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RESUMO

Introducao: O Bypass Gastrico em Y-de-Roux (BGYR) convencional apresenta
menores taxas de remissao de diabetes mellitus tipo-2 (DMT2) nas faixas de IMC
< 35. Estes pacientes parecem apresentar formas mais graves do diabetes, onde o
efeito incretinico do BGYR convencional pode ser insuficiente. Alongar a alca
biliopancreéatica do BGYR leva a maior estimulo do intestino distal, possivelmente
levando a melhores resultados metabdlicos. O objetivo deste estudo é avaliar a
seguranga e a eficiéncia do BGYR com alga biliopancreatica de 200 cm na remissao
do DMT2 em pacientes com IMC de 30 a 35. Métodos: Incluidos pacientes com
IMC de 30 a 34,9 submetidos a BGYR com alca biliopancreatica de 200 cm e alca
alimentar de 50 cm, no periodo de janeiro/2011 a maio/2015. Coletados dados no
pré-operatério e em maio/2016. Resultados: Foram operados 102 pacientes, com
idade média de 50,8 anos. 43,1% dos pacientes usavam insulina. Nao houve o6bito,
reoperacao ou complicagdo maior. Seguimento médio foi de 28,1 meses. IMC
médio caiu de 32,5 para 25,1. Glicemia em jejum média reduziu de 182,9 mg/dI
para 89,8 mg/dl. Hemoglobina glicada média caiu de 8,7% para 5,2%. 92,2% dos
pacientes encontravam-se em remissdo completa do DMT2, enquanto 7,8%
apresentavam remissao parcial. Remissdo de HAS e dislipidemia foram 89,4% e
85,5%, respectivamente. Nenhum paciente desenvolveu hipoalbuminemia.
Conclusao: BGYR com alca biliopancreatica longa é seguro e muito eficiente para
atingir completa remissao de DMT2 em IMC entre 30 e 35.

Palavras-chave: Diabetes, Cirurgia Metabdlica, Alca longa
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ABSTRACT

Background: Conventional Roux-en-Y gastric bypass (BGYR) has lower rates of
remission of type 2 diabetes mellitus (DMT2) in the BMI <35 ranges. These patients
appear to have more severe forms of diabetes, where the incretin effect of
Conventional BGYR may be insufficient. Stretching the biliopancreatic loop of BGYR
leads to greater distal gut stimulation, possibly leading to better metabolic outcomes.
The aim of this study is to evaluate the safety and efficacy of BGYR with a 200 cm
biliopancreatic loop in the remission of DMT2 in patients with a BMI of 30 to 35.
Methods: Including patients with BMI of 30 to 34.9 submitted to BGYR with
biliopancreatic loop of 200 cm and alimentary strap of 50 cm, from January / 2011
to May/2015. Data were collected preoperatively and in May / 2016. Results: A total
of 102 patients were operated on, with a mean age of 50.8 years. 43.1% of the
patients used insulin. There was no death, reoperation or major complication. Mean
follow-up was 28.1 months. Average BMI fell from 32.5 to 25.1. Mean fasting blood
glucose decreased from 182.9 mg / dl to 89.8 mg / dl. Mean glycated hemoglobin
fell from 8.7% t0 5.2%. 92.2% of patients were in complete remission of T2DM, while
7.8% had partial remission. Remission of SAH and dyslipidemia were 89.4% and
85.5%, respectively. No patient developed hypoalbuminemia. Conclusions: BGYR
with long biliopancreatic loop is safe and very efficient to achieve complete
remission of DMT2 in BMI between 30 and 35.

Keywords: Diabetes, Sugery Metabolic, Long biliopancreatic loop
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1. INTRODUCAO

O Bypass Gastrico em Y-de-Roux (BGYR) é uma das cirurgias bariatricas
mais realizadas no mundo [1]. Apresenta perda de 65 a 70% do excesso de peso,
com adequado controle de comorbidades, especialmente o diabetes melitus tipo 2
(DMT?2). Para pacientes com indice de Massa Corporal (IMC) superior a 35 kg/m2,
o BGYR apresenta uma taxa de remissdo do diabetes em torno de 80% [2].
Entretanto, em pacientes com IMC abaixo de 35 kg/m?, as taxas de remissdo
completa do diabetes publicadas sao bem inferiores, variando entre 25 e 55% na
faixa de IMC de 30 a 35 [3,4,5,6,7].

Esta importante diferenga pode ser influenciada por um viés de sele¢ao, ou
ser consequéncia de uma forma mais complexa e severa de diabetes nas faixas de
IMC mais baixas, com menor reserva de funcao da célula beta, menor relacdo com
excesso de peso e resisténcia periférica a insulina, e por vezes com apresentacao
de dificil diagnéstico diferencial com outros subtipos de diabetes, representando,
portanto, um desafio a mais para os procedimentos bariatricos/metabdlicos [8,6].

Os tradicionais mecanismos de restricdo e ma absor¢cdo ndo explicam a
maior parte dos resultados das cirurgias bariatricas e metabdlicas [9]. Mecanismos
como estimulo do intestino distal, alteragdes nos acidos biliares e na microbiota,
tém sua importancia cada vez mais reconhecida nestes procedimentos. Entre estes
mecanismos que levam ao controle glicémico, um dos mais importantes é a
sinalizacao incretinica, a partir do estimulo das células L do intestino distal. As
incretinas apresentam diversas agoes fisioldgicas, entre elas aumento da producao
e liberacao de insulina pelo pancreas e também neogénese de células Beta [14].
Como as células L se localizam mais no ileo distal e no célon e sao ativadas a partir
de contato direto do alimento, parece l6gico admitir que quanto mais longo for o
bypass do intestino proximal, maior sera o estimulo do intestino distal, e melhores
serdo os resultados de controle glicémico [10].

O alongamento da alcga biliopancreatica leva a liberacédo de alimentos mais
préximos ao ileo, podendo levar a maior efeito incretinico e, assim, melhores
resultados metabodlicos no BGYR [11]. J& o comprimento da algca alimentar parece

estar mais relacionado apenas a evitar refluxo biliar para o reservatério gastrico,
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nao parecendo ter influéncia no efeito metabdlico, e o seu alongamento diminuiria
a alca comum desnecessariamente, aumentando os riscos nutricionais. Desta
forma, nos BGYR com finalidade bariatrica classica, onde se faz uma alca
biliopancreatica curta (entre 50 e 80cm), pode nao haver suficiente estimulo do
intestino distal para alguns pacientes com diabetes mais severo, o que pode levar
a uma menor taxa de remissao completa da doenga, principalmente nos diabéticos
com menor eficiéncia de células beta, menor resisténcia insulinica e de menor peso
[12]. Um estudo em cadaveres revelou que ha uma concentragao significativamente
maior de células L produtoras de GLP-1 a partir de 200 cm do angulo de Treitz,
reforcando que o BGYR com alga biliopancreatica deste comprimento pode ter
resultados metabdlicos superiores as médias do BGYR classico [13]. Além da
maior estimulacao incretinica, o maior comprimento da alga biliopancreatica pode
também estar relacionado com a intensificacdo de outros mecanismos de controle
metabdlico como as alteragdes nos niveis de acidos biliares e na microbiota
intestinal [15].

O presente estudo tem por objetivo avaliar a eficacia e a seguranca do
BGYR com alga biliopancreatica de 200 cm e alga alimentar de 50 cm na remisséao
do DMT2 em IMC entre 30 e 35.

2. METODOS

Foram incluidos todos os pacientes submetidos a BGYR com alga
biliopancreatica de 200 cm e alca alimentar de 50 cm, no periodo de janeiro/2011
a maio/2015 no Servico de Cirurgia Bariatrica e Metabdlica do Hospital Sao
Domingos, na cidade de S&o Luis, estado do Maranh&o, Brasil, com IMC entre 30
e 34,9 Kg/m2. Os demais critérios de inclusdo foram: diagnoéstico de DMT2 ha pelo
menos 2 anos, idade entre 18 e 65 anos, peptideo C = 1 ng/ml, e resultado negativo
para dosagem de anticorpos anti-ilhota e anti-GAD.

No pré-operatério foram analisados dados referentes a identificagdo do
paciente, como sexo, idade, peso, altura e IMC; ao histérico do DMT2, como tempo
de diabetes desde o diagndéstico, glicemia em jejum, hemoglobina glicada (HbA1c),
peptideo C e medicacoes anti-diabéticas de uso regular; a presenca de



19

comorbidades como dislipidemia e hipertensao arterial sistémica (HAS); e dados
relacionados a cirurgia, como tempo cirdrgico e ocorréncia de complicagcdes peri-
operatérias.

O diagnéstico de diabetes baseou-se nos critérios da American Diabetes
Association [16]. A Dislipidemia foi diagnosticada de acordo com os critérios da
American Heart Association e o diagnéstico de HAS foi feito segundo critérios do
Seventh Report of the Joint National Comittee.

A cirurgia era realizada por video-laparoscopia, iniciando-se pela
confeccao de reservatério gastrico de 5 cm de comprimento e 3 cm de largura, com
uso de grampeadores. Apds identificacdo do angulo de Treitz, era determinado um
comprimento de alca biliopancreatica de 200 cm, que era anastomosada ao
reservatério gastrico, através de sutura manual continua com PDS 3-0,
determinando um didmetro de gastrojejunostomia de 2 cm. Em seguida, a alca
alimentar era medida por 50 cm e anastomosada a al¢a biliopancreatica, também
através de sutura manual continua com PDS 3-0.

Em maio/2016, foram coletados dados de: peso, IMC, tempo de pés-
operatorio, glicemia em jejum, HbA1c, albumina sérica, lipidograma e avaliagao
cardiolégica quanto a presenca de HAS.

Considerou-se remissdo completa do diabetes quando o paciente
apresentava HbA1c < 6,0%, na auséncia de medicacbes hipoglicemiantes.
Considerou-se remissao parcial quando o paciente apresentava uma das seguintes
condigdes: HbA1c entre 6,0 e 6,5%, com ou sem uso de medicagédo
hipoglicemiante; e HbA1c < 6,0% com uso de medicacao hipoglicemiante. Como
critério para segurangca nutricional, utilizou-se o nivel sérico de albumina,
considerando-se hipoproteinemia quando albumina sérica < 3,5 g/dl.

Os dados foram compilados em planilha eletrénica e analisados com o
software SPSS versdo 20.0 (Chicago, IL, USA). As médias das variaveis
bioquimicas foram comparadas entre antes e depois da cirurgia utilizando o Teste
t de Student para variaveis quantitativas. As frequéncias foram comparadas
utilizando o teste de McNemar. Foi estabelecido com significancia estatistica um p
< 0,05.
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3. RESULTADOS

Foram operados 102 pacientes, sendo 51 homens e 51 mulheres. A idade
média dos pacientes foi de 50,8 £ 9,07 anos. O tempo médio de diagnédstico de
diabetes era de 10,4 = 4,37 anos. Todos os pacientes faziam uso de
hipoglicemiantes orais, e 44 (43,1%) faziam uso também de insulina. O peptideo C
médio foi de 3,6 + 0,84 ng/dl. Cinquenta e sete (55,8%) pacientes eram portadores
de HAS e 83 (81,3%) apresentavam dislipidemia. As principais caracteristicas pré-
operatérias sao apresentadas na tabela 1.

N&o houve conversao, reoperacao, fistulas ou mortalidade operatéria. Os
pacientes tiveram permanéncia hospitalar média de 2,2 dias (variou de 2 a 5 dias).
O tempo cirurgico médio foi de 88 minutos. Houve 5 complicacdes peri-operatérias
(4,9%): um caso de edema agudo de pulméo, um caso de hemorragia digestiva alta
com resolucdo espontanea e trés casos de infecgao superficial de sitio cirargico
(sem necessidade de reinternagao).

O tempo médio de seguimento pds-operatdrio foi de 28,1 + 8,15 meses
(variou de 12 a 64 meses). Nenhum paciente apresentou desnutricdo proteica. Os
resultados pds-operatérios relacionados ao IMC e aos desfechos metabdlicos estao
apresentados na Tabela 2.

A taxa de remissdo completa do diabetes foi de 92,2%. Os demais
pacientes encontravam-se em remissao parcial da doenca (Tabela 3). As taxas de
remissdo de HAS e dislipidemia foram, respectivamente, 89,4% e 85,5%.
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4. DISCUSSAO

Varios mecanismos tém sido associados ao controle glicémico apos
cirurgia bariatrica/metabdlica, entre eles, o estimulo do intestino distal [7].
Considerando que as cirurgias com derivagao intestinal para o ileo apresentam
melhor controle das comorbidades metabdlicas, especialmente o DMT2, parece
l6gico concluir que quanto mais distal a derivagdo, melhor o efeito metabdlico. As
conclusbes ainda n&o séo definitivas, porém existe muita especulagdo de que o
alongamento da alca biliopancreatica no BGYR levaria a melhores resultados no
controle glicémico [11].

Mesmo sendo realizado ha décadas, ha poucos estudos sobre a influéncia
do comprimento das algas do BGYR na remissdo de diabetes. Um dos estudos
sobre o0 tema, publicado por Kaska et al, comparando algas biliopancreaticas curtas
e longas (de até 150 cm), mostrou que ha uma maior taxa de remissao completa
de diabetes entre os pacientes que se submeteram a BGYR com algas
biliopancreéaticas mais longas [18].

No presente estudo, com um BGYR com alga biliopancreatica de 200 cm,
houve uma elevada taxa de controle glicémico, com mais de 92% dos pacientes
apresentando remissdo completa do diabetes durante o tempo de observacao do
estudo. Este resultado € muito superior a outras publicacbes de BGYR na mesma
faixa de IMC de 30 a 35, cujos resultados de remissdo completa de diabetes
variaram de 25% a 55%. Um importante estudo randomizado e controlado
conhecido por Stampede, envolvendo pacientes com IMC entre 27 e 43,
demonstrou uma taxa de remissao completa de diabetes de apenas 38% utilizando
BGYR com alga biliopancreatica de 50 cm [12].

Os mecanismos envolvidos na melhora dos resultados metabdlicos pelo
alongamento da alga biliopancreética nao estao totalmente elucidados, porém uma
das hipbéteses mais provaveis é resultante do maior estimulo incretinico pelo
alimento ser langcado mais préximo ao ileo, levando a um contato mais precoce com
as células L. O estudo de Guedes et al sugere que uma alca biliopancreatica a partir

de 200 cm pode levar a maior resposta incretinica e, consequentemente, melhores
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resultados em controle glicémico [13]. Alcas biliopancreaticas de 200 cm também
foram utilizadas por Nora e colaboradores e Lanzarini e colaboradores. No estudo
de Nora e colaboradores houve uma remissao de diabetes em 100% dos pacientes,
embora tenha sido um estudo apenas com pacientes de IMC > 35, portadores de
diabetes menos severo e tendo como critério de remissdo completa a HbA1c <
6,5% (Nora, M et al. Metabolic laparoscopic gastric bypass for obese patients with
type 2 diabetes. Obes Surg, 2011). No estudo de Lanzarini e colaboradores, foi
atingida remissao completa do diabetes em 93,6% dos pacientes, considerando
remissdo completa quando HbA1c < 6,0% [20]. Os resultados do estudo de
Lanzarini e colaboradores sdo muito semelhantes aos do presente estudo, com
taxas de remissdo completa do diabetes praticamente iguais € na mesma faixa de
IMC, porém com um numero de pacientes consideravelmente menor do que o
numero de pacientes do presente estudo.

Embora o objetivo de alongar a alga biliopancreatica seja melhorar o efeito
metabdlico, a exclusdo de grande parte do intestino proximal aumenta o risco de
problemas nutricionais, podendo levar a uma chance maior de deficiéncia de
oligoelementos. Porém, este alongamento para 200 cm de alga biliopancreatica nao
esta associado a desnutricdo protéica, como foi demonstrado no presente estudo,
onde nenhum paciente apresentou hipoalbuminemia. Visando evitar a desnutrigdo
protéica, foi escolhido deixar a alca comum o mais longa possivel, optando-se por
usar o menor comprimento possivel da alca alimentar, que foi de 50 cm, o suficiente
para evitar refluxo alcalino significativo. A alga biliopancreética parece ser a unica
cujo comprimento tem importancia metabdlica. O alongamento desnecessario da
alca alimentar parece nao ter consequéncia metabdlica, e leva a menores algas
comuns nos pacientes, com consequente aumento dos riscos nutricionais. A
medida da alga alimentar do presente estudo diferiu das utilizadas nos trabalhos de
Nora e colaboradores e de Lanzarini e colaboradores, que utilizaram alcas
alimentares de 120 e 100 cm, respectivamente. No entanto, apesar de terem sido
realizados com algas alimentares maiores do que as do presente estudo, e
portanto, teoricamente, com menores algas comuns, estes dois estudos também

nao relataram desnutricao protéica [19].


http://www.ncbi.nlm.nih.gov/pubmed/21512818
http://www.ncbi.nlm.nih.gov/pubmed/21512818
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Assim como se mostrou nutricionalmente segura, alongar alca
biliopancreatica até 200 cm parece nao levar a perdas excessivas de peso. No
presente estudo, o IMC médio dos pacientes passou de 32,5 para 25,1. No estudo
de Lanzarini e colaboradores, o IMC médio passou de 33,1 para 24,7. Estes dados
reforcam a seguranca nutricional em indicar-se cirurgia metabélica na faixa de IMC
entre 30 e 35, mesmo sendo um BGYR com alca biliopancreatica longa. E
importante notar que no presente estudo foram realizadas gastro-
enteroanastomoses amplas, nado calibradas, com o objetivo do paciente se
alimentar de uma importante quantidade de alimento e sem restricdo. O objetivo do
modelo do BGYR de 200 cm de biliopancreatica e 50 cm de alga alimentar é
otimizar o componente metabdlico da cirurgia, evitando-se ao maximo restricdo e
malasbsorcéao, e isso pode ter contribuido para nao ter ocorrido perda excessiva de
peso.

Um outro achado importante no presente estudo foi a elevada taxa de
remissdo de HAS e dislipidemia, respectivamente de 89,4% e 85%, superiores as
verificadas em outras publicagdes com BGYR convencional nestas faixas inferiores
de IMC [21,12]. E possivel que, por alguns mecanismos ainda ndo muito bem
conhecidos, o BGYR com alga biliopancreatica longa leve a melhores resultados
em todos os componentes da sindrome metabdlica.

As derivagdes bilio-pancreaticas sdao as técnicas que apresentam os
melhores resultados em remissdo de diabetes, porém apresentam os maiores
efeitos adversos relacionados a alteragdes intestinais, como diarreia, flatuléncia e
mau odor das fezes; e também alteragcbes nutricionais graves, como anemia severa
e hipoalbuminemia, o que tem limitado muito seu emprego em todo o mundo [22].
O presente estudo mostra que é possivel o BGYR ter resultados metaboélicos muito
parecidos com os das derivagdes biliopancreéticas, porém sem os inconvenientes
e riscos nutricionais destas cirurgias.

Embora os resultados do presente estudo sejam importantes e expressivos,
ha necessidade de estudos prospectivos, randomizados e controlados que
evidenciem de forma mais definitiva a superioridade metabdlica do BGYR com alca
biliopancreética longa em relacdo ao BGYR convencional. O presente estudo
chama a atencdo de forma definitiva a este tema, e deve estimular a realizagdo de
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estudos com metodologia capaz de produzir as evidéncias necessarias para a
mudanca deste paradigma, com o0 BGYR se tornando muito mais metabdélico ao se
alongar a alga biliopancreética.

5. CONCLUSOES
O BGYR com alga biliopancreatica longa é seguro e muito eficiente para
atingir remissdo completa do diabetes tipo 2 em pacientes com IMC de 30 a 35.

O aumento da alca biliopancreatica, nao foi associado ao aumento da

desnutricao proteica.

Além disso, as taxas de remissdo de HAS e dislipidemia foram superiores
as verificadas em outros estudos com BGYR convencional.

Fontes de financiamento
O financiamento para esta pesquisa foi de responsabilidade dos

pesquisadores.

Conflito de interesses
Nao houve conflito de interesses (econémicos, pessoais, cientificos,
assistenciais, educacionais, religiosos e sociais) interferindo nos resultados da

pesquisa.
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Tabela 1. Dados pré-operatérios dos pacientes
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Variavel

Sexo (masculino/feminino)

Idade média (anos)

Tempo médio de diagnéstico de DMT2 (anos)
Pacientes que faziam uso de insulina (%)
Peptideo C médio (ng/dl)

HAS (%)

Dislipidemia (%)

51 /51
50,8
10,4

44 (43,1)
3,6
57 (55,8)
83 (81,3)
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Tabela 2. Comparacao pré e pés-operatéria de desfechos metabolicos

Variavel Pré-operatorio (média + desvio Pos-operatdrio (média £ desvio Valor
padrao) padrao) o]
IMC (kg/m?) 325+1,5 251+2,0 <0,001
GJ (mg/dL) 182,9 £ 34,8 89,8 +7,25 <0,001
HbA1c (%) 8,7+1,35 5,2+0,53 <0,001
HAS (%) 55,8 5,8 <0,001
Dislipidemia 81,3 11,7 <0,001

(%)




Tabela 3. Resultados em relagdo a remissé@o do diabetes

Remissao de DMT2 Numero de pacientes (%)
Completa 94 (92,2)
Parcial 8 (7,8)

Sem remissao (pacientes com HbA1c = 6,5) 0 (0)
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APENDICE A - Ficha Pré-Operatério

Data !

Liga Acadeémica de Gastroerterologia e
Cirurgia do Aparelho Digestivo — LAGECAD
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| Cutro

¥
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Pedicame e

Cidade:
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APENDICE B - Ficha Pés-Operatério

LAGECAD
Ficha de avaliacio Pos-Operatorio
Pacientes submetidos ao By-Pass com IMC = 35 até Jupho/2014

Nome do Paciente: [dade:
Data da Cirurgia:
Cirurgido:

Dados pos-operatorios:
Peso:

IMC:

Cintura Abdomsnal:
PA:

Hemoglobina: Fermima: VCM:  HCM: RDW:

Glicemia em Jejum: Hemoglobina Glicada:
Colesterol Total: LDL: HDL:  Tuglcerideos:
TGO(AST); TGP(ALT):

Colelitiase no pos.operatorio”

Stndrome Metabolica”
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ANEXO B- REGRAS DA REVISTA

INSTRUCTIONS FOR AUTHORS

ABOUT OBSI

Obesity Surgery is published by Springer Science+Business Media LLC and 15 the official journal of
the International Federation for the Surgery of Obesity and metabolic disorders (IFSO). Obesity
Surgery publishes concise articles on Ongmal Contributions, New Concepts, How [ Do It, Review
Articles, Brief Communications, Letters to the Editor and dedicated Video Submissions. Requinements
are in accordance with the "Umiform Regquirements for Manuscripts submitted to Biomedical
Journals,” www_icmje.org,

All manuscripts submitted to OBSL are received, blind-reviewed and decided upon through the online
Editorial Manager (EM) System center. URL: diveww.editonalmanager. comdobsu . Articles that
are accepted for publication are done so with the understanding that they, or therr substantive contents,
have not been and will not be submitted to any other publication.

SUBMISSION CHECKLIST
Authors: Make sure that all of the items below are ready and available when you submit.
TITLE PAGE REQUIRES:
Full Title, and Short Title for Running Head
All Contributing Authors, Full Names/Degrees, and Email

AddressesAffiliations *Correspond To" Information
Detailed Acknowledgments, Grant Information, and non-blinded COI Statement

MAIN MANUSCRIPT TEXT
REQUIRES: Blinded Text
Abstract (NfA for Letters to the Editor; optional for Brief
Communications) Required Ethical, COl, and Human/Ammal Rights
Statements { blinded) References in PubbMed style

Tables (Crptional )

Figure Legends (if providing figures)

FIGURES/IMAGES:
For vector graphics, the preferred format s EPS; for halfiones, use TIFF format. Figure
width should be 3% mm, 84 mm, 129 mm or 174 mm, and no higher than 234 mm No
identifying mformation about patients

Patient andfor publisher permissions, if needed

VIDEOVELECTRONIC SUPPLEMENTARY MATERIAL:
Any Video or multimedia in either MP4 or MOV file
format Supplementary videos not to exceed 2 MB in size
Marration in English

RECGUIRED OFFICIAL ICMIE CONFLICT OF INTEREST FORMIS):
Cne form completed by each author (ex: 5 authors = forms)
REQUIRED FOR REVISIONS ONLY:

One copy of clean, revised text, tables and figures
COme copy of annotated, revised text, tables and
figures Point-by-Point Reply to Reviewer Comments

INSTRUCTIONS FOR AUTHORS — 1
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IMPORTANT SUBMISSION INFORMATION

Ja BYSTEM REQUIEEMENTS

Authors will need the following items in order to use EM:
*  [nternet access

* A current Adobe Acrobat browser plug-in

*  Electromic files of all required documents.

Jbh YUUR AUTHOR ACCOLUN]

Authors entering the journal's EM site for the first time can create a new account at
http:ffweww.edmgr.comfobsw’ by chicking “Register Now,™ and then following the online prompts
in order to create your account and submit a manuscript. NOTE: If vou have previously accessed
the system, afwavs wse your existing accounf for ALL subsequent submissions, If yvou have
forgotten vour Username or Password, use the “Send Login Details” link at the OBSU Login Page.

Jo. NLINE SUBMISSION

After you have logged into your account and entered your Submission Center, EM wall lead you
through a step-by-step manuscript submission process. The required documents for all online
submissions include the main, blinded manuscript document, a separate Title Page document, and a
Conflict of Interest (COI) form, which must be completed by each contributing author.

Note: Always keep onginal copies of your word-processing, graphic, video, and COI files.

Make sure that all required online fields are completed before attempting to submit; the system won't
allow you to submat 1f any required fields are not completed. If you cannot finish your submassion in
one visit, you can save a draft and later re-enter the process at the same step by clicking on the
“Incomplete Submissions™ link in your Author Mam Menu.

Jd. SUPPORT AMND ASSISTAMUE
If you have questions or need assistance at any point during the submission and review process,
contact our OBSU Managing Editor:

Attn: Deana Rodriguez

Managing Editor, OBSU Editonial
Office Phone: +001 (562) 061-90928
E-mail: obsu_rodriguezi gmail .com

MANUSCRIPT PREPARATION

4. MANUSCRIFT TERMINOLON Y
Please make note of the required manuscript terminology

standards. Mandatory

*  Weight loss must be expressed as change in BMI or %etotal weight loss
{%TWL) Optional

# Weight loss can be expressed a3 % Excess Weight Loss (%EWL), with the caleulation of ideal body weight a5
that equivalent to a BMI of 25 kgfm  andfor % Excess BMI Lost (%EBMIL) with excess BMI > 25 kplm as

wiell as %3 total body weight loss,
*  Data extending beyond 30 days must include lost to follow-up information in the Abstract

and Results section, including all tables and figures, with the denominator provided as to how
many patients were available at each time point and the number of patients actually seen.
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4b. MAMUSCREIPT SECTIONS AND FILE ITEMS

When you upload your manuscript documents to EM, the system will ask you to indicate the
manuscript file “Item.” Your manuscript should be submitted in various parts; for example, your
blinded “Manuscript” should be uploaded separately from the “Title Page™ and “Official Conflict of
Interest Form.” Images should be submitted separately, as should any electronic supplementary
material {or “Other™) and videos {either as supplementary videos or as dedicated video submissions).

Use the following text format guidelines.

Use a normal, plain font (e.g., 12-point Times Roman) for text.

Double-space the text, and set page borders at one inch.

Use talics for emphasis.

Use the automatic page numbering function to number the pages.

Do not use field functions.

Use tab stops or other commands for indents; do not use the space bar for indents.

i File Item: Title Page (required)

In the "File Upload® section of EM, your Title Page should be submitted separately from the

blinded text of the manuscript, under the category, "Title Page.” This page will not be viewable to

reviewers and should include the following:

*  Complete title of the article, and a shortened title {imax 30 characters, incl spaces between words).

*  Manuscript tvpe.

*  Complete names, titles, departments and institutional addresses of each contnbuting.

*  "Correspondence to® followed by the name and contact information for the corresponding authaor.

= At the bottom of the page, anv detmled grant information and an acknowledgment of grant
Support.

*  Acknowledgments: Individuals, other than authors, who directly participated in the work.

* A non-blinded version of vour Conflict of Interest statement.

. File Item: Blinded Manuscript — Main Text (required)

In the *Attach Files™ step (final step) of your submission, the “Manuscript™ file should include the
Mam Text (which should include blinded statements regarding conflict of mterest, consent and
ethics), References, and Figure Legends (if any). Tables may also be included at the end of the text
document, or submitted separately.

Main Text

The mam text document should be double-spaced and for most submissions include: Abstract
{required for all but Letters; optional for Brief Commumcations); Introduction/Purpose; Materials
and Methods;, Results; Conclusion; Blinded Conflict of Interest Disclosure Statement;, Siatements
regarding ethics and consent (see detmls below), and References (see detals below). If vour
submission includes figures, then include a Figure Legend after the References. Any Tables that
vou provide should be included at the end of the text. Addiional format requirements and details
for specific manuscript fypes are included in the “Manuscript Tvpes and Formats™ section below.

Conflict of {mterest Disclosure, Ethical Statement and Consent Statement
Three required statements are required just before the list of References, For each suthor, the
blinded COI statement must declare potential conflict of interest for each author (“author 1, author

2" etc.), or state, “no conflict of interest.™ For more information, refer to “Ethical Responsibilities
of Authors™ below.

References
*«  Use Medline®/Pubmed® Style. Visit the following website for sample

references: hitp:/fwww.nlm.nih govibsdfuni form_requirements. himl.
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*  Type references double-spaced; list them m consecutrve, numerical order as they appear in the
text

#  ldentify reference cifations m the fext by numbers in square brackets {eg., [1]) Once a
reference 15 cited, all subsequent citations should be to the original number.

*  Cite all references within the text or tables.

*  Papers that have been accepted for publication or are in press may be listed in the References.
OB5L does not reference unpublished data or personal communications.

Tables

*  Use the table function {not spreadsheets) to make tables,

Mumber all tables using Arabic numerals.

Always cite tables in the text in consecutrve, numenical order.

For each table, supply a title; it should explain clearly and concisely the components of the table,
Footnotes to tables should be indicated by superscript lower-case letters (or

asterisks for significance values and other statistical data) and included beneath the

table bodhy.

*  All tables should be on separate paged(s) at the end of the main document, and be cited in the text.

- - & @

iii. File Item: Official Conflict of Interest Form — {(required)

YL

Every contributing author must electronically complete the official ICMIE Conflict of Interest
{COl) form. Click on hitp:/Awww icmye orsfeon disclosure pdf to download a PDF of the form,

During submission, please make sure that yvou upload all COI forms at the end of your submitted
document list

Nove: If vou have trouble viewing the ICMIE COf form after vou have downloaded it, make sure
that vou open and view the POF directly from vour “downloads ™ folder via Adobe Reader rather
thar by way of vour onfine intermet browser.

If any contributing author's COI form 15 missing from the submission, it will be returned fo the

author for correction prior to review. Each suthor must complete the form even if no conflict of

interest exsts. All detals in the ICMIE GO forms must correspond with the COI Disclosure
Statement meluded in the manuscript text.

. File Item: Figure / Image {optional)

Common graphics files such as GIF, IPEG, EPS, TIFF and many others are supported. Do nor
pload figures ax POF files, or in PowerPoint,

All figures are to be numbered wsing Arabic numerals. Figure parts should be denoted by lowerncase
letters. Figures should always be cited in test in consecutive numenical order. For each figure,
include the figure legends at the end of the manuscript test.

Photographs of patients in which the subject s identifiable must either have the face masked out,
or be accompanied by written permission from the individual in the photograph for publication.

For detauled submission guidelines regarding Line Art, Halftone Art, Combination Art, Color Art,
and other artwork details, click here for Artwork Instructions:
httpffwww. sprineer.comiauthors'manuscript+endelines TS GWID=0-40162-12-33 1 200-0

. File Item: Other (optional)

If vour submission file does not fit any of the above file designations, vou may submit it as
“Oither.™

i File ltem: Multimedia Article (video)

Multimedia Articles may consist of information that cannot be printed: animations, video clips,
sound recordings; or information that 15 more convenient in electromc form: sequences, spectral
data, or large ornginal data (e.g. additional tables, illustrations, etc. ). If supplying any multimedia,
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the text must make specific mention of the material as a citation (e.g., "as shown in Animation 3%).

Requirements for Supplementary Videos and Dedicated Video Submissions
Upon submission of articles that include video, the author(s) will be required to submit according
to the following specifications:

The video should not exceed 9 minutes.

An audio narration in English must accompany the video.

The maximum size for all files (including videos) in the submission 330 MB.

Videos must be in one the following formatss MPEG-1, QuickTime or Window meda video
(WMV).

Videos in the QuickTime format cannot be mpgd.

The video file must be playable on a Windows-based computer.

No music sound tracks.

Avoid "fancy® video transitions.

Annotation of anatomic structures is encouraged.

No authored DVDs.

There should be a “manuscript”™ submitted with the video that includes a title page, abstract
and key words, as well as references if needed.

dc. MANUSCRIPT TYPES AND FORMATS

The manuscript types for submission include Onginal Contributions, New Concepes, How [ Do I,
Review Articles, Brief Communications, Letters to the Editor, and Dedicated Video Submissions.
You may submit your manuscript either as Type L IL, or [Il (detailed below).

Each of the manuscript types requires a specific submission format. The specific format for each type
can be found in the Table below. When required by the nature of the report, manuscripts that do not
follow the specific formats below may be accepted, e.g., the listed page, woed and figure/image limits
may be used as a guideline rather than a rule. Please remain succinct in your wording.

TABLE: Manuseript Formats (Note: The double-spaced page and word counts below are a guideline

rather than a rule. References, figures, and tables are not considered in the page/word count
requiremenis.)
[FORMAT 1 Description  [Pp/wds [Main Text [Figure JCOI Forms
PPapers * Title only
nvolving » Structured Abstract,
F—Unﬂ Elinical or basic includes subheadings
‘ontribution  pcience (250 words)
pesearch * Key Words
* Introduction/Purpose Official ICMIE
All inovative * Materials’'Methods/ Conflict of Interest
hnologies, k Results/Conclusion orms must be
: PM |+ Blinded COVEhics/ foted by enich
ocedures or 400 Consent Statements ibuting authoe
words * References these are not viewable
< otocols; » . Upto 6 o reviewers)
[New Concept include * Figue L.egcnds (if any) hutp://'www. icmje.org/ |
detailed * Tables (i uny) oi_disclosure pdf
ription of
procedure
the results.
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FORMAT 11 Peseription Ppwd Main Text Figure [COI Forms
Pulanuseripis F Tewiual Abstract Cdficial ICMIE Conflect of
Eubmitted as includes Title, nterest forms must be
pcated viden Introduction, Materials pleted by each
uhmissions must Methods! Resulis! tributing awthor (these
accompanied by Conclusion' Blinded e il viewahle o
tesviual Absiract  [Ppp £ Statements, Refs (if any)  NIA Viewers)
briefly BO0 f Video(s) in mpd or mov il icmje.
|[edicated Viden ribes the video, format only;, not (o i disclosure. pdf

exceed 10 minutes, with
narration in English,

di. ADDITIONAL SUBMISSION DETAILS

i. Language Edifing Services

If wou would like your manuscript language edited by a seeentific expert before submission or wpon
revision, Springer recommends usieg Mature Research Editing Service. Wature Research Editing
Service provides sciemtific editing and related services that raise the quality of manuscripis o the
standard necessary for ease of peer review. For more information and a price quotation, contact:
hitp-suthorservices. s pringermature. coms

ii. Special Characters

The Jowrmal does not asswme responsibility for emrors in conversion of customizsd software, wewly
released software, and special characters. Indicate amy special characters used in the file je.g., Greek,
math symbaols) by using a symbol code {e.2., ¢gay for Greek alpha), and defining these codes at the end
of vour paper.

ik Abbreviations, Drug MNames, Digits

Use the standard abbreviathons and units lsted in Scientific Stvle and Format; The CBE Manual for
Awthors, Ediors, and Publishers, Sidh Edinon (Reston, Va,, Council of Bilogy Editors, 1994) The
firgt time an uncommon abbreviation appears in the tesd, it should be preceded by the full name for
which it stands, Genenic names for dregs and chemicals should be used the first time the drug or
chemical is mentioned in the text and, preferably, thereafier. If an auwthor wishes, the irade name may
be ingerted in parentheses following the genenic name the first time the genernic name appears, and the
manufaciurer name amnd city should also be meluded, Express digiis as numerals except when they ane
the first word in a sentence, and decimals should be written in Morth American format, Express units of
measurement in the metric system whenever possible, and abbreviate them when uwsed with numbers,

. Orther Required Forms

Copyright forms and color publication payment details are now handled online gffer an anicle =
accepted for publication. When proofs are ready for viewing, the author is contacted via e-mail by the
typesetter, and sent & website address that will provide the author with formsfordersfproodfs procedures.
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£ ETHICAL RESPONSIBILITIES OF AUTHORS

This powrnal is committed to upholding the miegrity of the scientific record. As a member of the

Committes on Publication Ethics (COPE) the journal will fiollow the COPE guidelives on how to address

potential acts of miscomndwct.

Awthors should refrain from misrepresenting research resudis that could damage the st in the joumnal

and wimately the entire scientific endeavor. Maintaining miegrity of the research and its presemiation can

b achieved by following the rules of good scientific practice, which mcludes:

+  The manuscript has not been submitied 1o more than one journal for sirmulianeous consideration.

*  The mamscripi has not boen published previously (partly or in full), unless the new work concerns
an expansion of previous work (provide transparency on the re-use of material o avoid the hint of
tex-recycling (“self-plagiarism™) ).

+ A zingle study 15 nod split wp into several paris to increase the quaniity of submisseons amd
submitted 1o various powrnals or 0 ome jowrmal over time (e.2. “=alami-publ shing™).

+ Mo data have been fabricated or manipulated (including images) to suppont your conclusiorsMo data,
text, or theories by others are presented as if they were the authors own (“plagiarism™). Proper
acknowledgements to other works must be given (this includes material that is closely coped (near
verbatimm), surnmarized andfor paraphrased), quotation marks are wsed for verbatim copving of
material, and permissions are secured for matenial that is copyrighted.

+  Impontant note; the journal may use software o screen for plagiarism.

+ Congent to submit has been received from all co-authors and responsible authorities at the
instiuteforganization where the work has been carred out before the work is submitbed.

+  Awthors whose names appear on the submission have coniributed sufficiently to the scientific work amd
therefore share collective responsibility and accountabil ity for the resulis,

In addition:

Changes of authorship of in the order of suthors are not accepied affer accepiance of 2 manuseTipt.
Requests to add or delete awthors at revision stage or after publication is a serious matter, and may be
considersd only after receipt of writen approval from all suthors and detailed explanation abowt the
rodefdeletion of the mew'deleted swthor. The decsion on accepting the change rests with the Editor-im-
Chief of the journal.

Upon reguest authors should be prepared to send relevant documentation of data in order to venify the

validity of the resulis. This could be in the form of raw data, samples, records, eic.

If there s a suspicion of misconduct, the jownal will carry owi an investigation following the COPE
guidelines, If, after investigation, the allegation seems o rame valid comcerns, the sccused author will be
contacted and given an opportunity o address the issve. If mscondwct has been proven, this may resuli in the
Editor-in-Chief”s implementation of the following measures, mcluding, but not limited to;

If the article is still under consederation, it may be rqmted and returned to the awthor.

If the article has already been published online, depending on the nature and severity of the infraction,
either an erratum will be placed with the aricle or in severe cases complete retraction of the anicle
will occur. The reason must be given in the published erratum or retraction node.

The awthor’s mstitmion may be infiormed.
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La. DISCLOSURE OF POTENTIAL CONFLICT OF INTEREST

Awthors must disclose all relationships o interests that could inflwence or bias the work, Although an
author may nod feel there are conflicts, declosure of relationships and mieresis affords a more transparent
process, leading to an accurate and objective assessment of the work., Awareness of real or perceived
conflicts of iMerests 15 a perspective o which the readers are entitled and =5 pot meant o imply that a
firancial relationship with an organization that sporsored the research or compensation for consultancy
work is mappropriate. Examples of potential conflicts of interests thay are divecily or indirectly related 1o
rhe research may include but are not limited to the fiollowing:

+  Research granis from funding agencies {give the research funder and the grant nember )

+  Homoraria for speaking at symposiea

+  Financial support for aftending symposia

+  Financial support for educational programs.

+  Employment or consultation

+  Support from a project sponsor

+  Position on advisory board or board of directors or other type of management relationships

+  Mludniple affiliations

+  Financial relationships, for example equity ownership or investment interest

¢+ Intellectual property rights (e.g. patents, copyrights and rovalties from such rights)

+  Holdings of spouse andfor children ihat may have financial interest in the work

In addition, interests that go beyond financial imerests and compensation (non-financial imereses) that
may be important o readers should be disclosed. These may include but are not limited 1o personal
relationships or competing interesis directly or indirecily tied to this research, or professeonal mierests or
personal beliefs that may influence your research,

The corresponding author collects the conflict of mterest disclosure forms from all authors, In awthor
collaborations. where formal agreements for representation allow it, it is sufficient for the corresponding
author to sign the disclosure form on behalf of all authors.

The correspondimg author will include a Mlnded summary statement in the tesxa of the manuscript in a
separate section before the reference list that reflects what is recorded i the potential conflict of mterest
disclosure formg). For review purposes, the affiliaivons may be identified, bui the authors may nod.

See below for examples of disclosures:

“Funding: This study was funded by X (grant number X).7

“Conflict of Interest: Author | has received research grams from Company A, Author 2 has received a
speaker honorariem from Company B and owns stock in Company C, Auwthor 3 is a member of committes
D.”

If no conflict exists, the authors should state;
“Conflict of Interest: The authors declare that they have no conflict of interest.™

Eh. STATEMENT OF HUMAN AND ANIMAL RIGHTS

When reporting studees that imvolve human paricipanis, suthors should melede a ststement that the
siudies have been approved by the appropriate instituisonal andfor nateonal research ethics commitiee and
have been performed in accordance with the ethical standards as laid dewn in the 1964 Declaration of
Helzimka and its later arpendments or cormparahle ethical standards.
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If doubt exists whether the research was conducted i sccordamce with the 1954 Helsinki Declarstion or
comparable standards, the authors must explain the reasons for thewr approach, and demonstrate that the
independent ethics committee or institutional reveew board explicitly approved the doubtful aspects of the
study,

The following statements should be included in the text before the References section:

i. Ethical Approval
“All procedures performed in studies involving human participants were in accondance with the ethical
standards of the institutional andfor national research commitiee and with the 1964 Helzink: declaration
and its later amendments of comparable ethical standards.™

The welfare of animals used for research must be respected. When reporting expenments on animals,
authors should indicate whether the institutional andfor rational guidelines for the care and use of
animals were followed,

For studees with animals, the following stabement showld be included;
“All applicable institutional andfor national guidelines for the care and wse of animals were followed.”

If articles do not contain stedies with heman participants or animals by any of the authors, Springer
recommends including the following sentence: “This amticle does not confain any studies with human
participants of animals performed by any authors,”

For retrospective studies, add the following: “For this type of study formal consent is mot required.

iL Informed Consent

All individsals have individual rights that are not to be mfninged. Individual participants in studies e.g.
hawve the right to decide what happens to the (identifiable) personal data gathered and to what they have
said e.g duning a study or an imerview a5 well as to any photograph that was taken, Hence it is
impontant that all pamicipants gave their informed consent m writing prior o inclusion in the stsdy.
Identifying details (names, dates of birth, identity numbers and other information) of the participants
that were studied should not be published in wntten descriptions, photographs, and genetic profiles
unless the information s essential for scientific purposes and the partuipant (or parent or guardian if the
participant is incapable) has given written infoemed consent for publication. Complete anoaymity s
difficult to achieve i some cases, and informed consent should be obtamed if there is any doubt. For
example, masking the eve region in photographs of participants i inadequate protection of anormymity.
If identifying characteristics are altered to protect anomymity, such as in genetic profiles, authors should
provide assurance that alterations do not distort scientific meaning.

The following staterment should be included:
Informed consent: “Informed consent was obtained from all individual participants included m the

study.

If identifiving information about participants. is available in the article, the follewing statemsent should
also be included:

“Additional informed consent was obtamed from all individual participants for whom identifying
information is mcluded in this article.”
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MANUSURKIFITSE BYIESUD
Ba. SLBMISSION STEFS

L Submission Process
Pleasse wiew a oopy of the Submission Checklisz below. We recommend that vou have all nems
listed in the checklist compleie and ready for upload before starming your online submission. Make
sune o submil a separate title page that includes complete awhors” names, affilations, addresses in
proper author order. Please submit all other documems first {main text, fiswres, iables, et} before
wploading vour COH forms.

i Review Y our Submission

Afver uploading the files for vour submission, the systerm will convert the files to PDF. Make sure
e review the PDF of vour submission before you confinm your submission Omnce you have
reviewed your PDF documemnt for completeness, click *Submit™ and all contmibuting sathors will
receive an emailed confirmation. If the submisseon is ot complete when the editorial office
receives i, it will be returned 1o your Awuthor Center, with an e-mail notification indicating the
need for additional information or correction. Onee a complete manuscript is correcily submitied,
wour manuscript will be properly reviewed.

Gh. KEEFING TRACK

After submisseen, you may momior the progress of your submission through the review process.
Ondy the submitting author can vieew the submission, and must enter the same Ulser Mame and
Password that was origimally used to submit the manuscrigl.

e, EDITORIAL REVIEW AND ACT IO

The editoreal =iaff ecamines submitbed manescripls for accuracy and compleeness and  will
customanly send most manuscript submissions o wo reviewers. We aim for guick reviewer
turnaround times, amd rely on the prompiness and thoroughness of our voluntesr reveewers.

AFTER ACCEPTANCE
If your manuscripi is accepied, you will receive a link 1o the special Springer web page with
questions related io:

Ta. AUTHOR PROOFS
Adfier a submission is accepied and forwarded to Production, the author reczives e-mailed notification

frorn the Springer Production Odfice, and a proof of the article is made available to the auibor.
Authars are solely responsible for ensuning that the author-approved proofs are complete and sccurabe.
Substantial changes in content are ot allowed at the pooofs stage.

Th. OFEN CHOICE

In addition to the normal publication process (whereby an aricle s submitted o the powrmeal and
access o that article is granted 10 customers who have purchased a subscniption), Springer provides
an alternative publshing opiion: Spnmger Open Choice. A Springer Open Chowee article receives all
the benefits of a regular subscription-based article, bt in addinon is made available publicly through
Springer’s online plarform SpringerLink. Regretfully, Springer Open Chotce canmt be ordered for
published amicles. Go tor hitp:dhwwawa springer.comdsplopen-accessl aprinoer n-choice for more
informarion about this Option.
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Te. FUBLICATION OF COLOR FIGURES

Color figures may be used without charge for the electronic version of the joumal that is published
online via Springerlink. However, color figures waill appear in the pnint version of the Jowrnal at the
author's expense of 51,150 per article. You may provide your choee at the Springer web page.

Td. OFFPRINTS REPRINTS
Can be ordered via the Springer web page

#. RESEARCH DATA POLICY
The joumsal encourages authors, where possible and applicable, to deposit data that suppon the findings of
their research in a public repositony. Authors and editors who do not kave a prefermed repository should
consult Springer Mature”s List of reposiones and reseanch data policy.
@ List of Repositones
= Besearch Diata Policy

Creneeral repositories - for all types of research data - such as figshare and Drvad may also be used.

Diatasets that are assigned digital object identifiers (DOds) by a data repesitony mey be cited in the referense
list, Drata cimtions should include the minimum nformation recommended by DataCite: mthors, title,
publisher {repository name), identifier.

» DaiaClise

Springer Mature provides a research data policy support servece for suthors and edetors, which can be
contacted at researchdats@Wspringe mature com,

This service provides advice on research data policy cormpliance and on finding research data repositories. 1t
is independent of jownal, book and conference proceedings editorial offices and does ot advise on specific
MARnLECTipis.

a Helpdesk

Research Data Policy Type | by Sprnger Mature is distributed under the terms of the Creative Commons
Adtribition 4.0 Intermational Licernse.



