:
24 - PERMANENCIA /REPASSAGEM DE SNG:
25 - RETARDO DE ESVAZIAMENTO GASTRICO ISGPS:
26 - ALTA/OBITO (PO ? d):
27 - SEGUIMENTO AMBULATORIAL:
27.1 - OBITO TARDIO
27.2 - RECIDIVA
27.3 - QT (DROGA, INICIO /FIM)
28 - OBSERVACOES GERAIS:
29 - ANATOMO-PATOLOGICO (ANEXO0):
30 - CALCULADORA ISGPS (PARAMETROS EM ANEXO0):
31 - COMPLICACOES:

31.1 - LOCAIS (ABSCESSO, INFECCAO DE FERIDA, PANCREATITE)

31.2 - SISTEMICAS (RESP., CV, RENAIS, OUTRAS)
32 - ANTIBIOTICO:

32.1-QUAL

32.2 - DURAGAO

32.3 - TROCA/MOVITO
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11. Instructions to authors

~
y 4

ARQUIVOS BRASILEIROS DE CIRURGIA DIGESTIVA
BRAZILIAN ARCHIVES OF DIGESTIVE SURGERY

Escopo e politica

ABCD — ARQUIVOS BRASILEIROS de CIRURGIA DIGESTIVA é periédico trimestral
com um Unico volume anual, 6rgdo oficial do Colégio Brasileiro de Cirurgia Digestiva
— CBCD e tem por missdao a publicacdo de artigos de estudos clinicos e
experimentais que contribuam para o desenvolvimento da pesquisa, ensino e
assisténcia na 4area gastroenterologia cirurgica, clinica, endoscopica e outras
correlatas. Tem como secgbes principais artigos originais, artigos de revisdo ou
atualizagao, relatos de casos, artigos de opinido (a convite) e cartas ao editor. Outras
secbes podem existir na dependéncia do interesse da revista ou da necessidade de
divulgacéo.

Os trabalhos enviados para publicacdo devem ser inéditos e destinarem-se
exclusivamente ao ABCD e nao podem ter sido publicados anteriormente em forma
semelhante. Toda matéria relacionada a investigacdo humana e pesquisa animal
deve ter aprovacdo prévia do Comité de Etica em Pesquisa — CEP — da instituiao
onde o trabalho foi realizado, ou em outra instituicdo local ou regional se n&o houver
este comité onde ela foi desenvolvida. Seguindo as normas correntes da boa pratica
em pesquisa humana, os pacientes arrolados no estudo devem ter formulario de
consentimento livre e informado assinado.

O ABCD apoia as politicas para registro de ensaios clinicos da Organizacao Mundial
de Saude (OMS) e do International Committe of Medical Journal Editors (ICMJE),
reconhecendo a importédncia dessas iniciativas para o registro e divulgacéo
internacional de informacéao sobre estudos clinicos, em acesso aberto. Sendo assim,
somente serdo aceitos para publicacdo, a partir de 2007, quando os artigos
encaminhados forem controlados aleatorios (randomized controlled trials) e ensaios

clinicos (clinical trials), pesquisas que tenham recebido numero de identificagcdo em
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um dos Registros de Ensaios Clinicos validados pelos critérios estabelecidos pela

OMS e ICMJE, cujos enderegos estao disponiveis no site do ICMJE (www.icmje.org).

O ndmero de identificacdo devera ser registrado ao final do resumo.

Forma e preparacao de manuscritos
MANUSCRITOS
Os originais, escritos em portugués ou inglés, devem ser enviados eletronicamente

por e-mail para abcd@evangelico.org.br (telefone (41) 3240 5488), quando entéao o(s)

autores(s) receberdo resposta, também por essa via, notificando seu recebimento.
Esta confirmagdo ndo garante a publicagdo do artigo, mas sim confirma o
recebimento e o encaminhamento para analise editorial. A redacdo dos manuscritos
deve obedecer a forma escolhida pelo autor dentre as se¢des do ABCD e detalhadas
mais adiante.

Os artigos devem ser digitados em espagco simples em fonte Arial tamanho 12,
numerando-se as paginas consecutivamente, iniciando a contagem na do titulo. O
tamanho maximo do texto, incluindo referéncias, tabelas e ilustracées, deve ser de
até 15 paginas para artigos originais e artigos de revisdo, cinco para relatos de caso e
artigos de opinido e duas para as cartas ao editor (esse ultimo ndo devera conter
tabelas e ilustragdes). As tabelas e ilustragdes devem vir logo apos terem sido citadas
no texto e ndo ao final do trabalho. Todos os conceitos e assertivas cientificas
emanadas pelos artigos, ou as publicidades impressas, sdo de inteira
responsabilidade dos autores ou anunciantes. Afim de efetuar uniformizagdo da
linguagem de termos médicos, os autores deverdo utilizar a Terminologia Anatoémica,
Sao Paulo, Editora Manole, 12Ed., 2001, para os termos anatémicos. O ABCD tem a
liberdade se fazé-la caso o(s) autor(es) ndo a tenham seguido.

Todo artigo submetido a publicacéo, escrito de maneira concisa e no todo na terceira
pessoa do singular ou plural, deve constar de uma parte pré/pos-textual e uma
textual.

PARTE PRE/POS TEXTUAL

Deve ser composta por: 1) titulo em portugués e em inglés; 2) nome(s) completo(s)
do(s) autor(es); 3) identificacdo do(s) loca(is) onde o trabalho foi realizado, ficando
clara a(s) instituicdo(s) envolvidas, cidade, estado e pais; 4) nome e endereco
eletrbnico do autor responsavel; 5) agradecimentos ap0s as conclusées, quando
pertinentes; 6) resumo, que ndo deve conter abreviaturas, siglas ou referéncias, em

até 300 palavras, paragrafo unico e estruturado da seguinte forma: artigo original —
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racional, objetivo, método(s), resultados e conclusdo(des); relato de caso: introducgéo,
(objetivo — opcional), relato do caso e conclusdo(6es); artigo de revisdo: introducéo,
(objetivo — opcional), método — mencionando quantos artigos foram escolhidos do
universo consultado, os descritores utilizados e quais foram as bases de dados
pesquisadas — com sintese das subdivisbes do texto e concluséo; 7) abstract,
contendo as mesmas divisdes, informacdes cientificas e obedecendo a mesma forma
redacional usada para o em portugués redigidas da seguinte forma: original article —
background, aim, method(s), results, conclusion; case report — background, (aim —
opcional), case report, conclusion; review article — background, (aim — opcional),
method, conclusion; 8) descritores, no maximo cinco palavras-chave, que estejam

contidas nos Descritores de Ciéncias da Saude — DeCS http://decs.bvs.br/ ou no

MESH site www.nIm.nih.gov/mesh/meshhome.html (aten¢éo: ndo devem ser citadas

palavras-chave que nao constem no DeCS/MESH, pois elas serao recusadas);
9) headings (palavras-chave em inglés), da forma como aparecem no DeCS ou
MESH.

PARTE TEXTUAL

Pode conter siglas — evitadas ao maximo -, e usadas somente para palavras técnicas
repetidas mais de dez vezes no texto. Elas devem ser posta entre parénteses na
primeira vez em que aparecer e a seguir somente as siglas. A divisdo do texto deve
seguir a seguinte orientaggo:

artigos originais — introdugcdo (cujo ultimo paragrafo serd o objetivo), método(s),
resultados, discussdo, conclusdo(6es) (se o artigo ndo tiver conclusdes, a sugestdo
final pode ser dada no ultimo paragrafo da discussao) e referéncias;

artigos de revisdo — introducédo, método (referir as palavras-chave procuradas, as
bases de dados pesquisadas e o periodo de tempo analisado), revisdo da literatura
(pode ser dividido em sub-temas aglutinando os achados encontrados, podendo ser
incluida a experiéndcia dos autores), conclusdo(6es) (sumario das tendéncias atuais)
e referéncias;

artigos de opinido (Editoriais) — deverao ser feitos sob convite do Conselho Editorial;
relatos de casos — introducgéo, relato do caso, discussao (com revisédo da literatura se
houver), conclusao e referéncias;

cartas ao Editor — redacao clara sobre o comentario que se pretende publicar em no
maximo trés péaginas, podendo ou ndo conter referéncias;

referéncias — normalizadas segundo as Normas de Vancouver (Ann Inter Med 1997;

126:36-47 ou site www.icmje.org itens IV.A.9 e V), sendo que serdo aceitas até 30
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referéncias para artigos originais e de revisdo, e até 15 para relatos de casos.
Relacionar a lista de referéncias com os autores por ordem alfabética do sobrenome
do primeiro autor e numera-las em numeros arabicos sequenciais. Na citagcdo no
texto, utilizar o numero da referéncia de forma sobrescrita. Os titulos dos periédicos
devem ser referidos de forma abreviada de acordo com List of Journal Indexed in
Index Medicus.

O texto do trabalho deve ser auto-explicativo, ou seja, ele deve trazer claramente a
interpretacdo e sintese dos dados sem que o leitor tenha a necessidade de, para
tanto, recorrer aos graficos, tabelas, quadros ou figuras. Deve-se evitar dizer: “Os
resultados estdo descritos na Tabela 1” e ndo descrevé-los no texto. Da mesma
forma as tabelas, gréaficos, quadros e figuras devem ser autoexplicativos, ou seja, se
o leitor quiser evoluir sua leitura somente utilizando-os, ao final ele podera interpretar
os resultados da mesma maneira que lendo unicamente o texto.

GRAFICOS, QUADROS, TABELAS E FIGURAS

Adicionalmente ao texto podem ser enviados gréficos, quadros, tabelas e figuras.
Todos devem ser citados no manuscrito no local onde devem aparecer — quer entre
parénteses, quer referidos na propria redagdo -, e serem colocados no manusctrito
logo apés terem sido citados no texto e ndo ao final do trabalho. Cuidado especial
deve ser tomado para que ndo haja redundancia entre eles, ou seja, ter um grafico
que mostre a mesma coisa que uma tabela, por exemplo. Se isso ocorrer, 0 revisor
do artigo sugerira ao Editor a elimina¢gdo do que achar redundante.

Graficos e quadros devem ser encaminhados em preto e branco, numerados com
algarismos arabicos e com seu titulo e legendas localizadas no rodapé.

Tabelas devem ser numeradas com algarismos arabicos, tendo seu titulo na parte
superior e explicagcdes dos simbolos e siglas no rodapé.

Figuras, numeradas em algarismos arabicos, sdo fotografias ou desenhos (no
maximo seis) e devem ser enviados em resolucdo minima de 300 dpi em preto e
branco (figuras coloridas sdo de custo pago pelos autores). O titulo e legendas
devem vir localizados no rodapé. Figuras previamente publicadas devem ser citadas
com a permisséo do autor.

PEER REVIEW

Os estudos submetidos ao ABCD sao encaminhados a dois revisores de reconhecida
competéncia no tema abordado, designados pelo Conselho Editorial da revista (peer-
review) e que séo orientados a verificar a relevéancia da contribuicdo médica do artigo,

originalidade existente, validade dos métodos empregados, validade dos resultados e
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o aspecto formal da redagdo. O anonimato é garantido durante todo o processo de
avaliacdo. Os artigos recusados serdo devolvidos. Os artigos aprovados ou aceitos
sob condig¢des, poderdo retornar aos autores para aprovagao de eventuais alteragoes
maiores no processo de revisdo e editoracdo e que possam modificar o sentido do
exposto no texto enviado.

CONDICOES OBRIGATORIAS (LEIA COM ATENCAO)

Fica expresso que, com a remessa eletrbnica, o(s) autor(es) concorda(m) com as
seguintes premissas: 1) que no artigo ndao ha conflito de interesse, cumprindo o
que diz a Resolugao do CFM no.1595/2000 que impede a publicagdo de trabalhos e
matérias com fins promocionais de produtos e/ou equipamentos médicos; 2) que nao
ha fonte financiadora; 3) que o trabalho foi submetido a CEP que o aprovou; 4)
que concede os direitos autorais para publicagcdo ao ABCD; e 5) que autoriza o
Editor-Chefe e/ou Corpo Editorial da revista e efetuar altera¢cdes no texto enviado
para que ele seja padronizado no formato linguistico do ABCD, podendo remover
redundéancias, retirar tabelas e/ou ilustracbes que forem consideradas néao
necessarias ao bom entendimento do texto, desde que néo altere seu sentido. Caso
haja discordancias quanto as estas premissas, os autores deverao escrever
carta deixando explicito o ponto em que discordam e o ABCD tera entao
necessidade de analisar se o artigo pode ser encaminhado para publicacao ou
devolvido aos autores. Caso haja conflito de interesse ele deve estar mencionado
ao final das referéncias com o texto: “O(s) autores (s) (nomina-los) receberam
research grant da empresa (mencionar o nome) para a realizacdo deste estudo”.

Quando houver fonte financiadora ela deve, também no mesmo local, ser identificada.
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