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Abstract/Resumo

Background: Esophageal and gastric cancers continue to represent a significant global health
challenge. Early detection through effective screening programs, along with primary prevention
initiatives has the potential to substantially reduce mortality rates. Nevertheless, the widespread
implementation of screening programs is impeded by both logistical and economic constraints. A
thorough understanding of the epidemiology, pathogenesis, and risk factors is essential for developing

more personalized and effective screening strategies.

Summary: This narrative review provides an overview of the current status of endoscopic screening
for gastroesophageal neoplasia, outlining the epidemiology, risk factors and primary and secondary
prevention strategies. Although high-definition endoscopy, chromoendoscopy, and advanced imaging
techniques have improved diagnostic accuracy, significant barriers remain in accessibility and
cost-effectiveness. Consequently, the implementation of structured screening protocols and risk
stratification is essential to optimize endoscopic utilization, ensuring the prioritization of high-risk
populations and improving screening cost-efficiency. Concurrently, new technologies, such as artificial
intelligence (Al) applications and non-endoscopic screening modalities, are being developed to
improve and offer alternatives for the diagnosis of these malignancies. However, further research

remains necessary to optimize these screening protocols and determine their clinical impact.

Key Messages:

Esophageal cancer (EC) and Gastric cancer (GC) remain a significant public health challenge due to
their high mortality rates, associated with their late diagnosis.

Endoscopic screening plays an essential role for early detection of esophageal and gastric cancer,
improving survival outcomes.

Despite technological progress, cost-effectiveness and accessibility remain major barriers to
widespread implementation.

Future strategies should focus on optimizing screening protocols, expanding training programs, and

exploring cost-efficient approaches to ensure broader access to early detection methods.

Contexto: Os cancros do esdfago e do estdbmago continuam a representar um desafio significativo
para a saude global. A detegéo precoce através de programas de rastreio eficazes, juntamente com
iniciativas de prevencdo primaria, tem o potencial de reduzir substancialmente as taxas de
mortalidade. No entanto, a implementacdo generalizada de programas de rastreio € dificultada por
constrangimentos logisticos e econdmicos. Uma compreensdo profunda da epidemiologia,
patogénese e fatores de risco é essencial para o desenvolvimento de estratégias de rastreio mais
personalizadas e eficazes.

Sumario: Esta revisdo narrativa apresenta uma visdo geral do estado atual do rastreio endoscépico
das neoplasias gastroesofagicas, abordando a epidemiologia, os fatores de risco e as estratégias de

prevencao primaria e secundaria. Embora a endoscopia de alta definicdo, a cromoendoscopia e as



técnicas avangadas de imagem tenham melhorado a precisdo diagndstica, continuam a existir
barreiras significativas em termos de acessibilidade e custo-efetividade. Assim, a implementacao de
protocolos estruturados de rastreio e a estratificacdo de risco sdo fundamentais para otimizar a
utilizagdo da endoscopia, assegurando a priorizagao das populagbes de alto risco e tornando o
rastreio mais eficiente em termos de custos. Paralelamente, novas tecnologias, como a inteligéncia
artificial e métodos de rastreio ndo endoscopicos, estdo a ser desenvolvidos para melhorar e oferecer
alternativas no diagndstico destas neoplasias. No entanto, sdo necessarias mais investigagdes para

otimizar estes protocolos e avaliar o seu real impacto clinico.

Mensagens-chave:

O cancro do esoéfago e o cancro gastrico continuam a representar um desafio significativo para a
saude publica devido as elevadas taxas de mortalidade associadas ao seu diagndéstico tardio.

O rastreio endoscoépico desempenha um papel essencial na detegao precoce do cancro esofagico e
gastrico, melhorando os resultados de sobrevivéncia.

Apesar dos avangos tecnolégicos, a custo-efetividade e a acessibilidade permanecem como barreiras
significativas para a implementagao generalizada do rastreio.

As estratégias futuras devem centrar-se na otimizagdo dos protocolos de rastreio, na expanséo da
formagéo especializada e na exploragao de abordagens custo-eficazes, de forma a garantir um

acesso mais amplo a detegao precoce destas doengas.



Introduction

The prevalence of gastrointestinal (Gl) cancers presents a significant contemporary health challenge.
Epidemiological analyses have revealed that approximately 1 in 12 individuals will be diagnosed with
Gl cancer, with 1 in 16 dying from the disease. [1] Globally, in 2021, Gl cancers were responsible for
an estimated 5.26 million new cases and 3.70 million deaths.[1] In Europe alone, these malignancies
account for a quarter of all cancer diagnoses with projections indicating that these figures will rise
more than 24% by the year 2035.[2] Therefore, the identification and management of risk factors,
together with the detection of precursor lesions, are critical strategies for early diagnosis and potential
reduction of Gl cancer burden.[1]

The upper Gl tract is affected by several cancers, including EC and GC, which will be the focus of this
article. The EC is predominantly divided into two histologic subtypes: Esophageal Squamous Cell
Carcinoma (ESCC), which usually affects the stratified squamous epithelium on the upper two-thirds
of the esophagus and Esophageal Adenocarcinoma (EAC) which occurs in the lower third of the
esophagus.[3] Over half of this malignancies are linked to modifiable factors like alcohol and
tobacco.[4] However, these malignancies are still diagnosed late, which leads to a poor prognosis and
a substantial health burden.[5] Given this information, there is increasing interest in improving primary
and secondary prevention measures to control these malignancies.[4]

This article reviews the epidemiology, risk factors, and prevention strategies of these malignancies,
focusing on current endoscopic techniques to find the best screening protocol. This was conducted by
a comprehensive search of literature published in PubMed, Scopus, and Web of Science from 2010 to
2024, including meta-analyses, randomized controlled trials, observational studies and clinical
guidelines. The search terms used was “endoscopic screening”, “gastro-esophageal neoplasia”,

“gastric cancer”, “Esophageal adenocarcinoma”, “Esophageal squamous cell carcinoma“ “early
detection”, “Barrett's esophagus”, “High-definition endoscopy”, “Narrow-band imaging’,
“‘chromoendoscopy”, “artificial intelligence”, “risk stratification”, “prevention”, “risk factors”,

“epidemiology”.

Global burden and Epidemiology of Gastro-Esophageal

Neoplasia

EC and GC cancers are two of the most commonly diagnosed cancers globally and a major cause of
global mortality, resulting in close to 1.3million deaths in the same year. [5] Despite sharing some risk
factors given their anatomic proximity, their epidemiological profiles differ.[5] So, understanding the
worldwide prevalence of these cancers by specific subtypes and locations supplies essential
information for healthcare professionals and governments to create and implement targeted cancer
control measures, aiming to reduce future cancer impact. [5] The global epidemiology of these two

malignancies compared to Portugal is summarised in table 1.
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Esophageal Neoplasia

EC presents a substantial global public health issue, marked by significant regional inequalities in its
incidence, associated mortality, and the availability of healthcare services.[6] Each year, around
18,440 new cases of EC are diagnosed, with approximately 70% of those affected being male. [7]
This incidence also increases with age with EAC typically developing in individuals aged 50 to 60,
while ESCC tends to manifest roughly a decade later.[8] In the last 30 years, the total number of EC
cases increased, but the age-adjusted rates have decreased, suggesting the impact of enhanced
healthcare strategies.[9] However, with current trends, new cases and deaths are expected to
increase by over 80% by 2050 [10] which emphasises the importance of taking action as early as

possible to try to avoid this scenario.

Gastric Cancer

Global GC incidence exhibits significant geographical variation with elevated rates, exceeding 15 per
100,000 annually.[9] Notably, according to several observational studies, in nations with lower overall
GC rates, this cancer disproportionately burdens vulnerable populations, such as immigrants and,
within the US context, racial and ethnic minorities.[11, 12] Despite Japan and South Korea ranking
second and third in GC incidence, experience significantly lower mortality rates (8 and 6 per 100,000,
respectively) largely due to their established, nationwide GC screening programs. [11, 13, 14]

In Portugal, this malignancy is a major health issue, ranking fourth in incidence in 2020 (14,3/100 000
person-year) along with high prevalence of Helicobater pylori (HP) infection.[15, 16] Although mortality
and incidence have decreased recently, Portugal still has the highest rate in Western Europe, with a
particularly high concentration of cases in the Northern region, according to Northern Regional
Oncology Registry, based at IPO-Porto. [15, 17]

Current Preventive Strategies to Reduce Burden

Risk Factors and Primary Prevention

The risk factors and preventive strategies for EC subtypes and GC are described in Table 2.

Esophageal Squamous Cell Carcinoma

ESCC is a complex, multifactorial disease that can be caused by several factors. The development of
this malignancy can be linked to factors that cause chronic irritation and inflammation of the
esophagus potentially which may result in DNA damage and subsequent mutations.[3] These factors
are multiple and include environmental, genetic and cultural components. With this in mind, primary
prevention, through the avoidance of modifiable risk factors and targeted screening of individuals with
precursor lesions, stands as a critical intervention to curtail the incidence and mortality of this

malignancy.[18]
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Esophageal Adenocarcinoma:

EAC development results from a combination of genetic, environmental and lifestyle factors. [9]

The well-established risk factors to this malignancy are GERD, caused by chronic acid reflux, and the
subsequent development of Barrett's Esophagus (BE), which is a known precursor of EAC.[3, 19]
Regarding this, prevention of EAC primarily focuses on effective management of GERD and

mitigating associated risk factors.

Gastric Cancer and Helicobacter Pylori eradication:

GC prevention focuses on three key areas: eradicating HP infection, dietary interventions and
reducing other risk factors. HP infection is recognized as the most important risk factor, classified as a
definite carcinogen by the WHO. It is estimated to be responsible for a significant proportion of all GC
cases (over 70%)[20], particularly non-cardia GCs. [11, 21] HP eradication is a critical strategy,
demonstrating significant efficacy, especially when implemented prior to the development of
precancerous gastric lesions. In fact, several studies demonstrated that HP eradication decreases
both GC incidence and mortality as well as metachronous GC risk (46%). [20] The HP test-and-treat
strategy involves both detection and eradication when it's positive and is used not only for
symptomatic patients but also as a screening method for asymptomatic individuals.[22] This group
englobes those with certain ethnic or geographic backgrounds associated with a high risk of GC. [20]
Regarding this, it's important to know the precancerous lesions that can potentially lead to carcinoma
and these include non-atrophic gastritis, atrophic gastritis (AG), intestinal metaplasia (IM), gastric
stump after partial gastrectomy, gastric polyps and dysplasia.[23-25] This is explained by the Correa
cascade, described by Pelayo Correa in 1988, that explains the mechanism for the development of
intestinal type cancer.[26] Apart from this, there are other established non-genetic risk factors which

are important to avoid. (Table 2)

Secondary Prevention and Screening

Secondary prevention is essential to reduce the burden of gastro-esophageal cancers. These
malignancies often develop silently, with symptoms appearing at advanced stages when curative
treatment is less effective. Implementing effective secondary prevention strategies, such as
endoscopic screening and risk-based surveillance, is crucial in identifying precancerous conditions

and early-stage tumors, ultimately reducing cancer-related morbidity and mortality.

Role of Endoscopy

Esophagogastroduodenoscopy (EGD) is the gold-standard diagnostic tool for detecting and
monitoring precancerous lesions and early cancers in the Gl tract, enabling targeted endoscopic
interventions.[27] EGD enables risk stratification and targeted surveillance of high-risk individuals.[28,
29] However, its effectiveness depends on cancer prevalence in specific geographic areas, the
susceptibility of different population groups, and the efficacy of established screening protocols.[27,
28, 30]


https://web.endnote.com/citations/eyJkaXNwbGF5VGV4dCI6Ils5XSIsImNpdGF0aW9ucyI6W3siYmlibGlvQ29udGVudCI6W3sibGFuZ3VhZ2UiOiJlbmciLCJndWlkIjoiZjk2NzBkZmQtZDg0YS00OGI2LWExYTYtNWUzODZhNTQ3NjIwIiwiZWRpdGlvbiI6IjIwMjUwMTI2IiwidXJsIjpbImh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzM5ODY1MTQ5Il0sInJzeG1sIjoiPHJlY29yZD48cmVmLXR5cGU%2BMTc8L3JlZi10eXBlPjxjb250cmlidXRvcnM%2BPGF1dGhvcnM%2BPGF1dGhvcj5TdW4sIEwuPC9hdXRob3I%2BPGF1dGhvcj5aaGFvLCBLLjwvYXV0aG9yPjxhdXRob3I%2BTGl1LCBYLjwvYXV0aG9yPjxhdXRob3I%2BTWVuZywgWC48L2F1dGhvcj48L2F1dGhvcnM%2BPC9jb250cmlidXRvcnM%%2BPHRpdGxlcz48dGl0bGU%2BR2xvYmFsLCByZWdpb25hbCwgYW5kIG5hdGlvbmFsIGJ1cmRlbiBvZiBlc29waGFnZWFsIGNhbmNlciB1c2luZyB0aGUgMjAxOSBnbG9iYWwgYnVyZGVuIG9mIGRpc2Vhc2Ugc3R1ZHk8L3RpdGxlPjxzZWNvbmRhcnktdGl0bGU%2BU2NpIFJlcDwvc2Vjb25kYXJ5LXRpdGxlPjwvdGl0bGVzPjxkYXRlcz48eWVhcj4yMDI1PC95ZWFyPjxwdWItZGF0ZXM%2BPGRhdGU%2BSmFuIDI2PC9kYXRlPjwvcHViLWRhdGVzPjwvZGF0ZXM%2BPHBhZ2VzPjMyODQ8L3BhZ2VzPjx2b2x1bWU%2BMTU8L3ZvbHVtZT48ZWRpdGlvbj4yMDI1MDEyNjwvZWRpdGlvbj48a2V5d29yZHM%2BPGtleXdvcmQ%2BSHVtYW5zPC9rZXl3b3JkPjxrZXl3b3JkPkVzb3BoYWdlYWwgTmVvcGxhc21zPC9rZXl3b3JkPjxrZXl3b3JkPk1hbGU8L2tleXdvcmQ%2BPGtleXdvcmQ%2BR2xvYmFsIEJ1cmRlbiBvZiBEaXNlYXNlPC9rZXl3b3JkPjxrZXl3b3JkPkZlbWFsZTwva2V5d29yZD48a2V5d29yZD5JbmNpZGVuY2U8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUHJldmFsZW5jZTwva2V5d29yZD48a2V5d29yZD5EaXNhYmlsaXR5LUFkanVzdGVkIExpZmUgWWVhcnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BTWlkZGxlIEFnZWQ8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQWdlZDwva2V5d29yZD48a2V5d29yZD5HbG9iYWwgSGVhbHRoPC9rZXl3b3JkPjxrZXl3b3JkPkFkdWx0PC9rZXl3b3JkPjxrZXl3b3JkPlF1YWxpdHktQWRqdXN0ZWQgTGlmZSBZZWFyczwva2V5d29yZD48a2V5d29yZD5BZ2VkLCA4MCBhbmQgb3Zlcjwva2V5d29yZD48a2V5d29yZD5BdmVyYWdlIGFubnVhbCBwZXJjZW50YWdlIGNoYW5nZTwva2V5d29yZD48a2V5d29yZD5Fc29waGFnZWFsIGNhbmNlcjwva2V5d29yZD48a2V5d29yZD5Gcm9udGllciBhbmFseXNpczwva2V5d29yZD48a2V5d29yZD5UaGUgYmF5ZXNpYW4gYWdlLXBlcmlvZC1jb2hvcnQgbW9kZWw8L2tleXdvcmQ%2BPGtleXdvcmQ%2BVGhlIGdsb2JhbCBidXJkZW4gb2YgZGlzZWFzZSBzdHVkeTwva2V5d29yZD48L2tleXdvcmRzPjxpc2JuPjIwNDUtMjMyMjwvaXNibj48YWNjZXNzaW9uLW51bT4zOTg2NTE0OTwvYWNjZXNzaW9uLW51bT48YWJzdHJhY3Q%%%2BPGN1c3RvbTI%2BUE1DMTE3NzAxMDM8L2N1c3RvbTI%2BPGVsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjEwLjEwMzgvczQxNTk4LTAyNS04NjI0NC16PC9lbGVjdHJvbmljLXJlc291cmNlLW51bT48bGFuZ3VhZ2U%2BZW5nPC9sYW5ndWFnZT48bnVtYmVyPjE8L251bWJlcj48cmVjLWd1aWQ%%3D%3D
https://web.endnote.%2BPHJlZi10eXBlPjE3PC9yZWYtdHlwZT48Y29udHJpYnV0b3JzPjxhdXRob3JzPjxhdXRob3I%2BSmlhbmcsIFcuPC9hdXRob3I%2BPGF1dGhvcj5aaGFuZywgQi48L2F1dGhvcj48YXV0aG9yPlh1LCBKLjwvYXV0aG9yPjxhdXRob3I%2BWHVlLCBMLjwvYXV0aG9yPjxhdXRob3I%2BV2FuZywgTC48L2F1dGhvcj48L2F1dGhvcnM%2BPC9jb250cmlidXRvcnM%%2BPC90aXRsZXM%2BPGRhdGVzPjx5ZWFyPjIwMjQ8L3llYXI%2BPHB1Yi1kYXRlcz48ZGF0ZT5EZWMgMjY8L2RhdGU%2BPC9wdWItZGF0ZXM%2BPC9kYXRlcz48ZWRpdGlvbj4yMDI0MTIyNjwvZWRpdGlvbj48a2V5d29yZHM%2BPGtleXdvcmQ%2BQ29tcHJlaGVuc2l2ZSByZXZpZXc8L2tleXdvcmQ%2BPGtleXdvcmQ%2BRXNvcGhhZ2VhbCBjYW5jZXI8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUGF0aG9sb2dpY2FsIGNoYXJhY3RlcmlzdGljczwva2V5d29yZD48a2V5d29yZD5QcmV2ZW50aW9uIGFuZCBTY3JlZW5pbmc8L2tleXdvcmQ%2BPGtleXdvcmQ%2BVHJlYXRtZW50IGFkdmFuY2VtZW50czwva2V5d29yZD48L2tleXdvcmRzPjxpc2JuPjI1MjMtMzU0ODwvaXNibj48YWNjZXNzaW9uLW51bT4zOTcyMzYzNTwvYWNjZXNzaW9uLW51bT48YWJzdHJhY3Q%%2BPHVybD5odHRwczovL3d3dy5uY2JpLm5sbS5uaWguZ292L3B1Ym1lZC8zOTcyMzYzNTwvdXJsPjwvcmVsYXRlZC11cmxzPjwvdXJscz48ZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BMTAuMTAwMi9jYWMyLjEyNjQ1PC9lbGVjdHJvbmljLXJlc291cmNlLW51bT48bGFuZ3VhZ2U%2BZW5nPC9sYW5ndWFnZT48cmVjLWd1aWQ%2BOWY5MTM5OGUtMGE5OC00OGIzLTg1ZDAtN2E5NGQ5MzRkNjczPC9yZWMtZ3VpZD48cmVjLXVzbj4xMDI8L3JlYy11c24%2BPC9yZWNvcmQ%%2BMTc8L3JlZi10eXBlPjxjb250cmlidXRvcnM%2BPGF1dGhvcnM%2BPGF1dGhvcj5Db2xlbWFuLCBILiBHLjwvYXV0aG9yPjxhdXRob3I%2BWGllLCBTLiBILjwvYXV0aG9yPjxhdXRob3I%%2BPHRpdGxlPlRoZSBFcGlkZW1pb2xvZ3kgb2YgRXNvcGhhZ2VhbCBBZGVub2NhcmNpbm9tYTwvdGl0bGU%2BPHNlY29uZGFyeS10aXRsZT5HYXN0cm9lbnRlcm9sb2d5PC9zZWNvbmRhcnktdGl0bGU%2BPC90aXRsZXM%2BPGRhdGVzPjx5ZWFyPjIwMTg8L3llYXI%2BPHB1Yi1kYXRlcz48ZGF0ZT5KYW48L2RhdGU%2BPC9wdWItZGF0ZXM%2BPC9kYXRlcz48cGFnZXM%2BMzkwLTQwNTwvcGFnZXM%2BPHZvbHVtZT4xNTQ8L3ZvbHVtZT48ZWRpdGlvbj4yMDE3MDgwMzwvZWRpdGlvbj48a2V5d29yZHM%2BPGtleXdvcmQ%2BQWRlbm9jYXJjaW5vbWE8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQWxjb2hvbCBEcmlua2luZzwva2V5d29yZD48a2V5d29yZD5BbnRpLUluZmxhbW1hdG9yeSBBZ2VudHMsIE5vbi1TdGVyb2lkYWw8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQmFycmV0dCBFc29waGFndXM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQ2FyY2lub2dlbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQ2hlbW9yYWRpb3RoZXJhcHksIEFkanV2YW50PC9rZXl3b3JkPjxrZXl3b3JkPkRpZXQ8L2tleXdvcmQ%2BPGtleXdvcmQ%2BRXNvcGhhZ2VhbCBOZW9wbGFzbXM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BRXNvcGhhZ2VjdG9teTwva2V5d29yZD48a2V5d29yZD5HYXN0cm9lc29waGFnZWFsIFJlZmx1eDwva2V5d29yZD48a2V5d29yZD5HYXN0cm9pbnRlc3RpbmFsIE1pY3JvYmlvbWU8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSHVtYW5zPC9rZXl3b3JkPjxrZXl3b3JkPkh5ZHJveHltZXRoeWxnbHV0YXJ5bC1Db0EgUmVkdWN0YXNlIEluaGliaXRvcnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSW5jaWRlbmNlPC9rZXl3b3JkPjxrZXl3b3JkPk1hbGU8L2tleXdvcmQ%2BPGtleXdvcmQ%2BTmVvYWRqdXZhbnQgVGhlcmFweTwva2V5d29yZD48a2V5d29yZD5PYmVzaXR5PC9rZXl3b3JkPjxrZXl3b3JkPlByb2dub3Npczwva2V5d29yZD48a2V5d29yZD5Qcm90b24gUHVtcCBJbmhpYml0b3JzPC9rZXl3b3JkPjxrZXl3b3JkPlJpc2sgRmFjdG9yczwva2V5d29yZD48a2V5d29yZD5TZWRlbnRhcnkgQmVoYXZpb3I8L2tleXdvcmQ%2BPGtleXdvcmQ%2BU2V4IEZhY3RvcnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BVG9iYWNjbyBTbW9raW5nPC9rZXl3b3JkPjxrZXl3b3JkPkVwaWRlbWlvbG9neTwva2V5d29yZD48a2V5d29yZD5Fc29waGFnZWFsIENhbmNlcjwva2V5d29yZD48a2V5d29yZD5HZW5ldGljIFJpc2s8L2tleXdvcmQ%2BPGtleXdvcmQ%2BTGlmZXN0eWxlPC9rZXl3b3JkPjwva2V5d29yZHM%2BPGlzYm4%%2BPG5vdGVzPkNvbGVtYW4sIEhlbGVuIEdcblhpZSwgU2hhby1IdWFcbkxhZ2VyZ3JlbiwgSmVzcGVyXG4yMDE3LzgvNzwvbm90ZXM%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzI4NzgwMDczPC91cmw%2BPC9yZWxhdGVkLXVybHM%2BPC91cmxzPjxlbGVjdHJvbmljLXJlc291cmNlLW51bT4xMC4xMDUzL2ouZ2FzdHJvLjIwMTcuMDcuMDQ2PC9lbGVjdHJvbmljLXJlc291cmNlLW51bT48bGFuZ3VhZ2U%2BZW5nPC9sYW5ndWFnZT48bnVtYmVyPjI8L251bWJlcj48cmVjLWd1aWQ%%3D
https://web.endnote.%2BMTc8L3JlZi10eXBlPjxjb250cmlidXRvcnM%2BPGF1dGhvcnM%2BPGF1dGhvcj5MaXUsIFouPC9hdXRob3I%%2BPGRhdGU%2BRGVjPC9kYXRlPjwvcHViLWRhdGVzPjwvZGF0ZXM%2BPHBhZ2VzPjI5OS0zMTA8L3BhZ2VzPjx2b2x1bWU%2BNDwvdm9sdW1lPjxlZGl0aW9uPjIwMjQwNzIwPC9lZGl0aW9uPjxrZXl3b3Jkcz48a2V5d29yZD5Db3N0LWVmZmVjdGl2ZW5lc3M8L2tleXdvcmQ%2BPGtleXdvcmQ%2BR2FzdHJpYyBjYW5jZXI8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSGVsaWNvYmFjdGVyIHB5bG9yaTwva2V5d29yZD48a2V5d29yZD5JbnRlcnZlbnRpb24gdHJpYWw8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUHJlY2lzaW9uIHByZXZlbnRpb248L2tleXdvcmQ%2BPC9rZXl3b3Jkcz48aXNibj4yNjY3LTAwNTQ8L2lzYm4%2BPGFjY2Vzc2lvbi1udW0%2BMzk3MzU0NDE8L2FjY2Vzc2lvbi1udW0%2BPGFic3RyYWN0Pkdhc3RyaWMgY2FuY2VyIHJlbWFpbnMgYSBzaWduaWZpY2FudCBnbG9iYWwgaGVhbHRoIGNoYWxsZW5nZSwgY2F1c2luZyBhIHN1YnN0YW50aWFsIG51bWJlciBvZiBjYW5jZXItcmVsYXRlZCBkZWF0aHMsIHBhcnRpY3VsYXJseSBpbiBDaGluYS4gV2hpbGUgdGhlIGV4YWN0IGNhdXNlcyBvZiBnYXN0cmljIGNhbmNlciBhcmUgc3RpbGwgYmVpbmcgaW52ZXN0aWdhdGVkLDwvYWJzdHJhY3Q%2BPG5vdGVzPkxpdSwgWm9uZ2NoYW9cblh1LCBIZW5nbWluXG5Zb3UsIFdlaWNoZW5nXG5QYW4sIEthaWZlbmdcbkxpLCBXZW5xaW5nXG4yMDI0LzEyLzMwPC9ub3Rlcz48dXJscz48cmVsYXRlZC11cmxzPjx1cmw%2BaHR0cHM6Ly93d3cubmNiaS5ubG0ubmloLmdvdi9wdWJtZWQvMzk3MzU0NDE8L3VybD48L3JlbGF0ZWQtdXJscz48L3VybHM%2BPGN1c3RvbTE%2BVGhlIGF1dGhvcnMgZGVjbGFyZSB0aGF0IHRoZXkgaGF2ZSBubyBrbm93biBjb21wZXRpbmcgZmluYW5jaWFsIGludGVyZXN0cyBvciBwZXJzb25hbCByZWxhdGlvbnNoaXBzIHRoYXQgY291bGQgaGF2ZSBhcHBlYXJlZCB0byBpbmZsdWVuY2UgdGhlIHdvcmsgcmVwb3J0ZWQgaW4gdGhpcyBwYXBlci48L2N1c3RvbTE%2BPGN1c3RvbTI%2BUE1DMTE2NzQ0MzU8L2N1c3RvbTI%2BPGVsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjEwLjEwMTYvai5qbmNjLjIwMjQuMDYuMDA2PC9lbGVjdHJvbmljLXJlc291cmNlLW51bT48bGFuZ3VhZ2U%2BZW5nPC9sYW5ndWFnZT48bnVtYmVyPjQ8L251bWJlcj48cmVjLWd1aWQ%2BZTU4NGViZDAtM2FlMS00MzVmLWI1YjEtZWE5NjZkMjU2NjY3PC9yZWMtZ3VpZD48cmVjLXVzbj4xMTM8L3JlYy11c24%2BPC9yZWNvcmQ%
https://web.endnote.%2BPGNvbnRyaWJ1dG9ycz48YXV0aG9ycz48YXV0aG9yPkh1YW5nLCBSLiBKLjwvYXV0aG9yPjxhdXRob3I%2BTGFzemtvd3NrYSwgTS48L2F1dGhvcj48YXV0aG9yPkluLCBILjwvYXV0aG9yPjxhdXRob3I%2BSHdhbmcsIEouIEguPC9hdXRob3I%%2BPHRpdGxlcz48dGl0bGU%2BQ29udHJvbGxpbmcgR2FzdHJpYyBDYW5jZXIgaW4gYSBXb3JsZCBvZiBIZXRlcm9nZW5lb3VzIFJpc2s8L3RpdGxlPjxzZWNvbmRhcnktdGl0bGU%2BR2FzdHJvZW50ZXJvbG9neTwvc2Vjb25kYXJ5LXRpdGxlPjwvdGl0bGVzPjxkYXRlcz48eWVhcj4yMDIzPC95ZWFyPjxwdWItZGF0ZXM%2BPGRhdGU%2BQXByPC9kYXRlPjwvcHViLWRhdGVzPjwvZGF0ZXM%2BPHBhZ2VzPjczNi03NTE8L3BhZ2VzPjx2b2x1bWU%2BMTY0PC92b2x1bWU%2BPGVkaXRpb24%2BMjAyMzAxMjQ8L2VkaXRpb24%2BPGtleXdvcmRzPjxrZXl3b3JkPkh1bWFuczwva2V5d29yZD48a2V5d29yZD5TdG9tYWNoIE5lb3BsYXNtczwva2V5d29yZD48a2V5d29yZD5IZWxpY29iYWN0ZXIgSW5mZWN0aW9uczwva2V5d29yZD48a2V5d29yZD5QcmVjYW5jZXJvdXMgQ29uZGl0aW9uczwva2V5d29yZD48a2V5d29yZD5FbmRvc2NvcHk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSW5jaWRlbmNlPC9rZXl3b3JkPjxrZXl3b3JkPkhlbGljb2JhY3RlciBweWxvcmk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BTWV0YXBsYXNpYTwva2V5d29yZD48a2V5d29yZD5HYXN0cmljIE11Y29zYTwva2V5d29yZD48a2V5d29yZD5SaXNrIEZhY3RvcnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQXRyb3BoaWMgR2FzdHJpdGlzPC9rZXl3b3JkPjxrZXl3b3JkPkdhc3RyaWMgQ2FuY2VyPC9rZXl3b3JkPjxrZXl3b3JkPkhlbGljb2JhY3RlciBweWxvcmk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSW50ZXN0aW5hbCBNZXRhcGxhc2lhPC9rZXl3b3JkPjwva2V5d29yZHM%2BPGlzYm4%%2BPG5vdGVzPkh1YW5nLCBSb2JlcnQgSlxuTGFzemtvd3NrYSwgTW9uaWthXG5JbiwgSGFlamluXG5Id2FuZywgSm9vIEhhXG5FcHBsZWluLCBNZWlyYVxuMjAyMy8xLzI4PC9ub3Rlcz48dXJscz48cmVsYXRlZC11cmxzPjx1cmw%2BaHR0cHM6Ly93d3cubmNiaS5ubG0ubmloLmdvdi9wdWJtZWQvMzY3MDY4NDI8L3VybD48L3JlbGF0ZWQtdXJscz48L3VybHM%2BPGN1c3RvbTE%2BVGhlIGF1dGhvcnMgZGVjbGFyZSBubyBwb3RlbnRpYWwgY29uZmxpY3RzIG9mIGludGVyZXN0LjwvY3VzdG9tMT48Y3VzdG9tMj5QTUMxMDI3MDY2NDwvY3VzdG9tMj48ZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BMTAuMTA1My9qLmdhc3Ryby4yMDIzLjAxLjAxODwvZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BPGxhbmd1YWdlPmVuZzwvbGFuZ3VhZ2U%2BPG51bWJlcj41PC9udW1iZXI%2BPHJlYy1ndWlkPmY5N2RjMWM4LTM2NDYtNGQyZi1iYmQxLWQ1YzE1MDk3OWU4NTwvcmVjLWd1aWQ%2BPHJlYy11c24%2BNDU8L3JlYy11c24%2BPC9yZWNvcmQ%%2BPHJlZi10eXBlPjE3PC9yZWYtdHlwZT48Y29udHJpYnV0b3JzPjxhdXRob3JzPjxhdXRob3I%2BTGlvdSwgSi4gTS48L2F1dGhvcj48YXV0aG9yPk1hbGZlcnRoZWluZXIsIFAuPC9hdXRob3I%2BPGF1dGhvcj5TbWl0aCwgUy4gSS48L2F1dGhvcj48YXV0aG9yPkVsLU9tYXIsIEUuIE0uPC9hdXRob3I%2BPGF1dGhvcj5XdSwgTS4gUy48L2F1dGhvcj48L2F1dGhvcnM%2BPC9jb250cmlidXRvcnM%%2BTGFuY2V0PC9zZWNvbmRhcnktdGl0bGU%2BPC90aXRsZXM%2BPGRhdGVzPjx5ZWFyPjIwMjQ8L3llYXI%2BPHB1Yi1kYXRlcz48ZGF0ZT5KdW4gMTU8L2RhdGU%2BPC9wdWItZGF0ZXM%2BPC9kYXRlcz48cGFnZXM%2BMjU3MC0yNTcyPC9wYWdlcz48dm9sdW1lPjQwMzwvdm9sdW1lPjxrZXl3b3Jkcz48a2V5d29yZD5IdW1hbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSGVsaWNvYmFjdGVyIHB5bG9yaTwva2V5d29yZD48a2V5d29yZD5TdG9tYWNoIE5lb3BsYXNtczwva2V5d29yZD48a2V5d29yZD5IZWxpY29iYWN0ZXIgSW5mZWN0aW9uczwva2V5d29yZD48a2V5d29yZD5BbnRpLUJhY3RlcmlhbCBBZ2VudHM8L2tleXdvcmQ%2BPC9rZXl3b3Jkcz48aXNibj4xNDc0LTU0N1g8L2lzYm4%2BPGFjY2Vzc2lvbi1udW0%2BMzg4NzkyNDI8L2FjY2Vzc2lvbi1udW0%2BPG5vdGVzPkxpb3UsIEp5aC1NaW5nXG5NYWxmZXJ0aGVpbmVyLCBQZXRlclxuU21pdGgsIFN0ZWxsYSBJZmVhbnlpXG5FbC1PbWFyLCBFbWFkIE1cbld1LCBNaW5nLVNoaWFuZ1xuMjAyNC82LzE2PC9ub3Rlcz48dXJscz48cmVsYXRlZC11cmxzPjx1cmw%2BaHR0cHM6Ly93d3cubmNiaS5ubG0ubmloLmdvdi9wdWJtZWQvMzg4NzkyNDI8L3VybD48L3JlbGF0ZWQtdXJscz48L3VybHM%2BPGN1c3RvbTE%%2BPGVsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjEwLjEwMTYvUzAxNDAtNjczNigyNCkwMTE3MS0xPC9lbGVjdHJvbmljLXJlc291cmNlLW51bT48bGFuZ3VhZ2U%2BZW5nPC9sYW5ndWFnZT48bnVtYmVyPjEwNDQ0PC9udW1iZXI%2BPHJlYy1ndWlkPjFiM2E0OTliLTQ4NDktNGM2OS1hOTUwLTI3YTNlYTYwMjI2NzwvcmVjLWd1aWQ%2BPHJlYy11c24%%3D%3D
https://web.endnote.%2BPHJlZi10eXBlPjE3PC9yZWYtdHlwZT48Y29udHJpYnV0b3JzPjxhdXRob3JzPjxhdXRob3I%2BTGl1LCBaLjwvYXV0aG9yPjxhdXRob3I%2BWHUsIEguPC9hdXRob3I%2BPGF1dGhvcj5Zb3UsIFcuPC9hdXRob3I%2BPGF1dGhvcj5QYW4sIEsuPC9hdXRob3I%2BPGF1dGhvcj5MaSwgVy48L2F1dGhvcj48L2F1dGhvcnM%2BPC9jb250cmlidXRvcnM%%2BPHRpdGxlcz48dGl0bGU%2BZXJhZGljYXRpb24gZm9yIHByaW1hcnkgcHJldmVudGlvbiBvZiBnYXN0cmljIGNhbmNlcjogcHJvZ3Jlc3NlcyBhbmQgY2hhbGxlbmdlczwvdGl0bGU%2BPHNlY29uZGFyeS10aXRsZT5KIE5hdGwgQ2FuY2VyIENlbnQ8L3NlY29uZGFyeS10aXRsZT48L3RpdGxlcz48ZGF0ZXM%2BPHllYXI%2BMjAyNDwveWVhcj48cHViLWRhdGVzPjxkYXRlPkRlYzwvZGF0ZT48L3B1Yi1kYXRlcz48L2RhdGVzPjxwYWdlcz4yOTktMzEwPC9wYWdlcz48dm9sdW1lPjQ8L3ZvbHVtZT48ZWRpdGlvbj4yMDI0MDcyMDwvZWRpdGlvbj48a2V5d29yZHM%2BPGtleXdvcmQ%2BQ29zdC1lZmZlY3RpdmVuZXNzPC9rZXl3b3JkPjxrZXl3b3JkPkdhc3RyaWMgY2FuY2VyPC9rZXl3b3JkPjxrZXl3b3JkPkhlbGljb2JhY3RlciBweWxvcmk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSW50ZXJ2ZW50aW9uIHRyaWFsPC9rZXl3b3JkPjxrZXl3b3JkPlByZWNpc2lvbiBwcmV2ZW50aW9uPC9rZXl3b3JkPjwva2V5d29yZHM%2BPGlzYm4%%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzM5NzM1NDQxPC91cmw%2BPC9yZWxhdGVkLXVybHM%2BPC91cmxzPjxjdXN0b20xPlRoZSBhdXRob3JzIGRlY2xhcmUgdGhhdCB0aGV5IGhhdmUgbm8ga25vd24gY29tcGV0aW5nIGZpbmFuY2lhbCBpbnRlcmVzdHMgb3IgcGVyc29uYWwgcmVsYXRpb25zaGlwcyB0aGF0IGNvdWxkIGhhdmUgYXBwZWFyZWQgdG8gaW5mbHVlbmNlIHRoZSB3b3JrIHJlcG9ydGVkIGluIHRoaXMgcGFwZXIuPC9jdXN0b20xPjxjdXN0b20yPlBNQzExNjc0NDM1PC9jdXN0b20yPjxlbGVjdHJvbmljLXJlc291cmNlLW51bT4xMC4xMDE2L2ouam5jYy4yMDI0LjA2LjAwNjwvZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BPGxhbmd1YWdlPmVuZzwvbGFuZ3VhZ2U%2BPG51bWJlcj40PC9udW1iZXI%2BPHJlYy1ndWlkPmU1ODRlYmQwLTNhZTEtNDM1Zi1iNWIxLWVhOTY2ZDI1NjY2NzwvcmVjLWd1aWQ%2BPHJlYy11c24%
https://web.endnote.com/citations/eyJkaXNwbGF5VGV4dCI6IlsyMl0iLCJjaXRhdGlvbnMiOlt7Imd1aWQiOiJlOTMwZjBkOS02MjI2LTQ3ZTAtYmE1Zi1jMmUwOGJiYjUwYWIiLCJiaWJsaW9Db250ZW50IjpbeyJ1cmwiOlsiaHR0cHM6Ly93d3cubmNiaS5ubG0ubmloLmdvdi9wdWJtZWQvMzQ2MjQ1NjMiXSwidm9sdW1lIjoiMjAiLCJlZGl0aW9uIjoiMjAyMTEwMDYiLCJ0aXRsZSI6IkFuIEFwcHJvYWNoIHRvIHRoZSBQcmltYXJ5IGFuZCBTZWNvbmRhcnkgUHJldmVudGlvbiBvZiBHYXN0cmljIENhbmNlciBpbiB0aGUgVW5pdGVkIFN0YXRlcyIsInJlZmVyZW5jZVR5cGUiOiIxNyIsInJzeG1sIjoiPHJlY29yZD48cmVmLXR5cGU%2BMTc8L3JlZi10eXBlPjxjb250cmlidXRvcnM%2BPGF1dGhvcnM%2BPGF1dGhvcj5IdWFuZywgUi4gSi48L2F1dGhvcj48YXV0aG9yPkVwcGxlaW4sIE0uPC9hdXRob3I%2BPGF1dGhvcj5IYW1hc2hpbWEsIEMuPC9hdXRob3I%2BPGF1dGhvcj5DaG9pLCBJLiBKLjwvYXV0aG9yPjxhdXRob3I%2BTGVlLCBFLjwvYXV0aG9yPjxhdXRob3I%2BRGVhcGVuLCBELjwvYXV0aG9yPjxhdXRob3I%2BV29vLCBZLjwvYXV0aG9yPjxhdXRob3I%2BVHJhbiwgVC48L2F1dGhvcj48YXV0aG9yPlNoYWgsIFMuIEMuPC9hdXRob3I%2BPGF1dGhvcj5JbmFkb21pLCBKLiBNLjwvYXV0aG9yPjxhdXRob3I%2BR3JlZW53YWxkLCBELiBBLjwvYXV0aG9yPjxhdXRob3I%2BSHdhbmcsIEouIEguPC9hdXRob3I%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjxhdXRoLWFkZHJlc3M%%2BQ2xpbiBHYXN0cm9lbnRlcm9sIEhlcGF0b2w8L3NlY29uZGFyeS10aXRsZT48L3RpdGxlcz48ZGF0ZXM%2BPHllYXI%2BMjAyMjwveWVhcj48cHViLWRhdGVzPjxkYXRlPk9jdDwvZGF0ZT48L3B1Yi1kYXRlcz48L2RhdGVzPjxwYWdlcz4yMjE4LTIyMjguZTI8L3BhZ2VzPjx2b2x1bWU%2BMjA8L3ZvbHVtZT48ZWRpdGlvbj4yMDIxMTAwNjwvZWRpdGlvbj48a2V5d29yZHM%2BPGtleXdvcmQ%2BRXRobmljaXR5PC9rZXl3b3JkPjxrZXl3b3JkPkhlYWx0aGNhcmUgRGlzcGFyaXRpZXM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSGVsaWNvYmFjdGVyIEluZmVjdGlvbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSGVsaWNvYmFjdGVyIHB5bG9yaTwva2V5d29yZD48a2V5d29yZD5IaXNwYW5pYyBvciBMYXRpbm88L2tleXdvcmQ%2BPGtleXdvcmQ%2BSHVtYW5zPC9rZXl3b3JkPjxrZXl3b3JkPlNlY29uZGFyeSBQcmV2ZW50aW9uPC9rZXl3b3JkPjxrZXl3b3JkPlN0b21hY2ggTmVvcGxhc21zPC9rZXl3b3JkPjxrZXl3b3JkPlVuaXRlZCBTdGF0ZXM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BRGlzcGFyaXR5PC9rZXl3b3JkPjxrZXl3b3JkPkdhc3RyaWMgSW50ZXN0aW5hbCBNZXRhcGxhc2lhPC9rZXl3b3JkPjxrZXl3b3JkPkhlbGljb2JhY3RlciBweWxvcmk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BU2NyZWVuaW5nPC9rZXl3b3JkPjwva2V5d29yZHM%2BPGlzYm4%%2BPG5vdGVzPkh1YW5nLCBSb2JlcnQgSlxuRXBwbGVpbiwgTWVpcmFcbkhhbWFzaGltYSwgQ2hpc2F0b1xuQ2hvaSwgSWwgSnVcbkxlZSwgRXVuanVuZ1xuRGVhcGVuLCBEZW5uaXNcbldvbywgWWFuZ2hlZVxuVHJhbiwgVGh1eVxuU2hhaCwgU2hhaWxqYSBDXG5JbmFkb21pLCBKb2huIE1cbkdyZWVud2FsZCwgRGF2aWQgQVxuSHdhbmcsIEpvbyBIYVxuMjAyMS8xMC85PC9ub3Rlcz48dXJscz48cmVsYXRlZC11cmxzPjx1cmw%2BaHR0cHM6Ly93d3cubmNiaS5ubG0ubmloLmdvdi9wdWJtZWQvMzQ2MjQ1NjM8L3VybD48L3JlbGF0ZWQtdXJscz48L3VybHM%2BPGN1c3RvbTE%2BVGhlIGF1dGhvcnMgZGVjbGFyZSBubyBwb3RlbnRpYWwgY29uZmxpY3RzIG9mIGludGVyZXN0LjwvY3VzdG9tMT48Y3VzdG9tMj5QTUM4OTgzNzk1PC9jdXN0b20yPjxlbGVjdHJvbmljLXJlc291cmNlLW51bT4xMC4xMDE2L2ouY2doLjIwMjEuMDkuMDM5PC9lbGVjdHJvbmljLXJlc291cmNlLW51bT48bGFuZ3VhZ2U%2BZW5nPC9sYW5ndWFnZT48bnVtYmVyPjEwPC9udW1iZXI%2BPHJlYy1ndWlkPmU5MzBmMGQ5LTYyMjYtNDdlMC1iYTVmLWMyZTA4YmJiNTBhYjwvcmVjLWd1aWQ%2BPHJlYy11c24%%3D%3D
https://web.endnote.%2BMTc8L3JlZi10eXBlPjxjb250cmlidXRvcnM%2BPGF1dGhvcnM%2BPGF1dGhvcj5MaXUsIFouPC9hdXRob3I%%2BPGRhdGU%2BRGVjPC9kYXRlPjwvcHViLWRhdGVzPjwvZGF0ZXM%2BPHBhZ2VzPjI5OS0zMTA8L3BhZ2VzPjx2b2x1bWU%2BNDwvdm9sdW1lPjxlZGl0aW9uPjIwMjQwNzIwPC9lZGl0aW9uPjxrZXl3b3Jkcz48a2V5d29yZD5Db3N0LWVmZmVjdGl2ZW5lc3M8L2tleXdvcmQ%2BPGtleXdvcmQ%2BR2FzdHJpYyBjYW5jZXI8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSGVsaWNvYmFjdGVyIHB5bG9yaTwva2V5d29yZD48a2V5d29yZD5JbnRlcnZlbnRpb24gdHJpYWw8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUHJlY2lzaW9uIHByZXZlbnRpb248L2tleXdvcmQ%2BPC9rZXl3b3Jkcz48aXNibj4yNjY3LTAwNTQ8L2lzYm4%2BPGFjY2Vzc2lvbi1udW0%2BMzk3MzU0NDE8L2FjY2Vzc2lvbi1udW0%2BPGFic3RyYWN0Pkdhc3RyaWMgY2FuY2VyIHJlbWFpbnMgYSBzaWduaWZpY2FudCBnbG9iYWwgaGVhbHRoIGNoYWxsZW5nZSwgY2F1c2luZyBhIHN1YnN0YW50aWFsIG51bWJlciBvZiBjYW5jZXItcmVsYXRlZCBkZWF0aHMsIHBhcnRpY3VsYXJseSBpbiBDaGluYS4gV2hpbGUgdGhlIGV4YWN0IGNhdXNlcyBvZiBnYXN0cmljIGNhbmNlciBhcmUgc3RpbGwgYmVpbmcgaW52ZXN0aWdhdGVkLDwvYWJzdHJhY3Q%2BPG5vdGVzPkxpdSwgWm9uZ2NoYW9cblh1LCBIZW5nbWluXG5Zb3UsIFdlaWNoZW5nXG5QYW4sIEthaWZlbmdcbkxpLCBXZW5xaW5nXG4yMDI0LzEyLzMwPC9ub3Rlcz48dXJscz48cmVsYXRlZC11cmxzPjx1cmw%2BaHR0cHM6Ly93d3cubmNiaS5ubG0ubmloLmdvdi9wdWJtZWQvMzk3MzU0NDE8L3VybD48L3JlbGF0ZWQtdXJscz48L3VybHM%2BPGN1c3RvbTE%2BVGhlIGF1dGhvcnMgZGVjbGFyZSB0aGF0IHRoZXkgaGF2ZSBubyBrbm93biBjb21wZXRpbmcgZmluYW5jaWFsIGludGVyZXN0cyBvciBwZXJzb25hbCByZWxhdGlvbnNoaXBzIHRoYXQgY291bGQgaGF2ZSBhcHBlYXJlZCB0byBpbmZsdWVuY2UgdGhlIHdvcmsgcmVwb3J0ZWQgaW4gdGhpcyBwYXBlci48L2N1c3RvbTE%2BPGN1c3RvbTI%2BUE1DMTE2NzQ0MzU8L2N1c3RvbTI%2BPGVsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjEwLjEwMTYvai5qbmNjLjIwMjQuMDYuMDA2PC9lbGVjdHJvbmljLXJlc291cmNlLW51bT48bGFuZ3VhZ2U%2BZW5nPC9sYW5ndWFnZT48bnVtYmVyPjQ8L251bWJlcj48cmVjLWd1aWQ%2BZTU4NGViZDAtM2FlMS00MzVmLWI1YjEtZWE5NjZkMjU2NjY3PC9yZWMtZ3VpZD48cmVjLXVzbj4xMTM8L3JlYy11c24%2BPC9yZWNvcmQ%
https://web.endnote.%2BPGNvbnRyaWJ1dG9ycz48YXV0aG9ycz48YXV0aG9yPkZhcmlhLCBMLjwvYXV0aG9yPjxhdXRob3I%2BU2lsdmEsIEouIEMuPC9hdXRob3I%2BPGF1dGhvcj5Sb2Ryw61ndWV6LUNhcnJhc2NvLCBNLjwvYXV0aG9yPjxhdXRob3I%2BUGltZW50ZWwtTnVuZXMsIFAuPC9hdXRob3I%2BPGF1dGhvcj5EaW5pcy1SaWJlaXJvLCBNLjwvYXV0aG9yPjxhdXRob3I%2BTGliw6JuaW8sIEQuPC9hdXRob3I%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjxhdXRoLWFkZHJlc3M%2BRmFjdWx0eSBvZiBNZWRpY2luZSwgVW5pdmVyc2l0eSBvZiBQb3J0bywgUG9ydG8sIFBvcnR1Z2FsLiBHYXN0cm9lbnRlcm9sb2d5IERlcGFydG1lbnQsIENlbnRybyBIb3NwaXRhbGFyIFZpbGEgTm92YSBkZSBHYWlhIGUgRXNwaW5obyAoQ0hWTkcvRSksIFBvcnRvLCBQb3J0dWdhbC4gR2FzdHJvZW50ZXJvbG9neSBEZXBhcnRtZW50LCBJbnN0aXR1dG8gUG9ydHVndcOqcyBkZSBPbmNvbG9naWEgZG8gUG9ydG8sIFBvcnRvLCBQb3J0dWdhbC4gTUVEQ0lEUywgRmFjdWx0eSBvZiBNZWRpY2luZSwgVW5pdmVyc2l0eSBvZiBQb3J0bywgUG9ydG8sIFBvcnR1Z2FsLjwvYXV0aC1hZGRyZXNzPjx0aXRsZXM%2BPHRpdGxlPkdhc3RyaWMgY2FuY2VyIHNjcmVlbmluZzogYSBzeXN0ZW1hdGljIHJldmlldyBhbmQgbWV0YS1hbmFseXNpczwvdGl0bGU%2BPHNlY29uZGFyeS10aXRsZT5TY2FuZCBKIEdhc3Ryb2VudGVyb2w8L3NlY29uZGFyeS10aXRsZT48L3RpdGxlcz48ZGF0ZXM%2BPHllYXI%2BMjAyMjwveWVhcj48cHViLWRhdGVzPjxkYXRlPk9jdDwvZGF0ZT48L3B1Yi1kYXRlcz48L2RhdGVzPjxwYWdlcz4xMTc4LTExODg8L3BhZ2VzPjx2b2x1bWU%2BNTc8L3ZvbHVtZT48ZWRpdGlvbj4yMDIyMDUwOTwvZWRpdGlvbj48a2V5d29yZHM%2BPGtleXdvcmQ%2BRWFybHkgRGV0ZWN0aW9uIG9mIENhbmNlcjwva2V5d29yZD48a2V5d29yZD5FbmRvc2NvcHksIERpZ2VzdGl2ZSBTeXN0ZW08L2tleXdvcmQ%2BPGtleXdvcmQ%2BSHVtYW5zPC9rZXl3b3JkPjxrZXl3b3JkPk1hc3MgU2NyZWVuaW5nPC9rZXl3b3JkPjxrZXl3b3JkPlBlcHNpbm9nZW4gQTwva2V5d29yZD48a2V5d29yZD5TdG9tYWNoIE5lb3BsYXNtczwva2V5d29yZD48a2V5d29yZD5HYXN0cmljIGNhbmNlcjwva2V5d29yZD48a2V5d29yZD5jYW5jZXIgc2NyZWVuaW5nPC9rZXl3b3JkPjxrZXl3b3JkPmVhcmx5IGRldGVjdGlvbiBvZiBjYW5jZXI8L2tleXdvcmQ%2BPGtleXdvcmQ%2BZ2FzdHJvaW50ZXN0aW5hbCBlbmRvc2NvcHk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BcHJldmVudGl2ZSBtZWRpY2luZTwva2V5d29yZD48L2tleXdvcmRzPjxpc2JuPjE1MDItNzcwODwvaXNibj48YWNjZXNzaW9uLW51bT4zNTUzMTk0NDwvYWNjZXNzaW9uLW51bT48YWJzdHJhY3Q%%2FDo28gQ2FybG9zXG5Sb2Ryw61ndWV6LUNhcnJhc2NvLCBNYXJ0YVxuUGltZW50ZWwtTnVuZXMsIFBlZHJvXG5EaW5pcy1SaWJlaXJvLCBNw6FyaW9cbkxpYsOibmlvLCBEaW9nb1xuMjAyMi81LzEwPC9ub3Rlcz48dXJscz48cmVsYXRlZC11cmxzPjx1cmw%2BaHR0cHM6Ly93d3cubmNiaS5ubG0ubmloLmdvdi9wdWJtZWQvMzU1MzE5NDQ8L3VybD48L3JlbGF0ZWQtdXJscz48L3VybHM%2BPGVsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjEwLjEwODAvMDAzNjU1MjEuMjAyMi4yMDY4OTY2PC9lbGVjdHJvbmljLXJlc291cmNlLW51bT48bGFuZ3VhZ2U%2BZW5nPC9sYW5ndWFnZT48bnVtYmVyPjEwPC9udW1iZXI%2BPHJlYy1ndWlkPjY5NzBkZWIyLTU2NDEtNGYxMi1iM2FmLWEyNTdkYTliNmMwNTwvcmVjLWd1aWQ%2BPHJlYy11c24%2BNDk8L3JlYy11c24%2BPC9yZWNvcmQ%%2BPHJlZi10eXBlPjE3PC9yZWYtdHlwZT48Y29udHJpYnV0b3JzPjxhdXRob3JzPjxhdXRob3I%2BRGluaXMtUmliZWlybywgTS48L2F1dGhvcj48YXV0aG9yPlNoYWgsIFMuPC9hdXRob3I%2BPGF1dGhvcj5FbC1TZXJhZywgSC48L2F1dGhvcj48YXV0aG9yPkJhbmtzLCBNLjwvYXV0aG9yPjxhdXRob3I%2BVWVkbywgTi48L2F1dGhvcj48YXV0aG9yPlRhamlyaSwgSC48L2F1dGhvcj48YXV0aG9yPkNvZWxobywgTC4gRy48L2F1dGhvcj48YXV0aG9yPkxpYmFuaW8sIEQuPC9hdXRob3I%2BPGF1dGhvcj5MYWhuZXIsIEUuPC9hdXRob3I%2BPGF1dGhvcj5Sb2xsYW4sIEEuPC9hdXRob3I%2BPGF1dGhvcj5GYW5nLCBKLiBZLjwvYXV0aG9yPjxhdXRob3I%2BTW9yZWlyYSwgTC48L2F1dGhvcj48YXV0aG9yPkJvcm5zY2hlaW4sIEouPC9hdXRob3I%2BPGF1dGhvcj5NYWxmZXJ0aGVpbmVyLCBQLjwvYXV0aG9yPjxhdXRob3I%2BS3VpcGVycywgRS4gSi48L2F1dGhvcj48YXV0aG9yPkVsLU9tYXIsIEUuIE0uPC9hdXRob3I%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjxhdXRoLWFkZHJlc3M%%2BPGRhdGU%2BU2VwIDA5PC9kYXRlPjwvcHViLWRhdGVzPjwvZGF0ZXM%2BPHBhZ2VzPjE2MDctMTYxNzwvcGFnZXM%2BPHZvbHVtZT43Mzwvdm9sdW1lPjxlZGl0aW9uPjIwMjQwOTA5PC9lZGl0aW9uPjxrZXl3b3Jkcz48a2V5d29yZD5IdW1hbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BR2FzdHJvc2NvcHk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSGVsaWNvYmFjdGVyIEluZmVjdGlvbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSGVsaWNvYmFjdGVyIHB5bG9yaTwva2V5d29yZD48a2V5d29yZD5NZXRhcGxhc2lhPC9rZXl3b3JkPjxrZXl3b3JkPlByYWN0aWNlIEd1aWRlbGluZXMgYXMgVG9waWM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUHJlY2FuY2Vyb3VzIENvbmRpdGlvbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BU3RvbWFjaCBOZW9wbGFzbXM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BR2FzdHJpYyBNdWNvc2E8L2tleXdvcmQ%2BPGtleXdvcmQ%2BZ2FzdHJpYyBjYXJjaW5vbWE8L2tleXdvcmQ%2BPGtleXdvcmQ%2Bc3VydmVpbGxhbmNlPC9rZXl3b3JkPjwva2V5d29yZHM%2BPGlzYm4%%2BPG5vdGVzPkRpbmlzLVJpYmVpcm8sIE1hcmlvXG5TaGFoLCBTaGFpbGphXG5FbC1TZXJhZywgSGFzaGVtXG5CYW5rcywgTWF0dGhld1xuVWVkbywgTm9yaXlhXG5UYWppcmksIEhpc2FvXG5Db2VsaG8sIEx1aXogR29uemFnYVxuTGliYW5pbywgRGlvZ29cbkxhaG5lciwgRWRpdGhcblJvbGxhbiwgQW50b25pb1xuRmFuZywgSmluZy1ZdWFuXG5Nb3JlaXJhLCBMZXRpY2lhXG5Cb3Juc2NoZWluLCBKYW5cbk1hbGZlcnRoZWluZXIsIFBldGVyXG5LdWlwZXJzLCBFcm5zdCBKXG5FbC1PbWFyLCBFbWFkIE1cbjIwMjQvOC8xMDwvbm90ZXM%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzM5MTIyMzY0PC91cmw%2BPC9yZWxhdGVkLXVybHM%2BPC91cmxzPjxjdXN0b20xPkNvbXBldGluZyBpbnRlcmVzdHM6IE5vIGNvbmZsaWN0cyBvZiBpbnRlcmVzdCBhcmUgZGVjbGFyZWQgYnkgTUQtUiwgU1MsIEhFLVMsIE1CLCBOVSwgSFQsIExHQywgREwsIEVMLCBBUiwgSi1ZRiwgTE0sIEpCLCBFSkssIEVNRS1PLiBQTSBpcyBhIG1lbWJlciBvZiBhZHZpc29yeSBib2FyZC9sZWN0dXJlciBvZiBBYm9jYSwgQWxmYXNpZ21hLCBBbGxlcmdvc2FuLCBCYXllciwgQmlvY29kZXgsIE1lbmFyaW5pIGFkdmlzb3J5IGJvYXJkcy9sZWN0dXJlcy48L2N1c3RvbTE%2BPGVsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjEwLjExMzYvZ3V0am5sLTIwMjQtMzMzMDI5PC9lbGVjdHJvbmljLXJlc291cmNlLW51bT48bGFuZ3VhZ2U%2BZW5nPC9sYW5ndWFnZT48bnVtYmVyPjEwPC9udW1iZXI%2BPHJlYy1ndWlkPjAwMGFlYjk5LWI5MDUtNDk4YS1iYzM3LThlYjdkNDhlMjQ1YzwvcmVjLWd1aWQ%2BPHJlYy11c24%2BNzQ8L3JlYy11c24%2BPC9yZWNvcmQ%%2BPGNvbnRyaWJ1dG9ycz48YXV0aG9ycz48YXV0aG9yPkxlamEsIE0uPC9hdXRob3I%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjxhdXRoLWFkZHJlc3M%2BSW5zdGl0dXRlIG9mIENsaW5pY2FsIGFuZCBQcmV2ZW50aXZlIE1lZGljaW5lLCBVbml2ZXJzaXR5IG9mIExhdHZpYSwgUmlnYSwgTGF0dmlhIG1hcmNpcy5sZWphQGx1Lmx2LiBEZXBhcnRtZW50IG9mIEdhc3Ryb2VudGVyb2xvZ3ksIERpZ2VzdGl2ZSBEaXNlYXNlcyBDZW50cmUgR0FTVFJPLCBSaWdhLCBMYXR2aWEuIERlcGFydG1lbnQgb2YgUmVzZWFyY2gsIFJpZ2EgRWFzdCBVbml2ZXJzaXR5IEhvc3BpdGFsLCBSaWdhLCBMYXR2aWEuPC9hdXRoLWFkZHJlc3M%2BPHRpdGxlcz48dGl0bGU%2BV2hlcmUgYXJlIHdlIHdpdGggZ2FzdHJpYyBjYW5jZXIgc2NyZWVuaW5nIGluIEV1cm9wZSBpbiAyMDI0PzwvdGl0bGU%2BPHNlY29uZGFyeS10aXRsZT5HdXQ8L3NlY29uZGFyeS10aXRsZT48L3RpdGxlcz48ZGF0ZXM%2BPHllYXI%2BMjAyNDwveWVhcj48cHViLWRhdGVzPjxkYXRlPk5vdiAxMTwvZGF0ZT48L3B1Yi1kYXRlcz48L2RhdGVzPjxwYWdlcz4yMDc0LTIwODI8L3BhZ2VzPjx2b2x1bWU%2BNzM8L3ZvbHVtZT48ZWRpdGlvbj4yMDI0MTExMTwvZWRpdGlvbj48a2V5d29yZHM%2BPGtleXdvcmQ%2BU3RvbWFjaCBOZW9wbGFzbXM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSHVtYW5zPC9rZXl3b3JkPjxrZXl3b3JkPkV1cm9wZTwva2V5d29yZD48a2V5d29yZD5FYXJseSBEZXRlY3Rpb24gb2YgQ2FuY2VyPC9rZXl3b3JkPjxrZXl3b3JkPkhlbGljb2JhY3RlciBJbmZlY3Rpb25zPC9rZXl3b3JkPjxrZXl3b3JkPkhlbGljb2JhY3RlciBweWxvcmk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BTWFzcyBTY3JlZW5pbmc8L2tleXdvcmQ%2BPGtleXdvcmQ%2BR0FTVFJJQyBDQU5DRVI8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSEVMSUNPQkFDVEVSIFBZTE9SSSBJTkZFQ1RJT048L2tleXdvcmQ%2BPGtleXdvcmQ%2BU0NSRUVOSU5HPC9rZXl3b3JkPjwva2V5d29yZHM%2BPGlzYm4%%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzM5MjM3MTI3PC91cmw%2BPC9yZWxhdGVkLXVybHM%2BPC91cmxzPjxjdXN0b20xPkNvbXBldGluZyBpbnRlcmVzdHM6IE5vbmUgZGVjbGFyZWQuPC9jdXN0b20xPjxjdXN0b20yPlBNQzExNjcxOTA2PC9jdXN0b20yPjxlbGVjdHJvbmljLXJlc291cmNlLW51bT4xMC4xMTM2L2d1dGpubC0yMDI0LTMzMjcwNTwvZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BPGxhbmd1YWdlPmVuZzwvbGFuZ3VhZ2U%%%3D%3D
https://web.endnote.%2BPGNvbnRyaWJ1dG9ycz48YXV0aG9ycz48YXV0aG9yPkNvcnJlYSwgUC48L2F1dGhvcj48L2F1dGhvcnM%2BPC9jb250cmlidXRvcnM%2BPGF1dGgtYWRkcmVzcz5EZXBhcnRtZW50IG9mIFBhdGhvbG9neSwgTG91aXNpYW5hIFN0YXRlIFVuaXZlcnNpdHkgTWVkaWNhbCBDZW50ZXIsIE5ldyBPcmxlYW5zIDcwMTEyLjwvYXV0aC1hZGRyZXNzPjx0aXRsZXM%2BPHRpdGxlPkEgaHVtYW4gbW9kZWwgb2YgZ2FzdHJpYyBjYXJjaW5vZ2VuZXNpczwvdGl0bGU%2BPHNlY29uZGFyeS10aXRsZT5DYW5jZXIgUmVzPC9zZWNvbmRhcnktdGl0bGU%2BPC90aXRsZXM%2BPGRhdGVzPjx5ZWFyPjE5ODg8L3llYXI%2BPHB1Yi1kYXRlcz48ZGF0ZT5KdWwgMDE8L2RhdGU%2BPC9wdWItZGF0ZXM%2BPC9kYXRlcz48cGFnZXM%2BMzU1NC02MDwvcGFnZXM%2BPHZvbHVtZT40ODwvdm9sdW1lPjxrZXl3b3Jkcz48a2V5d29yZD5BbnRpZ2VucywgTmVvcGxhc208L2tleXdvcmQ%2BPGtleXdvcmQ%2BQmFjdGVyaWFsIEluZmVjdGlvbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQ2FyY2lub2dlbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BR2FzdHJpYyBKdWljZTwva2V5d29yZD48a2V5d29yZD5HYXN0cml0aXM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSHVtYW5zPC9rZXl3b3JkPjxrZXl3b3JkPk11Y2luczwva2V5d29yZD48a2V5d29yZD5PbmNvZ2VuZXM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BU3RvbWFjaCBOZW9wbGFzbXM8L2tleXdvcmQ%2BPC9rZXl3b3Jkcz48aXNibj4wMDA4LTU0NzI8L2lzYm4%2BPGFjY2Vzc2lvbi1udW0%2BMzI4ODMyOTwvYWNjZXNzaW9uLW51bT48bm90ZXM%2BQ29ycmVhLCBQXG4xOTg4LzcvMTwvbm90ZXM%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzMyODgzMjk8L3VybD48L3JlbGF0ZWQtdXJscz48L3VybHM%2BPGxhbmd1YWdlPmVuZzwvbGFuZ3VhZ2U%2BPG51bWJlcj4xMzwvbnVtYmVyPjxyZWMtZ3VpZD5jNGM2ZGFhZC0xOTY4LTQzYjItODQ5Ni0yYWMyM2QwM2E2ZTU8L3JlYy1ndWlkPjxyZWMtdXNuPjE0MzwvcmVjLXVzbj48L3JlY29yZD4iLCJhdXRob3JzIjpbIkNvcnJlYSwgUC4iXSwiZ3VpZCI6ImM0YzZkYWFkLTE5NjgtNDNiMi04NDk2LTJhYzIzZDAzYTZlNSJ9XX1dfQ%3D%3D
https://web.endnote.%%2BPC9jb250cmlidXRvcnM%2BPHRpdGxlcz48dGl0bGU%2BUm9sZSBvZiBnYXN0cm9pbnRlc3RpbmFsIGVuZG9zY29weSBpbiB0aGUgc2NyZWVuaW5nIG9mIGRpZ2VzdGl2ZSB0cmFjdCBjYW5jZXJzIGluIEV1cm9wZTogRXVyb3BlYW4gU29jaWV0eSBvZiBHYXN0cm9pbnRlc3RpbmFsIEVuZG9zY29weSAoRVNHRSkgUG9zaXRpb24gU3RhdGVtZW50PC90aXRsZT48L3RpdGxlcz48ZGF0ZXM%2BPHllYXI%2BMjAyMDwveWVhcj48L2RhdGVzPjxwdWItbG9jYXRpb24%2BRVNHRTwvcHViLWxvY2F0aW9uPjx1cmxzPjxyZWxhdGVkLXVybHM%2BPHVybD5odHRwczovL3d3dy50aGllbWUtY29ubmVjdC5jb20vcHJvZHVjdHMvZWpvdXJuYWxzL3BkZi8xMC4xMDU1L2EtMTEwNC01MjQ1LnBkZjwvdXJsPjwvcmVsYXRlZC11cmxzPjwvdXJscz48cmVjLWd1aWQ%%3D%3D
https://web.endnote.%2BPHJlZi10eXBlPjE3PC9yZWYtdHlwZT48Y29udHJpYnV0b3JzPjxhdXRob3JzPjxhdXRob3I%2BR3VwdGEsIE4uPC9hdXRob3I%2BPGF1dGhvcj5CYW5zYWwsIEEuPC9hdXRob3I%2BPGF1dGhvcj5XYW5pLCBTLiBCLjwvYXV0aG9yPjxhdXRob3I%2BR2FkZGFtLCBTLjwvYXV0aG9yPjxhdXRob3I%2BUmFzdG9naSwgQS48L2F1dGhvcj48YXV0aG9yPlNoYXJtYSwgUC48L2F1dGhvcj48L2F1dGhvcnM%2BPC9jb250cmlidXRvcnM%2BPGF1dGgtYWRkcmVzcz5EaXZpc2lvbiBvZiBHYXN0cm9lbnRlcm9sb2d5LCBVbml2ZXJzaXR5IG9mIEthbnNhcyBTY2hvb2wgb2YgTWVkaWNpbmUsIEthbnNhcyBDaXR5LCBLYW5zYXMsIFVTQS48L2F1dGgtYWRkcmVzcz48dGl0bGVzPjx0aXRsZT5FbmRvc2NvcHkgZm9yIHVwcGVyIEdJIGNhbmNlciBzY3JlZW5pbmcgaW4gdGhlIGdlbmVyYWwgcG9wdWxhdGlvbjogYSBjb3N0LXV0aWxpdHkgYW5hbHlzaXM8L3RpdGxlPjxzZWNvbmRhcnktdGl0bGU%2BR2FzdHJvaW50ZXN0IEVuZG9zYzwvc2Vjb25kYXJ5LXRpdGxlPjwvdGl0bGVzPjxkYXRlcz48eWVhcj4yMDExPC95ZWFyPjxwdWItZGF0ZXM%2BPGRhdGU%2BU2VwPC9kYXRlPjwvcHViLWRhdGVzPjwvZGF0ZXM%2BPHBhZ2VzPjYxMC02MjQuZTI8L3BhZ2VzPjx2b2x1bWU%2BNzQ8L3ZvbHVtZT48ZWRpdGlvbj4yMDExMDcxMzwvZWRpdGlvbj48a2V5d29yZHM%2BPGtleXdvcmQ%2BQWRlbm9jYXJjaW5vbWE8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQmFycmV0dCBFc29waGFndXM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQ2FyY2lub21hLCBTcXVhbW91cyBDZWxsPC9rZXl3b3JkPjxrZXl3b3JkPkNvc3QtQmVuZWZpdCBBbmFseXNpczwva2V5d29yZD48a2V5d29yZD5FYXJseSBEZXRlY3Rpb24gb2YgQ2FuY2VyPC9rZXl3b3JkPjxrZXl3b3JkPkVzb3BoYWdlYWwgTmVvcGxhc21zPC9rZXl3b3JkPjxrZXl3b3JkPkVzb3BoYWdvc2NvcHk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BR2FzdHJvc2NvcHk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSHVtYW5zPC9rZXl3b3JkPjxrZXl3b3JkPk1hcmtvdiBDaGFpbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BTWFzcyBTY3JlZW5pbmc8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUG9wdWxhdGlvbiBTdXJ2ZWlsbGFuY2U8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUHJlY2FuY2Vyb3VzIENvbmRpdGlvbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUXVhbGl0eS1BZGp1c3RlZCBMaWZlIFllYXJzPC9rZXl3b3JkPjxrZXl3b3JkPlN0b21hY2ggTmVvcGxhc21zPC9rZXl3b3JkPjwva2V5d29yZHM%2BPGlzYm4%%2BPG5vdGVzPkd1cHRhLCBOZWlsXG5CYW5zYWwsIEFqYXlcbldhbmksIFNhY2hpbiBCXG5HYWRkYW0sIFNyaW5pdmFzXG5SYXN0b2dpLCBBbWl0XG5TaGFybWEsIFByYXRlZWtcbjIwMTEvNy8xMjwvbm90ZXM%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzIxNzQxNjM5PC91cmw%2BPC9yZWxhdGVkLXVybHM%2BPC91cmxzPjxlbGVjdHJvbmljLXJlc291cmNlLW51bT4xMC4xMDE2L2ouZ2llLjIwMTEuMDUuMDAxPC9lbGVjdHJvbmljLXJlc291cmNlLW51bT48bGFuZ3VhZ2U%2BZW5nPC9sYW5ndWFnZT48bnVtYmVyPjM8L251bWJlcj48cmVjLWd1aWQ%%2BPGNvbnRyaWJ1dG9ycz48YXV0aG9ycz48YXV0aG9yPkxhbnNkb3JwLVZvZ2VsYWFyLCBJLjwvYXV0aG9yPjxhdXRob3I%2BTWVlc3RlciwgUi4gRy4gUy48L2F1dGhvcj48YXV0aG9yPkxhc3prb3dza2EsIE0uPC9hdXRob3I%2BPGF1dGhvcj5Fc2N1ZGVybywgRi4gQS48L2F1dGhvcj48YXV0aG9yPldhcmQsIFouIEouPC9hdXRob3I%2BPGF1dGhvcj5ZZWgsIEouIE0uPC9hdXRob3I%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjxhdXRoLWFkZHJlc3M%%2BPHRpdGxlPkNvc3QtZWZmZWN0aXZlbmVzcyBvZiBwcmV2ZW50aW9uIGFuZCBlYXJseSBkZXRlY3Rpb24gb2YgZ2FzdHJpYyBjYW5jZXIgaW4gV2VzdGVybiBjb3VudHJpZXM8L3RpdGxlPjxzZWNvbmRhcnktdGl0bGU%2BQmVzdCBQcmFjdCBSZXMgQ2xpbiBHYXN0cm9lbnRlcm9sPC9zZWNvbmRhcnktdGl0bGU%2BPC90aXRsZXM%2BPGRhdGVzPjx5ZWFyPjIwMjE8L3llYXI%2BPC9kYXRlcz48cGFnZXM%2BMTAxNzM1PC9wYWdlcz48dm9sdW1lPjUwLTUxPC92b2x1bWU%2BPGVkaXRpb24%2BMjAyMTAyMjI8L2VkaXRpb24%2BPGtleXdvcmRzPjxrZXl3b3JkPkNvc3QtQmVuZWZpdCBBbmFseXNpczwva2V5d29yZD48a2V5d29yZD5FYXJseSBEZXRlY3Rpb24gb2YgQ2FuY2VyPC9rZXl3b3JkPjxrZXl3b3JkPkh1bWFuczwva2V5d29yZD48a2V5d29yZD5NYXNzIFNjcmVlbmluZzwva2V5d29yZD48a2V5d29yZD5TdG9tYWNoIE5lb3BsYXNtczwva2V5d29yZD48a2V5d29yZD5Db3N0LWVmZmVjdGl2ZW5lc3M8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQ29zdC11dGlsaXR5PC9rZXl3b3JkPjxrZXl3b3JkPkdhc3RyaWMgY2FuY2VyPC9rZXl3b3JkPjxrZXl3b3JkPkguwqBweWxvcmk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUGVwc2lub2dlbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BU2NyZWVuaW5nPC9rZXl3b3JkPjxrZXl3b3JkPlN1cnZlaWxsYW5jZTwva2V5d29yZD48a2V5d29yZD5VcHBlciBlbmRvc2NvcHk8L2tleXdvcmQ%2BPC9rZXl3b3Jkcz48aXNibj4xNTMyLTE5MTY8L2lzYm4%2BPGFjY2Vzc2lvbi1udW0%2BMzM5NzU2ODk8L2FjY2Vzc2lvbi1udW0%%2BTGFuc2RvcnAtVm9nZWxhYXIsIElyaXNcbk1lZXN0ZXIsIFJlaW5pZXIgRyBTXG5MYXN6a293c2thLCBNb25pa2FcbkVzY3VkZXJvLCBGZXJuYW5kbyBBbGFyaWRcbldhcmQsIFphY2hhcnkgSlxuWWVoLCBKZW5uaWZlciBNXG4yMDIxLzUvMTM8L25vdGVzPjx1cmxzPjxyZWxhdGVkLXVybHM%2BPHVybD5odHRwczovL3d3dy5uY2JpLm5sbS5uaWguZ292L3B1Ym1lZC8zMzk3NTY4OTwvdXJsPjwvcmVsYXRlZC11cmxzPjwvdXJscz48ZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BMTAuMTAxNi9qLmJwZy4yMDIxLjEwMTczNTwvZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BPGxhbmd1YWdlPmVuZzwvbGFuZ3VhZ2U%2BPHJlYy1ndWlkPjk4NGFkMzY1LWQwZjgtNGYzNC1hNWUyLTNhNTE0NmI5YmEzZTwvcmVjLWd1aWQ%2BPHJlYy11c24%2BNDY8L3JlYy11c24%2BPC9yZWNvcmQ%%3D%3D
https://web.endnote.%2BPHJlZi10eXBlPjE3PC9yZWYtdHlwZT48Y29udHJpYnV0b3JzPjxhdXRob3JzPjxhdXRob3I%2BR3VwdGEsIE4uPC9hdXRob3I%2BPGF1dGhvcj5CYW5zYWwsIEEuPC9hdXRob3I%2BPGF1dGhvcj5XYW5pLCBTLiBCLjwvYXV0aG9yPjxhdXRob3I%2BR2FkZGFtLCBTLjwvYXV0aG9yPjxhdXRob3I%2BUmFzdG9naSwgQS48L2F1dGhvcj48YXV0aG9yPlNoYXJtYSwgUC48L2F1dGhvcj48L2F1dGhvcnM%2BPC9jb250cmlidXRvcnM%2BPGF1dGgtYWRkcmVzcz5EaXZpc2lvbiBvZiBHYXN0cm9lbnRlcm9sb2d5LCBVbml2ZXJzaXR5IG9mIEthbnNhcyBTY2hvb2wgb2YgTWVkaWNpbmUsIEthbnNhcyBDaXR5LCBLYW5zYXMsIFVTQS48L2F1dGgtYWRkcmVzcz48dGl0bGVzPjx0aXRsZT5FbmRvc2NvcHkgZm9yIHVwcGVyIEdJIGNhbmNlciBzY3JlZW5pbmcgaW4gdGhlIGdlbmVyYWwgcG9wdWxhdGlvbjogYSBjb3N0LXV0aWxpdHkgYW5hbHlzaXM8L3RpdGxlPjxzZWNvbmRhcnktdGl0bGU%2BR2FzdHJvaW50ZXN0IEVuZG9zYzwvc2Vjb25kYXJ5LXRpdGxlPjwvdGl0bGVzPjxkYXRlcz48eWVhcj4yMDExPC95ZWFyPjxwdWItZGF0ZXM%2BPGRhdGU%2BU2VwPC9kYXRlPjwvcHViLWRhdGVzPjwvZGF0ZXM%2BPHBhZ2VzPjYxMC02MjQuZTI8L3BhZ2VzPjx2b2x1bWU%2BNzQ8L3ZvbHVtZT48ZWRpdGlvbj4yMDExMDcxMzwvZWRpdGlvbj48a2V5d29yZHM%2BPGtleXdvcmQ%2BQWRlbm9jYXJjaW5vbWE8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQmFycmV0dCBFc29waGFndXM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQ2FyY2lub21hLCBTcXVhbW91cyBDZWxsPC9rZXl3b3JkPjxrZXl3b3JkPkNvc3QtQmVuZWZpdCBBbmFseXNpczwva2V5d29yZD48a2V5d29yZD5FYXJseSBEZXRlY3Rpb24gb2YgQ2FuY2VyPC9rZXl3b3JkPjxrZXl3b3JkPkVzb3BoYWdlYWwgTmVvcGxhc21zPC9rZXl3b3JkPjxrZXl3b3JkPkVzb3BoYWdvc2NvcHk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BR2FzdHJvc2NvcHk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSHVtYW5zPC9rZXl3b3JkPjxrZXl3b3JkPk1hcmtvdiBDaGFpbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BTWFzcyBTY3JlZW5pbmc8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUG9wdWxhdGlvbiBTdXJ2ZWlsbGFuY2U8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUHJlY2FuY2Vyb3VzIENvbmRpdGlvbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUXVhbGl0eS1BZGp1c3RlZCBMaWZlIFllYXJzPC9rZXl3b3JkPjxrZXl3b3JkPlN0b21hY2ggTmVvcGxhc21zPC9rZXl3b3JkPjwva2V5d29yZHM%2BPGlzYm4%%2BPG5vdGVzPkd1cHRhLCBOZWlsXG5CYW5zYWwsIEFqYXlcbldhbmksIFNhY2hpbiBCXG5HYWRkYW0sIFNyaW5pdmFzXG5SYXN0b2dpLCBBbWl0XG5TaGFybWEsIFByYXRlZWtcbjIwMTEvNy8xMjwvbm90ZXM%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzIxNzQxNjM5PC91cmw%2BPC9yZWxhdGVkLXVybHM%2BPC91cmxzPjxlbGVjdHJvbmljLXJlc291cmNlLW51bT4xMC4xMDE2L2ouZ2llLjIwMTEuMDUuMDAxPC9lbGVjdHJvbmljLXJlc291cmNlLW51bT48bGFuZ3VhZ2U%2BZW5nPC9sYW5ndWFnZT48bnVtYmVyPjM8L251bWJlcj48cmVjLWd1aWQ%%2BPGNvbnRyaWJ1dG9ycz48YXV0aG9ycz48YXV0aG9yPkxhbnNkb3JwLVZvZ2VsYWFyLCBJLjwvYXV0aG9yPjxhdXRob3I%2BTWVlc3RlciwgUi4gRy4gUy48L2F1dGhvcj48YXV0aG9yPkxhc3prb3dza2EsIE0uPC9hdXRob3I%2BPGF1dGhvcj5Fc2N1ZGVybywgRi4gQS48L2F1dGhvcj48YXV0aG9yPldhcmQsIFouIEouPC9hdXRob3I%2BPGF1dGhvcj5ZZWgsIEouIE0uPC9hdXRob3I%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjxhdXRoLWFkZHJlc3M%%2BPHRpdGxlPkNvc3QtZWZmZWN0aXZlbmVzcyBvZiBwcmV2ZW50aW9uIGFuZCBlYXJseSBkZXRlY3Rpb24gb2YgZ2FzdHJpYyBjYW5jZXIgaW4gV2VzdGVybiBjb3VudHJpZXM8L3RpdGxlPjxzZWNvbmRhcnktdGl0bGU%2BQmVzdCBQcmFjdCBSZXMgQ2xpbiBHYXN0cm9lbnRlcm9sPC9zZWNvbmRhcnktdGl0bGU%2BPC90aXRsZXM%2BPGRhdGVzPjx5ZWFyPjIwMjE8L3llYXI%2BPC9kYXRlcz48cGFnZXM%2BMTAxNzM1PC9wYWdlcz48dm9sdW1lPjUwLTUxPC92b2x1bWU%2BPGVkaXRpb24%2BMjAyMTAyMjI8L2VkaXRpb24%2BPGtleXdvcmRzPjxrZXl3b3JkPkNvc3QtQmVuZWZpdCBBbmFseXNpczwva2V5d29yZD48a2V5d29yZD5FYXJseSBEZXRlY3Rpb24gb2YgQ2FuY2VyPC9rZXl3b3JkPjxrZXl3b3JkPkh1bWFuczwva2V5d29yZD48a2V5d29yZD5NYXNzIFNjcmVlbmluZzwva2V5d29yZD48a2V5d29yZD5TdG9tYWNoIE5lb3BsYXNtczwva2V5d29yZD48a2V5d29yZD5Db3N0LWVmZmVjdGl2ZW5lc3M8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQ29zdC11dGlsaXR5PC9rZXl3b3JkPjxrZXl3b3JkPkdhc3RyaWMgY2FuY2VyPC9rZXl3b3JkPjxrZXl3b3JkPkguwqBweWxvcmk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUGVwc2lub2dlbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BU2NyZWVuaW5nPC9rZXl3b3JkPjxrZXl3b3JkPlN1cnZlaWxsYW5jZTwva2V5d29yZD48a2V5d29yZD5VcHBlciBlbmRvc2NvcHk8L2tleXdvcmQ%2BPC9rZXl3b3Jkcz48aXNibj4xNTMyLTE5MTY8L2lzYm4%2BPGFjY2Vzc2lvbi1udW0%2BMzM5NzU2ODk8L2FjY2Vzc2lvbi1udW0%%2BTGFuc2RvcnAtVm9nZWxhYXIsIElyaXNcbk1lZXN0ZXIsIFJlaW5pZXIgRyBTXG5MYXN6a293c2thLCBNb25pa2FcbkVzY3VkZXJvLCBGZXJuYW5kbyBBbGFyaWRcbldhcmQsIFphY2hhcnkgSlxuWWVoLCBKZW5uaWZlciBNXG4yMDIxLzUvMTM8L25vdGVzPjx1cmxzPjxyZWxhdGVkLXVybHM%2BPHVybD5odHRwczovL3d3dy5uY2JpLm5sbS5uaWguZ292L3B1Ym1lZC8zMzk3NTY4OTwvdXJsPjwvcmVsYXRlZC11cmxzPjwvdXJscz48ZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BMTAuMTAxNi9qLmJwZy4yMDIxLjEwMTczNTwvZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BPGxhbmd1YWdlPmVuZzwvbGFuZ3VhZ2U%2BPHJlYy1ndWlkPjk4NGFkMzY1LWQwZjgtNGYzNC1hNWUyLTNhNTE0NmI5YmEzZTwvcmVjLWd1aWQ%2BPHJlYy11c24%2BNDY8L3JlYy11c24%2BPC9yZWNvcmQ%%3D%3D
https://web.endnote.%%2BPC9jb250cmlidXRvcnM%2BPHRpdGxlcz48dGl0bGU%2BUm9sZSBvZiBnYXN0cm9pbnRlc3RpbmFsIGVuZG9zY29weSBpbiB0aGUgc2NyZWVuaW5nIG9mIGRpZ2VzdGl2ZSB0cmFjdCBjYW5jZXJzIGluIEV1cm9wZTogRXVyb3BlYW4gU29jaWV0eSBvZiBHYXN0cm9pbnRlc3RpbmFsIEVuZG9zY29weSAoRVNHRSkgUG9zaXRpb24gU3RhdGVtZW50PC90aXRsZT48L3RpdGxlcz48ZGF0ZXM%2BPHllYXI%2BMjAyMDwveWVhcj48L2RhdGVzPjxwdWItbG9jYXRpb24%2BRVNHRTwvcHViLWxvY2F0aW9uPjx1cmxzPjxyZWxhdGVkLXVybHM%2BPHVybD5odHRwczovL3d3dy50aGllbWUtY29ubmVjdC5jb20vcHJvZHVjdHMvZWpvdXJuYWxzL3BkZi8xMC4xMDU1L2EtMTEwNC01MjQ1LnBkZjwvdXJsPjwvcmVsYXRlZC11cmxzPjwvdXJscz48cmVjLWd1aWQ%%2BPGNvbnRyaWJ1dG9ycz48YXV0aG9ycz48YXV0aG9yPkd1cHRhLCBOLjwvYXV0aG9yPjxhdXRob3I%2BQmFuc2FsLCBBLjwvYXV0aG9yPjxhdXRob3I%2BV2FuaSwgUy4gQi48L2F1dGhvcj48YXV0aG9yPkdhZGRhbSwgUy48L2F1dGhvcj48YXV0aG9yPlJhc3RvZ2ksIEEuPC9hdXRob3I%2BPGF1dGhvcj5TaGFybWEsIFAuPC9hdXRob3I%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjxhdXRoLWFkZHJlc3M%2BRGl2aXNpb24gb2YgR2FzdHJvZW50ZXJvbG9neSwgVW5pdmVyc2l0eSBvZiBLYW5zYXMgU2Nob29sIG9mIE1lZGljaW5lLCBLYW5zYXMgQ2l0eSwgS2Fuc2FzLCBVU0EuPC9hdXRoLWFkZHJlc3M%2BPHRpdGxlcz48dGl0bGU%2BRW5kb3Njb3B5IGZvciB1cHBlciBHSSBjYW5jZXIgc2NyZWVuaW5nIGluIHRoZSBnZW5lcmFsIHBvcHVsYXRpb246IGEgY29zdC11dGlsaXR5IGFuYWx5c2lzPC90aXRsZT48c2Vjb25kYXJ5LXRpdGxlPkdhc3Ryb2ludGVzdCBFbmRvc2M8L3NlY29uZGFyeS10aXRsZT48L3RpdGxlcz48ZGF0ZXM%2BPHllYXI%2BMjAxMTwveWVhcj48cHViLWRhdGVzPjxkYXRlPlNlcDwvZGF0ZT48L3B1Yi1kYXRlcz48L2RhdGVzPjxwYWdlcz42MTAtNjI0LmUyPC9wYWdlcz48dm9sdW1lPjc0PC92b2x1bWU%2BPGVkaXRpb24%2BMjAxMTA3MTM8L2VkaXRpb24%2BPGtleXdvcmRzPjxrZXl3b3JkPkFkZW5vY2FyY2lub21hPC9rZXl3b3JkPjxrZXl3b3JkPkJhcnJldHQgRXNvcGhhZ3VzPC9rZXl3b3JkPjxrZXl3b3JkPkNhcmNpbm9tYSwgU3F1YW1vdXMgQ2VsbDwva2V5d29yZD48a2V5d29yZD5Db3N0LUJlbmVmaXQgQW5hbHlzaXM8L2tleXdvcmQ%2BPGtleXdvcmQ%%%2BPHVybD5odHRwczovL3d3dy5uY2JpLm5sbS5uaWguZ292L3B1Ym1lZC8yMTc0MTYzOTwvdXJsPjwvcmVsYXRlZC11cmxzPjwvdXJscz48ZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BMTAuMTAxNi9qLmdpZS4yMDExLjA1LjAwMTwvZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BPGxhbmd1YWdlPmVuZzwvbGFuZ3VhZ2U%2BPG51bWJlcj4zPC9udW1iZXI%2BPHJlYy1ndWlkPjkwZjlhNTk1LTU2N2YtNGM2NC1hY2Y4LTFhNTljZTM2OTliODwvcmVjLWd1aWQ%2BPHJlYy11c24%2BOTE8L3JlYy11c24%2BPC9yZWNvcmQ%%2BMTc8L3JlZi10eXBlPjxjb250cmlidXRvcnM%2BPGF1dGhvcnM%%2BPHRpdGxlcz48dGl0bGU%2BUXVhbGl0eSBpbmRpY2F0b3JzIGluIGRpYWdub3N0aWMgdXBwZXIgZ2FzdHJvaW50ZXN0aW5hbCBlbmRvc2NvcHk8L3RpdGxlPjxzZWNvbmRhcnktdGl0bGU%2BVGhlcmFwIEFkdiBHYXN0cm9lbnRlcm9sPC9zZWNvbmRhcnktdGl0bGU%2BPC90aXRsZXM%2BPGRhdGVzPjx5ZWFyPjIwMjA8L3llYXI%2BPC9kYXRlcz48cGFnZXM%2BMTc1NjI4NDgyMDkxNjY5MzwvcGFnZXM%2BPHZvbHVtZT4xMzwvdm9sdW1lPjxlZGl0aW9uPjIwMjAwNTE1PC9lZGl0aW9uPjxrZXl3b3Jkcz48a2V5d29yZD5lbmRvc2NvcHk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BcXVhbGl0eSBjb250cm9sPC9rZXl3b3JkPjxrZXl3b3JkPnVwcGVyIGdhc3Ryb2ludGVzdGluYWwgdHJhY3Q8L2tleXdvcmQ%2BPC9rZXl3b3Jkcz48aXNibj4xNzU2LTI4M1g8L2lzYm4%2BPGFjY2Vzc2lvbi1udW0%2BMzI0Nzc0MjY8L2FjY2Vzc2lvbi1udW0%%2BSmFudXN6ZXdpY3osIFdsYWR5c2xhd1xuS2FtaW5za2ksIE1pY2hhbCBGXG4yMDIwLzYvMjwvbm90ZXM%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzMyNDc3NDI2PC91cmw%2BPC9yZWxhdGVkLXVybHM%
https://web.endnote.%%2BPC9jb250cmlidXRvcnM%2BPHRpdGxlcz48dGl0bGU%2BUm9sZSBvZiBnYXN0cm9pbnRlc3RpbmFsIGVuZG9zY29weSBpbiB0aGUgc2NyZWVuaW5nIG9mIGRpZ2VzdGl2ZSB0cmFjdCBjYW5jZXJzIGluIEV1cm9wZTogRXVyb3BlYW4gU29jaWV0eSBvZiBHYXN0cm9pbnRlc3RpbmFsIEVuZG9zY29weSAoRVNHRSkgUG9zaXRpb24gU3RhdGVtZW50PC90aXRsZT48L3RpdGxlcz48ZGF0ZXM%2BPHllYXI%2BMjAyMDwveWVhcj48L2RhdGVzPjxwdWItbG9jYXRpb24%2BRVNHRTwvcHViLWxvY2F0aW9uPjx1cmxzPjxyZWxhdGVkLXVybHM%2BPHVybD5odHRwczovL3d3dy50aGllbWUtY29ubmVjdC5jb20vcHJvZHVjdHMvZWpvdXJuYWxzL3BkZi8xMC4xMDU1L2EtMTEwNC01MjQ1LnBkZjwvdXJsPjwvcmVsYXRlZC11cmxzPjwvdXJscz48cmVjLWd1aWQ%%2BPGNvbnRyaWJ1dG9ycz48YXV0aG9ycz48YXV0aG9yPkd1cHRhLCBOLjwvYXV0aG9yPjxhdXRob3I%2BQmFuc2FsLCBBLjwvYXV0aG9yPjxhdXRob3I%2BV2FuaSwgUy4gQi48L2F1dGhvcj48YXV0aG9yPkdhZGRhbSwgUy48L2F1dGhvcj48YXV0aG9yPlJhc3RvZ2ksIEEuPC9hdXRob3I%2BPGF1dGhvcj5TaGFybWEsIFAuPC9hdXRob3I%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjxhdXRoLWFkZHJlc3M%2BRGl2aXNpb24gb2YgR2FzdHJvZW50ZXJvbG9neSwgVW5pdmVyc2l0eSBvZiBLYW5zYXMgU2Nob29sIG9mIE1lZGljaW5lLCBLYW5zYXMgQ2l0eSwgS2Fuc2FzLCBVU0EuPC9hdXRoLWFkZHJlc3M%2BPHRpdGxlcz48dGl0bGU%2BRW5kb3Njb3B5IGZvciB1cHBlciBHSSBjYW5jZXIgc2NyZWVuaW5nIGluIHRoZSBnZW5lcmFsIHBvcHVsYXRpb246IGEgY29zdC11dGlsaXR5IGFuYWx5c2lzPC90aXRsZT48c2Vjb25kYXJ5LXRpdGxlPkdhc3Ryb2ludGVzdCBFbmRvc2M8L3NlY29uZGFyeS10aXRsZT48L3RpdGxlcz48ZGF0ZXM%2BPHllYXI%2BMjAxMTwveWVhcj48cHViLWRhdGVzPjxkYXRlPlNlcDwvZGF0ZT48L3B1Yi1kYXRlcz48L2RhdGVzPjxwYWdlcz42MTAtNjI0LmUyPC9wYWdlcz48dm9sdW1lPjc0PC92b2x1bWU%2BPGVkaXRpb24%2BMjAxMTA3MTM8L2VkaXRpb24%2BPGtleXdvcmRzPjxrZXl3b3JkPkFkZW5vY2FyY2lub21hPC9rZXl3b3JkPjxrZXl3b3JkPkJhcnJldHQgRXNvcGhhZ3VzPC9rZXl3b3JkPjxrZXl3b3JkPkNhcmNpbm9tYSwgU3F1YW1vdXMgQ2VsbDwva2V5d29yZD48a2V5d29yZD5Db3N0LUJlbmVmaXQgQW5hbHlzaXM8L2tleXdvcmQ%2BPGtleXdvcmQ%%%2BPHVybD5odHRwczovL3d3dy5uY2JpLm5sbS5uaWguZ292L3B1Ym1lZC8yMTc0MTYzOTwvdXJsPjwvcmVsYXRlZC11cmxzPjwvdXJscz48ZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BMTAuMTAxNi9qLmdpZS4yMDExLjA1LjAwMTwvZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BPGxhbmd1YWdlPmVuZzwvbGFuZ3VhZ2U%2BPG51bWJlcj4zPC9udW1iZXI%2BPHJlYy1ndWlkPjkwZjlhNTk1LTU2N2YtNGM2NC1hY2Y4LTFhNTljZTM2OTliODwvcmVjLWd1aWQ%2BPHJlYy11c24%2BOTE8L3JlYy11c24%2BPC9yZWNvcmQ%%2BMTc8L3JlZi10eXBlPjxjb250cmlidXRvcnM%2BPGF1dGhvcnM%%2BPHRpdGxlcz48dGl0bGU%2BUXVhbGl0eSBpbmRpY2F0b3JzIGluIGRpYWdub3N0aWMgdXBwZXIgZ2FzdHJvaW50ZXN0aW5hbCBlbmRvc2NvcHk8L3RpdGxlPjxzZWNvbmRhcnktdGl0bGU%2BVGhlcmFwIEFkdiBHYXN0cm9lbnRlcm9sPC9zZWNvbmRhcnktdGl0bGU%2BPC90aXRsZXM%2BPGRhdGVzPjx5ZWFyPjIwMjA8L3llYXI%2BPC9kYXRlcz48cGFnZXM%2BMTc1NjI4NDgyMDkxNjY5MzwvcGFnZXM%2BPHZvbHVtZT4xMzwvdm9sdW1lPjxlZGl0aW9uPjIwMjAwNTE1PC9lZGl0aW9uPjxrZXl3b3Jkcz48a2V5d29yZD5lbmRvc2NvcHk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BcXVhbGl0eSBjb250cm9sPC9rZXl3b3JkPjxrZXl3b3JkPnVwcGVyIGdhc3Ryb2ludGVzdGluYWwgdHJhY3Q8L2tleXdvcmQ%2BPC9rZXl3b3Jkcz48aXNibj4xNzU2LTI4M1g8L2lzYm4%2BPGFjY2Vzc2lvbi1udW0%2BMzI0Nzc0MjY8L2FjY2Vzc2lvbi1udW0%%2BSmFudXN6ZXdpY3osIFdsYWR5c2xhd1xuS2FtaW5za2ksIE1pY2hhbCBGXG4yMDIwLzYvMjwvbm90ZXM%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzMyNDc3NDI2PC91cmw%2BPC9yZWxhdGVkLXVybHM%

Esophageal Cancer

The complexity surrounding the causes of EC underscores the critical need for early detection through
screening.[9] Given the geographical differences, screening strategies should be tailored to

geographical variations in EC subtypes.[31, 32]

Esophageal Squamous Cell Carcinoma

ESCC often develops without noticeable symptoms, leading to late-stage diagnoses or its detection
through screenings in high-risk populations.[33] In some cases, symptoms like heartburn, dyspepsia,
cough, or Gl bleeding may provide an opportunity for early detection, however, these symptoms are
nonspecific.[33-35] As ESCC advances, individuals may experience dysphagia, that progresses from
solid to liquids but this is a strong indicator of locally advanced disease with a 5-year survival of less
than 15%.[34, 36]

Endoscopic Screening

Universal ESCC screening is infeasible due to widespread exposure to risk factors. Prioritizing
high-risk individuals for endoscopy is essential, making accurate biomarkers for cancer risk crucial for
secondary prevention.[37] Currently, the gold standard for ESCC diagnosis is a histological
confirmation of malignancy, usually from a sample obtained during EGD.[34] It is important to note
that, to date, the only known precursor lesion of ESCC is dysplasia.[34, 39]

Various endoscopic techniques have been developed to enhance detection and guide appropriate

therapeutic interventions:

White-light Endoscopy (WLE)
This technique remains the cornerstone of EC screening [40] but its sensitivity in detecting early
ESCC is limited due to the subtle appearance of early lesions.[31, 35, 41] Besides, several systematic

reviews have reported that more than 40% of these cancers are not detected by this technique.[42]

Lugol’s chromoendoscopy

This technique involves the application of Lugol's iodine, which highlights glycogen-rich normal
epithelium while leaving dysplastic areas unstained.This results in a dark brown normal squamous
epithelium with lighter areas indicating dysplasia. [32, 34, 35] This technique increases sensitivity
providing an opportunity to target biopsies or endoscopic resection but it requires expertise to interpret
findings accurately.[27, 34, 35] Also, this technique is also time consuming and labor intensive,
increasing the load on clinicians, and with the possibility of allergic reactions. [43] However, a clinical
trial showed that endoscopic screening with Lugol’s iodine staining reduced ESCC mortality from
5.05% to 3.35% (P < .001) and incidence from 5.92% to 4.17% (P < .001) in high-risk communities
over a 10-year follow-up.[38] Regarding this, this technique coupled with biopsies, is considered the
most practical approach for detecting squamous dysplasia or cancer, yielding a sensitivity of up to
98% and 87% for severe dysplasia.[3, 38]
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Narrow-band imaging (NBI)

Other advanced imaging techniques, such as NBI, improve lesion visualization without the need for
dyes.[35, 36] NBI, through the use of specific light wavelengths, enhances the contrast between
normal and abnormal mucosa by highlighting microvascular structures [35, 41] aiding in differentiating
between neoplastic from non-neoplastic tissue.[6, 34] Studies have shown that NBI provides
comparable sensitivity to Lugol's chromoendoscopy.[41] However, a randomized controlled ftrial
revealed a specificity of roughly 50%.[44] This underscores the necessity for further enhancements to

improve its diagnostic accuracy.

Current Strategies for Screening

Currently, a targeted screening program is implemented in a high-risk region of China, utilizing the
Lugol’'s chromoendoscopy in a mobile endoscopy units to reach rural populations. This program has
been successful in decreasing both the incidence and mortality of ESCC. [35, 45] Furthermore, NBI is
widely used is Japan for early ESCC diagnosis.[34]

Conversely, European Society of Gastrointestinal Endoscopy (ESGE) recommends a more focused
screening strategy, targeting high-risk individuals, such as those with over 40 years and alarming
symptoms, previous or concomitant diagnosis of head and neck SCC, achalasia, prior radiation
therapy for breast cancer, previous esophageal biopsies with dysplasia, history of caustic esophageal
injury or tylosis.[6, 18, 27, 46, 47] For this group, is recommended a screening approach with
chromoendoscopy coupled with biopsy of suspicious regions.[6] Regarding this, determining the ideal
timing for screening initiation remains a subject of debate, with current practices ranging from

immediate post-diagnosis to several years later. [37, 45]

Surveillance in High-Risk Populations

ESCC is relatively uncommon in Western countries, but certain populations, including those who have
undergone head and neck cancer treatment, ESCC resection, experienced caustic injury, or have
tylosis or achalasia, face a significantly elevated risk.[18, 48] While these high-risk groups could
benefit greatly from ESCC surveillance, there is a lack of strong evidence regarding the effectiveness,
cost-efficiency, and optimal frequency of such screening.[49] Since standard WLE is known to be
inadequate for detecting early ESCC or its precursors, advanced imaging techniques, such as Lugol

or virtual chromoendoscopy, are strongly recommended when surveillance is deemed necessary [50].

Limitations and Cost-Effectiveness

According to ESGE, the information about cost-effectiveness of SCC screening is limited.[27] In
China, where SCC is more prevalent, analyses suggest that various endoscopic screening strategies,
despite differing in initiation age, frequency, and follow-up intervals, can extend life expectancy.[27,
37] However, in Europe, due to lower SCC incidence and the structure of public healthcare systems,

endoscopic screening for SCC is not generally considered necessary or cost-effective [27, 29].
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Future Perspectives

Recent advances in Al have focused on developing deep learning models (especially convolutional
neural networks) that analyze endoscopic images to detect early ESCC.[42] These Al systems
combine data from different imaging modalities, such as WLE and NBI, to accurately identify subtle
neoplastic changes, delineate lesion margins, and even predict invasion depth in real time.[51, 52]
While these innovations show promise for reducing missed diagnoses and supporting less
experienced endoscopists, they still require extensive multicenter validation to overcome training

biases and ensure widespread clinical applicability.[42, 52]

Esophageal Adenocarcinoma and Barrett’s Esophagus

The rising incidence in Western populations, particularly among individuals with BE, and the 5-year
survival rate ranging between 15% and 25% makes EAC as a significant clinical challenge.[28, 31]
Due to its asymptomatic nature in early stages, this malignancy often leads to late diagnoses and

consequently, high mortality rates.[7]

Screening

EAC screening aims to detect and treat precursor lesions before its malignant transformation. [53] BE
is the primary precursor lesion to EAC with a low risk of progression to high grade dysplasia or EAC
(annual risk of 0.3-0.6%).[54, 55] However, given the poor prognosis and high mortality of EAC, its
detection is important in order to take measures such as surveillance or treatment to prevent this
scenario.[55] The adopted strategy will depend on whether the BE is associated with dysplasia or not.
Patients with BE without dysplasia might benefit from endoscopic surveillance, whereas confirmed

dysplasia or early EAC necessitates an eradication therapy.[53, 55]

Diagnosis and Management of BE

The ESGE provides clear guidelines on the screening and surveillance of BE, focusing on risk
stratification and surveillance intervals.[56] Firstly, it's important to select the group of people at high
risk in order to know the target population for screening. This society suggests that patients with 250
years of age with a history of chronic GERD symptoms and at least one of the following risk factors
(white ethnicity, male sex, obesity, smoking, having a first-degree relative with BE or EAC) should be
part of this group.[56] As far as surveillance intervals are concerned, these depend on the presence or
not of dysplasia associated with BE. Table 3 explains an overview of the surveillance guidelines for
BE screening, differentiating between the American and European recommendations. Regarding this,
the high resolution endoscopy with virtual or acetic acid chromoendoscopy made by an expert is the

favoured technique for this screening.[56]
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Endoscopic Screening Techniques

White-Light Endoscopy

WLE with targeted biopsies is the gold standard method for EC screening.[3] However, it faces
challenges in detecting early-stage cancers and ensuring adherence to the BE biopsy protocol, which
mandates four-quadrant biopsies at 1-2 cm intervals, along with biopsies of any visually suspicious
areas.[3, 36]

Narrow-Band Imaging and Chromoendoscopy

Advanced imaging techniques like NBI and chromoendoscopy have been demonstrated increasing
sensitivity in detecting premalignant and malignant lesions at early stages.[41] Several randomized
controlled trials and systematic reviews have examined the utility of acetic acid chromoendoscopy and
had demonstrated that this technique is highly accurate in detecting HGD or early BE-related EAC.
[57] However, although it is very sensitive for identifying suspicious IM, its low specificity necessitates

histological confirmation of positive findings.[57]

Ultrathin Nasal Endoscopy
This technique is a less invasive alternative and demonstrates comparable accuracy and

cost-effectiveness to WLE. [6, 27] However, its limited availability in clinical practice is a barrier.

Limitations and Cost-Effectiveness

The cost-effectiveness of EAC screening depends on incidence rates and the efficiency of screening
methodologies.[55] In fact, EAC screening in the general population is not recommended due to the
relatively low risk (estimated prevalence of 1%-2%) and lack of cost-effectiveness.[55] Regarding this,
various randomized controlled trials indicate that endoscopic screening is financially viable in high-risk
populations but not for the general public.[27, 31] A comparative cost-effectiveness analysis
concluded that targeting individuals with GERD and additional risk factors offers the best balance
between cost and early detection benefits.[27] However, several challenges persist such as low

patient adherence due to invasive procedures and variability in endoscopic expertise.[19, 57, 58]

Future Perspectives

Al is proving instrumental in enhancing the detection and diagnosis of early cancerous changes
associated with BE.[59] Detection systems, known as CADe, leverage Al to scrutinize endoscopic
images and videos, enabling the identification of subtle lesions that might elude the human eye during
standard examinations, thus improving overall detection rates.[59, 60] Beyond mere detection,
diagnostic systems, or CADx, assist clinicians in characterizing suspicious areas, effectively
differentiating between cancerous and non-cancerous tissue through the analysis of advanced
imaging techniques NBI.[59, 61] However, despite these promising advancements, continued efforts
are needed to bridge the gap between research and widespread clinical application.[60]

Additionally, non-endoscopic techniques have been developed, such as cytosponge which is a new

technique for esophageal pathologies.[62] The patient ingests a gelatine capsule connected to a
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thread that, once in the stomach, breaks down, releasing an expanding sponge.[63] The sponge
collects cells from the esophageal lining as it is pulled back out, and these cells are then evaluated
with immunohistochemistry. In fact, according to various randomized clinical trials, this technique
shows a high specificity, greater than 92%, and a sensitivity of 80% when used to BE diagnosis.[62,
63]

Gastric Cancer Screening and Surveillance

Current Screening Strategies

Currently, GC screening is restricted to high-risk nations (with an age-standardized incidence rate of
20 or more per 100,000) such as Japan and Korea. [17]

In Japan, where GC once accounted for a substantial proportion of deaths, screening programs were
established.[11] Initially, these programs utilized radiographic examinations for individuals aged 40
and older. However, guidelines were updated to those currently in use, indicating either radiographic
or endoscopic screening every 2 years, beginning at age 50. [11]

Similarly, South Korea, recognizing GC as a significant public health issue, initiated national screening
in 2002. [11] Biennial screening was recommended for asymptomatic adults aged 40 to 75, offering
the choice between radiography and endoscopy.[64] Over time, the preference for and utilization of
endoscopic screening have increased significantly, with its adoption rising to 31% overtime.[64]
Conversely, in high risk areas of China, EGD is the only screening method used to detect GC. [14, 65]
However, in Europe, only properly structured, population-based screening programs with quality

assurance are recommended.[25]

Endoscopic Screening

Endoscopic screening plays a crucial role in the early detection of GC, particularly in high-risk
populations. The Operative Link on Gastric Intestinal Metaplasia Assessment (OLGIM) classification
system is widely used for risk stratification, categorizing patients into different stages based on the
extent and severity of IM which is a precursor lesion of this malignancy.[46] Patients classified as
OLGIM 1lIl or IV and those with a family history of GC, are considered at high risk and are
recommended for surveillance endoscopy at regular intervals.[46] Alternatively, there is another
classification to assess the risk of GC. The Endoscopic Grading of Gastric Intestinal Metaplasia
(EGGIM) analises the extent of IM using NBI and offers a reliable alternative to traditional
biopsy-dependent methods like OLGIM.[66] Some observational studies suggest that EGGIM can
streamline patient management by reducing the need for random biopsies while maintaining high
diagnostic accuracy.[66] In terms of GC surveillance guidelines, they vary significantly between

Europe, the United States and Asia, and these differences are described in Table 4.
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High-Definition White-Light Endoscopy

This technique significantly enhances image clarity, achieving a 74.6% sensitivity, 94% specificity, and
88% accuracy in identifying GC and precancerous conditions.[67] While effective for visualizing
substantial mucosal changes like nodules or depressions, it struggles with subtle, early-stage

microscopic lesions, leading to a reported 9.4% miss rate.[68]

Chromoendoscopy

ESGE suggests that this technique coupled with High-Definition WLE is better than WLE alone for the
diagnosis of gastric precancerous conditions and early neoplastic lesions.[66] It enhances the
delineation of tumor borders, achieving an 84.1% identification rate, with notably higher success
(89.9%).[57] However, this technique has drawbacks such as, inconsistent dye application,
inadequate bowel preparation, and increased examination duration that can compromise its
efficacy.[68]

Narrow-Banding Imaging

NBI, enhance the detection of precancerous lesions compared to conventional WLE.[41] NBI has
demonstrated superiority in identifying IM and dysplasia with sensitivity and specificity of 60% and
89%, respectively.[69] It also aids in the preoperative demarcation of cancer to minimize positive

surgical margins.[41] So far, it has been advocated to be a complementary tool to WLE.[41, 69]

Regarding this, to date, the most recommended technique is high resolution endoscopy with virtual

chromoendoscopy. [46]

Limitations and Cost Effectiveness

In countries with low to moderate risk of GC, general population screening may not be cost-effective,
making it crucial to identify high-risk individuals and provide effective screening and surveillance
programs.[14, 27] Both American and European guidelines emphasize that while endoscopic
screening provides a favorable cost-benefit ratio in high-incidence areas, standalone endoscopy is
less cost-effective in regions with low or moderate risk.[27]

Besides, a cost-utility analysis and the MAPS Il Guideline suggest that performing EGD in conjunction
with screening colonoscopy is cost-effective in nations with a GC risk of 10/100,000 or higher.[70] This
means that, in European countries with established colorectal cancer screening, more precisely in
Portugal, the addition of EGD to colonoscopy screenings could be advantageous due to its
intermediate GC incidence (ASR 13.1/100,000 inhabitants).[17]

12


https://web.endnote.%2BPHJlZi10eXBlPjE3PC9yZWYtdHlwZT48Y29udHJpYnV0b3JzPjxhdXRob3JzPjxhdXRob3I%2BUGFudGVyaXMsIFYuPC9hdXRob3I%2BPGF1dGhvcj5OaWtvbG9wb3Vsb3UsIFMuPC9hdXRob3I%2BPGF1dGhvcj5Mb3VudG91LCBBLjwvYXV0aG9yPjxhdXRob3I%2BVHJpYW50YWZpbGxpZGlzLCBKLiBLLjwvYXV0aG9yPjwvYXV0aG9ycz48L2NvbnRyaWJ1dG9ycz48YXV0aC1hZGRyZXNzPmFCaW9jbGluaWMgb2YgQXRoZW5zIGJQYXRob2xvZ3kgTGFib3JhdG9yeSAnSGlzdG9kaWFnbm9zaXMnIGNEZXBhcnRtZW50IG9mIFBhdGhvbG9neSwgRXVnZW5pZGlvIEhvc3BpdGFsLCBBdGhlbnMgZERlcGFydG1lbnQgb2YgR2FzdHJvZW50ZXJvbG9neSwgSWFzbyBHZW5lcmFsIEhvc3BpdGFsLCBIb2xhcmdvcywgR3JlZWNlLjwvYXV0aC1hZGRyZXNzPjx0aXRsZXM%2BPHRpdGxlPkRpYWdub3N0aWMgY2FwYWJpbGl0aWVzIG9mIGhpZ2gtZGVmaW5pdGlvbiB3aGl0ZSBsaWdodCBlbmRvc2NvcHkgZm9yIHRoZSBkaWFnbm9zaXMgb2YgZ2FzdHJpYyBpbnRlc3RpbmFsIG1ldGFwbGFzaWEgYW5kIGNvcnJlbGF0aW9uIHdpdGggaGlzdG9sb2dpYyBhbmQgY2xpbmljYWwgZGF0YTwvdGl0bGU%2BPHNlY29uZGFyeS10aXRsZT5FdXIgSiBHYXN0cm9lbnRlcm9sIEhlcGF0b2w8L3NlY29uZGFyeS10aXRsZT48L3RpdGxlcz48ZGF0ZXM%2BPHllYXI%2BMjAxNDwveWVhcj48cHViLWRhdGVzPjxkYXRlPkp1bjwvZGF0ZT48L3B1Yi1kYXRlcz48L2RhdGVzPjxwYWdlcz41OTQtNjAxPC9wYWdlcz48dm9sdW1lPjI2PC92b2x1bWU%2BPGtleXdvcmRzPjxrZXl3b3JkPkFkdWx0PC9rZXl3b3JkPjxrZXl3b3JkPkFnZWQ8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQ3Jvc3MtU2VjdGlvbmFsIFN0dWRpZXM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BRmFsc2UgUG9zaXRpdmUgUmVhY3Rpb25zPC9rZXl3b3JkPjxrZXl3b3JkPkZlbWFsZTwva2V5d29yZD48a2V5d29yZD5HYXN0cmljIE11Y29zYTwva2V5d29yZD48a2V5d29yZD5HYXN0cm9zY29weTwva2V5d29yZD48a2V5d29yZD5IdW1hbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BTWFsZTwva2V5d29yZD48a2V5d29yZD5NZXRhcGxhc2lhPC9rZXl3b3JkPjxrZXl3b3JkPk1pZGRsZSBBZ2VkPC9rZXl3b3JkPjxrZXl3b3JkPk9wdGljYWwgSW1hZ2luZzwva2V5d29yZD48a2V5d29yZD5QcmVjYW5jZXJvdXMgQ29uZGl0aW9uczwva2V5d29yZD48a2V5d29yZD5TZW5zaXRpdml0eSBhbmQgU3BlY2lmaWNpdHk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BU3RvbWFjaCBOZW9wbGFzbXM8L2tleXdvcmQ%2BPC9rZXl3b3Jkcz48aXNibj4xNDczLTU2ODc8L2lzYm4%2BPGFjY2Vzc2lvbi1udW0%2BMjQ3NDM1MDU8L2FjY2Vzc2lvbi1udW0%%2BaHR0cHM6Ly93d3cubmNiaS5ubG0ubmloLmdvdi9wdWJtZWQvMjQ3NDM1MDU8L3VybD48L3JlbGF0ZWQtdXJscz48L3VybHM%2BPGVsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjEwLjEwOTcvTUVHLjAwMDAwMDAwMDAwMDAwOTc8L2VsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjxsYW5ndWFnZT5lbmc8L2xhbmd1YWdlPjxudW1iZXI%%3D%3D
https://web.endnote.%2BMTc8L3JlZi10eXBlPjxjb250cmlidXRvcnM%2BPGF1dGhvcnM%2BPGF1dGhvcj5IdWFuZywgWS48L2F1dGhvcj48YXV0aG9yPlNoYW8sIFkuPC9hdXRob3I%2BPGF1dGhvcj5ZdSwgWC48L2F1dGhvcj48YXV0aG9yPkNoZW4sIEMuPC9hdXRob3I%2BPGF1dGhvcj5HdW8sIEouPC9hdXRob3I%2BPGF1dGhvcj5ZZSwgRy48L2F1dGhvcj48L2F1dGhvcnM%2BPC9jb250cmlidXRvcnM%2BPGF1dGgtYWRkcmVzcz5EZXBhcnRtZW50IG9mIEdhc3Ryb2VudGVyb2xvZ3ksIHRoZSBGaXJzdCBBZmZpbGlhdGVkIEhvc3BpdGFsIG9mIE5pbmdibyBVbml2ZXJzaXR5LCBOaW5nYm8gMzE1MDIwLCBDaGluYS4gRGVwYXJ0bWVudCBvZiBCaW9jaGVtaXN0cnkgYW5kIE1vbGVjdWxhciBCaW9sb2d5LCBTY2hvb2wgb2YgQmFzaWMgTWVkaWNhbCBTY2llbmNlcywgSGVhbHRoIFNjaWVuY2UgQ2VudGVyLCBOaW5nYm8gVW5pdmVyc2l0eSwgTmluZ2JvIDMxNTIxMSwgQ2hpbmEuIEluc3RpdHV0ZSBvZiBEaWdlc3RpdmUgRGlzZWFzZSBvZiBOaW5nYm8gVW5pdmVyc2l0eSwgTmluZ2JvIDMxNTAyMCwgQ2hpbmEuPC9hdXRoLWFkZHJlc3M%2BPHRpdGxlcz48dGl0bGU%2BR2xvYmFsIHByb2dyZXNzIGFuZCBmdXR1cmUgcHJvc3BlY3RzIG9mIGVhcmx5IGdhc3RyaWMgY2FuY2VyIHNjcmVlbmluZzwvdGl0bGU%2BPHNlY29uZGFyeS10aXRsZT5KIENhbmNlcjwvc2Vjb25kYXJ5LXRpdGxlPjwvdGl0bGVzPjxkYXRlcz48eWVhcj4yMDI0PC95ZWFyPjwvZGF0ZXM%2BPHBhZ2VzPjMwNDUtMzA2NDwvcGFnZXM%2BPHZvbHVtZT4xNTwvdm9sdW1lPjxlZGl0aW9uPjIwMjQwNDA4PC9lZGl0aW9uPjxrZXl3b3Jkcz48a2V5d29yZD5CaW9tYXJrZXJzPC9rZXl3b3JkPjxrZXl3b3JkPkVhcmx5IHNjcmVlbmluZzwva2V5d29yZD48a2V5d29yZD5FbmRvc2NvcHk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BR2FzdHJpYyBjYW5jZXI8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSW1hZ2luZzwva2V5d29yZD48a2V5d29yZD5Ob25jb2RpbmcgUk5BPC9rZXl3b3JkPjwva2V5d29yZHM%2BPGlzYm4%%2BSHVhbmcsIFlpeGlhb1xuU2hhbywgWW9uZ2Z1XG5ZdSwgWHVhblxuQ2hlbiwgQ2h1amlhXG5HdW8sIEp1bm1pbmdcblllLCBHdW9saWFuZ1xuMjAyNC81LzY8L25vdGVzPjx1cmxzPjxyZWxhdGVkLXVybHM%2BPHVybD5odHRwczovL3d3dy5uY2JpLm5sbS5uaWguZ292L3B1Ym1lZC8zODcwNjkxMzwvdXJsPjwvcmVsYXRlZC11cmxzPjwvdXJscz48Y3VzdG9tMT5Db21wZXRpbmcgSW50ZXJlc3RzOiBUaGUgYXV0aG9ycyBoYXZlIGRlY2xhcmVkIHRoYXQgbm8gY29tcGV0aW5nIGludGVyZXN0IGV4aXN0cy48L2N1c3RvbTE%2BPGN1c3RvbTI%2BUE1DMTEwNjQyNjY8L2N1c3RvbTI%2BPGVsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjEwLjcxNTAvamNhLjk1MzExPC9lbGVjdHJvbmljLXJlc291cmNlLW51bT48bGFuZ3VhZ2U%2BZW5nPC9sYW5ndWFnZT48bnVtYmVyPjEwPC9udW1iZXI%2BPHJlYy1ndWlkPmRkODk3MDhhLTI2ZjItNDU5NC1hOTFhLTc5YzliNjg4ZTU2NzwvcmVjLWd1aWQ%2BPHJlYy11c24%%3D
https://web.endnote.%%2BPHJlZi10eXBlPjE3PC9yZWYtdHlwZT48Y29udHJpYnV0b3JzPjxhdXRob3JzPjxhdXRob3I%2BRXNwb3NpdG8sIEcuPC9hdXRob3I%2BPGF1dGhvcj5QaW1lbnRlbC1OdW5lcywgUC48L2F1dGhvcj48YXV0aG9yPkFuZ2VsZXR0aSwgUy48L2F1dGhvcj48YXV0aG9yPkNhc3RybywgUi48L2F1dGhvcj48YXV0aG9yPkxpYsOibmlvLCBELjwvYXV0aG9yPjxhdXRob3I%2BR2FsbGksIEcuPC9hdXRob3I%2BPGF1dGhvcj5MYWhuZXIsIEUuPC9hdXRob3I%2BPGF1dGhvcj5EaSBHaXVsaW8sIEUuPC9hdXRob3I%2BPGF1dGhvcj5Bbm5pYmFsZSwgQi48L2F1dGhvcj48YXV0aG9yPkRpbmlzLVJpYmVpcm8sIE0uPC9hdXRob3I%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjxhdXRoLWFkZHJlc3M%%2BPGRhdGU%2BSnVuPC9kYXRlPjwvcHViLWRhdGVzPjwvZGF0ZXM%2BPHBhZ2VzPjUxNS01MjE8L3BhZ2VzPjx2b2x1bWU%2BNTE8L3ZvbHVtZT48ZWRpdGlvbj4yMDE4MTIyMTwvZWRpdGlvbj48a2V5d29yZHM%2BPGtleXdvcmQ%2BQWRlbm9jYXJjaW5vbWE8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQWdlZDwva2V5d29yZD48a2V5d29yZD5CaW9wc3k8L2tleXdvcmQ%2BPGtleXdvcmQ%2BRW5kb3Njb3B5LCBHYXN0cm9pbnRlc3RpbmFsPC9rZXl3b3JkPjxrZXl3b3JkPkZlbWFsZTwva2V5d29yZD48a2V5d29yZD5IdW1hbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSW50ZXN0aW5hbCBEaXNlYXNlczwva2V5d29yZD48a2V5d29yZD5JbnRlc3RpbmFsIE5lb3BsYXNtczwva2V5d29yZD48a2V5d29yZD5JdGFseTwva2V5d29yZD48a2V5d29yZD5NYWxlPC9rZXl3b3JkPjxrZXl3b3JkPk1ldGFwbGFzaWE8L2tleXdvcmQ%2BPGtleXdvcmQ%2BTWlkZGxlIEFnZWQ8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUG9ydHVnYWw8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUHJlY2FuY2Vyb3VzIENvbmRpdGlvbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUHJvc3BlY3RpdmUgU3R1ZGllczwva2V5d29yZD48a2V5d29yZD5SaXNrIEFzc2Vzc21lbnQ8L2tleXdvcmQ%2BPC9rZXl3b3Jkcz48aXNibj4xNDM4LTg4MTI8L2lzYm4%2BPGFjY2Vzc2lvbi1udW0%2BMzA1NzcwNjI8L2FjY2Vzc2lvbi1udW0%%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzMwNTc3MDYyPC91cmw%2BPC9yZWxhdGVkLXVybHM%2BPC91cmxzPjxjdXN0b20xPk5vbmU8L2N1c3RvbTE%2BPGVsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjEwLjEwNTUvYS0wODA4LTMxODY8L2VsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjxsYW5ndWFnZT5lbmc8L2xhbmd1YWdlPjxudW1iZXI%%3D
https://web.endnote.%2BPHJlZi10eXBlPjE3PC9yZWYtdHlwZT48Y29udHJpYnV0b3JzPjxhdXRob3JzPjxhdXRob3I%2BQ29sZXR0YSwgTS48L2F1dGhvcj48YXV0aG9yPlNhbWksIFMuIFMuPC9hdXRob3I%2BPGF1dGhvcj5OYWNoaWFwcGFuLCBBLjwvYXV0aG9yPjxhdXRob3I%2BRnJhcXVlbGxpLCBNLjwvYXV0aG9yPjxhdXRob3I%%2BPHRpdGxlcz48dGl0bGU%2BQWNldGljIGFjaWQgY2hyb21vZW5kb3Njb3B5IGZvciB0aGUgZGlhZ25vc2lzIG9mIGVhcmx5IG5lb3BsYXNpYSBhbmQgc3BlY2lhbGl6ZWQgaW50ZXN0aW5hbCBtZXRhcGxhc2lhIGluIEJhcnJldHQncyBlc29waGFndXM6IGEgbWV0YS1hbmFseXNpczwvdGl0bGU%2BPHNlY29uZGFyeS10aXRsZT5HYXN0cm9pbnRlc3QgRW5kb3NjPC9zZWNvbmRhcnktdGl0bGU%2BPC90aXRsZXM%2BPGRhdGVzPjx5ZWFyPjIwMTY8L3llYXI%2BPHB1Yi1kYXRlcz48ZGF0ZT5KYW48L2RhdGU%2BPC9wdWItZGF0ZXM%2BPC9kYXRlcz48cGFnZXM%2BNTctNjcuZTE8L3BhZ2VzPjx2b2x1bWU%2BODM8L3ZvbHVtZT48ZWRpdGlvbj4yMDE1MDkxMjwvZWRpdGlvbj48a2V5d29yZHM%2BPGtleXdvcmQ%2BQWNldGljIEFjaWQ8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQWRlbm9jYXJjaW5vbWE8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQmFycmV0dCBFc29waGFndXM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BRWFybHkgRGV0ZWN0aW9uIG9mIENhbmNlcjwva2V5d29yZD48a2V5d29yZD5Fc29waGFnZWFsIE5lb3BsYXNtczwva2V5d29yZD48a2V5d29yZD5Fc29waGFnb3Njb3B5PC9rZXl3b3JkPjxrZXl3b3JkPkh1bWFuczwva2V5d29yZD48a2V5d29yZD5JbmRpY2F0b3JzIGFuZCBSZWFnZW50czwva2V5d29yZD48a2V5d29yZD5MaWtlbGlob29kIEZ1bmN0aW9uczwva2V5d29yZD48a2V5d29yZD5OZW9wbGFzbSBHcmFkaW5nPC9rZXl3b3JkPjxrZXl3b3JkPlByZWRpY3RpdmUgVmFsdWUgb2YgVGVzdHM8L2tleXdvcmQ%2BPC9rZXl3b3Jkcz48aXNibj4xMDk3LTY3Nzk8L2lzYm4%2BPGFjY2Vzc2lvbi1udW0%2BMjYzNzE4NTE8L2FjY2Vzc2lvbi1udW0%%2BPG5vdGVzPkNvbGV0dGEsIE1hcmluYVxuU2FtaSwgU2FybWVkIFNcbk5hY2hpYXBwYW4sIEFydW5cbkZyYXF1ZWxsaSwgTWlyZWxsYVxuQ2FzYXp6YSwgR2lvdmFubmlcblJhZ3VuYXRoLCBLcmlzaFxuMjAxNS85LzE2PC9ub3Rlcz48dXJscz48cmVsYXRlZC11cmxzPjx1cmw%2BaHR0cHM6Ly93d3cubmNiaS5ubG0ubmloLmdvdi9wdWJtZWQvMjYzNzE4NTE8L3VybD48L3JlbGF0ZWQtdXJscz48L3VybHM%2BPGVsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjEwLjEwMTYvai5naWUuMjAxNS4wNy4wMjM8L2VsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjxsYW5ndWFnZT5lbmc8L2xhbmd1YWdlPjxudW1iZXI%
https://web.endnote.%2BMTc8L3JlZi10eXBlPjxjb250cmlidXRvcnM%2BPGF1dGhvcnM%2BPGF1dGhvcj5IdWFuZywgWS48L2F1dGhvcj48YXV0aG9yPlNoYW8sIFkuPC9hdXRob3I%2BPGF1dGhvcj5ZdSwgWC48L2F1dGhvcj48YXV0aG9yPkNoZW4sIEMuPC9hdXRob3I%2BPGF1dGhvcj5HdW8sIEouPC9hdXRob3I%2BPGF1dGhvcj5ZZSwgRy48L2F1dGhvcj48L2F1dGhvcnM%2BPC9jb250cmlidXRvcnM%2BPGF1dGgtYWRkcmVzcz5EZXBhcnRtZW50IG9mIEdhc3Ryb2VudGVyb2xvZ3ksIHRoZSBGaXJzdCBBZmZpbGlhdGVkIEhvc3BpdGFsIG9mIE5pbmdibyBVbml2ZXJzaXR5LCBOaW5nYm8gMzE1MDIwLCBDaGluYS4gRGVwYXJ0bWVudCBvZiBCaW9jaGVtaXN0cnkgYW5kIE1vbGVjdWxhciBCaW9sb2d5LCBTY2hvb2wgb2YgQmFzaWMgTWVkaWNhbCBTY2llbmNlcywgSGVhbHRoIFNjaWVuY2UgQ2VudGVyLCBOaW5nYm8gVW5pdmVyc2l0eSwgTmluZ2JvIDMxNTIxMSwgQ2hpbmEuIEluc3RpdHV0ZSBvZiBEaWdlc3RpdmUgRGlzZWFzZSBvZiBOaW5nYm8gVW5pdmVyc2l0eSwgTmluZ2JvIDMxNTAyMCwgQ2hpbmEuPC9hdXRoLWFkZHJlc3M%2BPHRpdGxlcz48dGl0bGU%2BR2xvYmFsIHByb2dyZXNzIGFuZCBmdXR1cmUgcHJvc3BlY3RzIG9mIGVhcmx5IGdhc3RyaWMgY2FuY2VyIHNjcmVlbmluZzwvdGl0bGU%2BPHNlY29uZGFyeS10aXRsZT5KIENhbmNlcjwvc2Vjb25kYXJ5LXRpdGxlPjwvdGl0bGVzPjxkYXRlcz48eWVhcj4yMDI0PC95ZWFyPjwvZGF0ZXM%2BPHBhZ2VzPjMwNDUtMzA2NDwvcGFnZXM%2BPHZvbHVtZT4xNTwvdm9sdW1lPjxlZGl0aW9uPjIwMjQwNDA4PC9lZGl0aW9uPjxrZXl3b3Jkcz48a2V5d29yZD5CaW9tYXJrZXJzPC9rZXl3b3JkPjxrZXl3b3JkPkVhcmx5IHNjcmVlbmluZzwva2V5d29yZD48a2V5d29yZD5FbmRvc2NvcHk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BR2FzdHJpYyBjYW5jZXI8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSW1hZ2luZzwva2V5d29yZD48a2V5d29yZD5Ob25jb2RpbmcgUk5BPC9rZXl3b3JkPjwva2V5d29yZHM%2BPGlzYm4%%2BSHVhbmcsIFlpeGlhb1xuU2hhbywgWW9uZ2Z1XG5ZdSwgWHVhblxuQ2hlbiwgQ2h1amlhXG5HdW8sIEp1bm1pbmdcblllLCBHdW9saWFuZ1xuMjAyNC81LzY8L25vdGVzPjx1cmxzPjxyZWxhdGVkLXVybHM%2BPHVybD5odHRwczovL3d3dy5uY2JpLm5sbS5uaWguZ292L3B1Ym1lZC8zODcwNjkxMzwvdXJsPjwvcmVsYXRlZC11cmxzPjwvdXJscz48Y3VzdG9tMT5Db21wZXRpbmcgSW50ZXJlc3RzOiBUaGUgYXV0aG9ycyBoYXZlIGRlY2xhcmVkIHRoYXQgbm8gY29tcGV0aW5nIGludGVyZXN0IGV4aXN0cy48L2N1c3RvbTE%2BPGN1c3RvbTI%2BUE1DMTEwNjQyNjY8L2N1c3RvbTI%2BPGVsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjEwLjcxNTAvamNhLjk1MzExPC9lbGVjdHJvbmljLXJlc291cmNlLW51bT48bGFuZ3VhZ2U%2BZW5nPC9sYW5ndWFnZT48bnVtYmVyPjEwPC9udW1iZXI%2BPHJlYy1ndWlkPmRkODk3MDhhLTI2ZjItNDU5NC1hOTFhLTc5YzliNjg4ZTU2NzwvcmVjLWd1aWQ%2BPHJlYy11c24%2BMTg4PC9yZWMtdXNuPjwvcmVjb3JkPiJ9XSwiZ3VpZCI6ImRkODk3MDhhLTI2ZjItNDU5NC1hOTFhLTc5YzliNjg4ZTU2NyJ9XX0%3D
https://web.endnote.com/citations/eyJkaXNwbGF5VGV4dCI6Ils0MV0iLCJjaXRhdGlvbnMiOlt7ImJpYmxpb0NvbnRlbnQiOlt7InZvbHVtZSI6IjI2IiwicnN4bWwiOiI8cmVjb3JkPjxyZWYtdHlwZT4xNzwvcmVmLXR5cGU%2BPGNvbnRyaWJ1dG9ycz48YXV0aG9ycz48YXV0aG9yPkJhcmJlaXJvLCBTLjwvYXV0aG9yPjxhdXRob3I%2BTGliw6JuaW8sIEQuPC9hdXRob3I%2BPGF1dGhvcj5DYXN0cm8sIFIuPC9hdXRob3I%2BPGF1dGhvcj5EaW5pcy1SaWJlaXJvLCBNLjwvYXV0aG9yPjxhdXRob3I%2BUGltZW50ZWwtTnVuZXMsIFAuPC9hdXRob3I%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjxhdXRoLWFkZHJlc3M%2BRGVwYXJ0bWVudCBvZiBHYXN0cm9lbnRlcm9sb2d5LCBDZW50cm8gSG9zcGl0YWxhciBkZSBMZWlyaWEsIExlaXJpYSwgUG9ydHVnYWwuIERlcGFydG1lbnQgb2YgR2FzdHJvZW50ZXJvbG9neSwgSW5zdGl0dXRvIFBvcnR1Z3XDqnMgZGUgT25jb2xvZ2lhIGRvIFBvcnRvLCBQb3J0bywgUG9ydHVnYWwuPC9hdXRoLWFkZHJlc3M%2BPHRpdGxlcz48dGl0bGU%2BTmFycm93LUJhbmQgSW1hZ2luZzogQ2xpbmljYWwgQXBwbGljYXRpb24gaW4gR2FzdHJvaW50ZXN0aW5hbCBFbmRvc2NvcHk8L3RpdGxlPjxzZWNvbmRhcnktdGl0bGU%2BR0UgUG9ydCBKIEdhc3Ryb2VudGVyb2w8L3NlY29uZGFyeS10aXRsZT48L3RpdGxlcz48ZGF0ZXM%2BPHllYXI%2BMjAxODwveWVhcj48cHViLWRhdGVzPjxkYXRlPkRlYzwvZGF0ZT48L3B1Yi1kYXRlcz48L2RhdGVzPjxwYWdlcz40MC01MzwvcGFnZXM%2BPHZvbHVtZT4yNjwvdm9sdW1lPjxlZGl0aW9uPjIwMTgwMzI3PC9lZGl0aW9uPjxrZXl3b3Jkcz48a2V5d29yZD5CYXJyZXR0IGVzb3BoYWd1czwva2V5d29yZD48a2V5d29yZD5DaHJvbW9lbmRvc2NvcHk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQ29sb25pYyBwb2x5cHM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BRWFybHkgZ2FzdHJpYyBjYW5jZXI8L2tleXdvcmQ%2BPGtleXdvcmQ%2BRW5kb3Njb3BpYyBjbGFzc2lmaWNhdGlvbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BR2FzdHJpYyBpbnRlc3RpbmFsIG1ldGFwbGFzaWE8L2tleXdvcmQ%2BPGtleXdvcmQ%2BTmFycm93LWJhbmQgaW1hZ2luZzwva2V5d29yZD48a2V5d29yZD5TcXVhbW91cyBjZWxsIGNhcmNpbm9tYTwva2V5d29yZD48L2tleXdvcmRzPjxpc2JuPjIzNDEtNDU0NTwvaXNibj48YWNjZXNzaW9uLW51bT4zMDY3NTUwMzwvYWNjZXNzaW9uLW51bT48YWJzdHJhY3Q%%2BQmFyYmVpcm8sIFNhbmRyYVxuTGliw6JuaW8sIERpb2dvXG5DYXN0cm8sIFJ1aVxuRGluaXMtUmliZWlybywgTcOhcmlvXG5QaW1lbnRlbC1OdW5lcywgUGVkcm9cbjIwMTkvMS8yNTwvbm90ZXM%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzMwNjc1NTAzPC91cmw%2BPC9yZWxhdGVkLXVybHM%2BPC91cmxzPjxjdXN0b20yPlBNQzYzNDEzNjc8L2N1c3RvbTI%2BPGVsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjEwLjExNTkvMDAwNDg3NDcwPC9lbGVjdHJvbmljLXJlc291cmNlLW51bT48bGFuZ3VhZ2U%2BZW5nPC9sYW5ndWFnZT48bnVtYmVyPjE8L251bWJlcj48cmVjLWd1aWQ%%3D
https://web.endnote.%2BPHJlZi10eXBlPjE3PC9yZWYtdHlwZT48Y29udHJpYnV0b3JzPjxhdXRob3JzPjxhdXRob3I%2BTm9yd29vZCwgRC4gQS48L2F1dGhvcj48YXV0aG9yPk1vbnRhbHZhbi1TYW5jaGV6LCBFLjwvYXV0aG9yPjxhdXRob3I%2BRG9taW5ndWV6LCBSLiBMLjwvYXV0aG9yPjxhdXRob3I%%2BPHRpdGxlPkdhc3RyaWMgQ2FuY2VyOiBFbWVyZ2luZyBUcmVuZHMgaW4gUHJldmVudGlvbiwgRGlhZ25vc2lzLCBhbmQgVHJlYXRtZW50PC90aXRsZT48c2Vjb25kYXJ5LXRpdGxlPkdhc3Ryb2VudGVyb2wgQ2xpbiBOb3J0aCBBbTwvc2Vjb25kYXJ5LXRpdGxlPjwvdGl0bGVzPjxkYXRlcz48eWVhcj4yMDIyPC95ZWFyPjxwdWItZGF0ZXM%2BPGRhdGU%2BU2VwPC9kYXRlPjwvcHViLWRhdGVzPjwvZGF0ZXM%2BPHBhZ2VzPjUwMS01MTg8L3BhZ2VzPjx2b2x1bWU%2BNTE8L3ZvbHVtZT48a2V5d29yZHM%2BPGtleXdvcmQ%2BQjctSDEgQW50aWdlbjwva2V5d29yZD48a2V5d29yZD5DYXJjaW5vZ2Vuczwva2V5d29yZD48a2V5d29yZD5HYXN0cmljIE11Y29zYTwva2V5d29yZD48a2V5d29yZD5HYXN0cm9zY29weTwva2V5d29yZD48a2V5d29yZD5IZWxpY29iYWN0ZXIgSW5mZWN0aW9uczwva2V5d29yZD48a2V5d29yZD5IZWxpY29iYWN0ZXIgcHlsb3JpPC9rZXl3b3JkPjxrZXl3b3JkPkh1bWFuczwva2V5d29yZD48a2V5d29yZD5QcmVjYW5jZXJvdXMgQ29uZGl0aW9uczwva2V5d29yZD48a2V5d29yZD5TdG9tYWNoIE5lb3BsYXNtczwva2V5d29yZD48a2V5d29yZD5EaWFnbm9zaXM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BR2FzdHJpYyBjYW5jZXI8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUHJldmVudGlvbjwva2V5d29yZD48a2V5d29yZD5UcmVhdG1lbnQ8L2tleXdvcmQ%2BPC9rZXl3b3Jkcz48aXNibj4xNTU4LTE5NDI8L2lzYm4%2BPGFjY2Vzc2lvbi1udW0%2BMzYxNTMxMDc8L2FjY2Vzc2lvbi1udW0%%2BTm9yd29vZCwgRGFsdG9uIEFcbk1vbnRhbHZhbi1TYW5jaGV6LCBFbGVhemFyXG5Eb21pbmd1ZXosIFJpY2FyZG8gTFxuTW9yZ2FuLCBEb3VnbGFzIFJcbjIwMjIvOS8yNTwvbm90ZXM%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzM2MTUzMTA3PC91cmw%2BPC9yZWxhdGVkLXVybHM%2BPC91cmxzPjxjdXN0b20xPkRpc2Nsb3N1cmUgQ2FuY2VyIFByZXZlbnRpb24gUGhhcm1hY2V1dGljYWxzIGFuZCBUaG9ybmUgUmVzZWFyY2ggKE5DSSBmdW5kZWQgc3R1ZGllcywgd2l0aCBjb21wYW55IGRvbmF0aW9uIG9mIHN0dWR5IG1lZGljYXRpb25zKSAoRFJNKS4gQ0R4IERpYWdub3N0aWNzIChJbnZlc3RpZ2F0b3IgaW5pdGlhdGVkIHN0dWR5LCB3aXRoIGNvbXBhbnkgZG9uYXRpb24gb2YgZGlzcG9zYWJsZXMpIChEUk0pLiBGcmVlbm9tZSBJbmMuIChUcmlhbCBwYXJ0aWNpcGF0aW9uIGJ5IHRoZSBVbml2ZXJzaXR5KSAoRFJNKS48L2N1c3RvbTE%2BPGVsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjEwLjEwMTYvai5ndGMuMjAyMi4wNS4wMDE8L2VsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjxsYW5ndWFnZT5lbmc8L2xhbmd1YWdlPjxudW1iZXI%%3D
https://web.endnote.%2BPHJlZi10eXBlPjE3PC9yZWYtdHlwZT48Y29udHJpYnV0b3JzPjxhdXRob3JzPjxhdXRob3I%2BQmFyYmVpcm8sIFMuPC9hdXRob3I%2BPGF1dGhvcj5MaWLDom5pbywgRC48L2F1dGhvcj48YXV0aG9yPkNhc3RybywgUi48L2F1dGhvcj48YXV0aG9yPkRpbmlzLVJpYmVpcm8sIE0uPC9hdXRob3I%2BPGF1dGhvcj5QaW1lbnRlbC1OdW5lcywgUC48L2F1dGhvcj48L2F1dGhvcnM%2BPC9jb250cmlidXRvcnM%2BPGF1dGgtYWRkcmVzcz5EZXBhcnRtZW50IG9mIEdhc3Ryb2VudGVyb2xvZ3ksIENlbnRybyBIb3NwaXRhbGFyIGRlIExlaXJpYSwgTGVpcmlhLCBQb3J0dWdhbC4gRGVwYXJ0bWVudCBvZiBHYXN0cm9lbnRlcm9sb2d5LCBJbnN0aXR1dG8gUG9ydHVndcOqcyBkZSBPbmNvbG9naWEgZG8gUG9ydG8sIFBvcnRvLCBQb3J0dWdhbC48L2F1dGgtYWRkcmVzcz48dGl0bGVzPjx0aXRsZT5OYXJyb3ctQmFuZCBJbWFnaW5nOiBDbGluaWNhbCBBcHBsaWNhdGlvbiBpbiBHYXN0cm9pbnRlc3RpbmFsIEVuZG9zY29weTwvdGl0bGU%2BPHNlY29uZGFyeS10aXRsZT5HRSBQb3J0IEogR2FzdHJvZW50ZXJvbDwvc2Vjb25kYXJ5LXRpdGxlPjwvdGl0bGVzPjxkYXRlcz48eWVhcj4yMDE4PC95ZWFyPjxwdWItZGF0ZXM%2BPGRhdGU%2BRGVjPC9kYXRlPjwvcHViLWRhdGVzPjwvZGF0ZXM%2BPHBhZ2VzPjQwLTUzPC9wYWdlcz48dm9sdW1lPjI2PC92b2x1bWU%2BPGVkaXRpb24%2BMjAxODAzMjc8L2VkaXRpb24%2BPGtleXdvcmRzPjxrZXl3b3JkPkJhcnJldHQgZXNvcGhhZ3VzPC9rZXl3b3JkPjxrZXl3b3JkPkNocm9tb2VuZG9zY29weTwva2V5d29yZD48a2V5d29yZD5Db2xvbmljIHBvbHlwczwva2V5d29yZD48a2V5d29yZD5FYXJseSBnYXN0cmljIGNhbmNlcjwva2V5d29yZD48a2V5d29yZD5FbmRvc2NvcGljIGNsYXNzaWZpY2F0aW9uczwva2V5d29yZD48a2V5d29yZD5HYXN0cmljIGludGVzdGluYWwgbWV0YXBsYXNpYTwva2V5d29yZD48a2V5d29yZD5OYXJyb3ctYmFuZCBpbWFnaW5nPC9rZXl3b3JkPjxrZXl3b3JkPlNxdWFtb3VzIGNlbGwgY2FyY2lub21hPC9rZXl3b3JkPjwva2V5d29yZHM%2BPGlzYm4%%2BaHR0cHM6Ly93d3cubmNiaS5ubG0ubmloLmdvdi9wdWJtZWQvMzA2NzU1MDM8L3VybD48L3JlbGF0ZWQtdXJscz48L3VybHM%2BPGN1c3RvbTI%2BUE1DNjM0MTM2NzwvY3VzdG9tMj48ZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BMTAuMTE1OS8wMDA0ODc0NzA8L2VsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjxsYW5ndWFnZT5lbmc8L2xhbmd1YWdlPjxudW1iZXI%%3D
https://web.endnote.%2BMTc8L3JlZi10eXBlPjxjb250cmlidXRvcnM%2BPGF1dGhvcnM%2BPGF1dGhvcj5Ob3J3b29kLCBELiBBLjwvYXV0aG9yPjxhdXRob3I%2BTW9udGFsdmFuLVNhbmNoZXosIEUuPC9hdXRob3I%2BPGF1dGhvcj5Eb21pbmd1ZXosIFIuIEwuPC9hdXRob3I%2BPGF1dGhvcj5Nb3JnYW4sIEQuIFIuPC9hdXRob3I%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjxhdXRoLWFkZHJlc3M%%2BPHRpdGxlcz48dGl0bGU%2BR2FzdHJpYyBDYW5jZXI6IEVtZXJnaW5nIFRyZW5kcyBpbiBQcmV2ZW50aW9uLCBEaWFnbm9zaXMsIGFuZCBUcmVhdG1lbnQ8L3RpdGxlPjxzZWNvbmRhcnktdGl0bGU%2BR2FzdHJvZW50ZXJvbCBDbGluIE5vcnRoIEFtPC9zZWNvbmRhcnktdGl0bGU%2BPC90aXRsZXM%2BPGRhdGVzPjx5ZWFyPjIwMjI8L3llYXI%2BPHB1Yi1kYXRlcz48ZGF0ZT5TZXA8L2RhdGU%2BPC9wdWItZGF0ZXM%2BPC9kYXRlcz48cGFnZXM%2BNTAxLTUxODwvcGFnZXM%2BPHZvbHVtZT41MTwvdm9sdW1lPjxrZXl3b3Jkcz48a2V5d29yZD5CNy1IMSBBbnRpZ2VuPC9rZXl3b3JkPjxrZXl3b3JkPkNhcmNpbm9nZW5zPC9rZXl3b3JkPjxrZXl3b3JkPkdhc3RyaWMgTXVjb3NhPC9rZXl3b3JkPjxrZXl3b3JkPkdhc3Ryb3Njb3B5PC9rZXl3b3JkPjxrZXl3b3JkPkhlbGljb2JhY3RlciBJbmZlY3Rpb25zPC9rZXl3b3JkPjxrZXl3b3JkPkhlbGljb2JhY3RlciBweWxvcmk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSHVtYW5zPC9rZXl3b3JkPjxrZXl3b3JkPlByZWNhbmNlcm91cyBDb25kaXRpb25zPC9rZXl3b3JkPjxrZXl3b3JkPlN0b21hY2ggTmVvcGxhc21zPC9rZXl3b3JkPjxrZXl3b3JkPkRpYWdub3Npczwva2V5d29yZD48a2V5d29yZD5HYXN0cmljIGNhbmNlcjwva2V5d29yZD48a2V5d29yZD5QcmV2ZW50aW9uPC9rZXl3b3JkPjxrZXl3b3JkPlRyZWF0bWVudDwva2V5d29yZD48L2tleXdvcmRzPjxpc2JuPjE1NTgtMTk0MjwvaXNibj48YWNjZXNzaW9uLW51bT4zNjE1MzEwNzwvYWNjZXNzaW9uLW51bT48YWJzdHJhY3Q%%2BaHR0cHM6Ly93d3cubmNiaS5ubG0ubmloLmdvdi9wdWJtZWQvMzYxNTMxMDc8L3VybD48L3JlbGF0ZWQtdXJscz48L3VybHM%2BPGN1c3RvbTE%2BRGlzY2xvc3VyZSBDYW5jZXIgUHJldmVudGlvbiBQaGFybWFjZXV0aWNhbHMgYW5kIFRob3JuZSBSZXNlYXJjaCAoTkNJIGZ1bmRlZCBzdHVkaWVzLCB3aXRoIGNvbXBhbnkgZG9uYXRpb24gb2Ygc3R1ZHkgbWVkaWNhdGlvbnMpIChEUk0pLiBDRHggRGlhZ25vc3RpY3MgKEludmVzdGlnYXRvciBpbml0aWF0ZWQgc3R1ZHksIHdpdGggY29tcGFueSBkb25hdGlvbiBvZiBkaXNwb3NhYmxlcykgKERSTSkuIEZyZWVub21lIEluYy4gKFRyaWFsIHBhcnRpY2lwYXRpb24gYnkgdGhlIFVuaXZlcnNpdHkpIChEUk0pLjwvY3VzdG9tMT48ZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BMTAuMTAxNi9qLmd0Yy4yMDIyLjA1LjAwMTwvZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BPGxhbmd1YWdlPmVuZzwvbGFuZ3VhZ2U%2BPG51bWJlcj4zPC9udW1iZXI%2BPHJlYy1ndWlkPmVjY2UxMzg2LTRlZDItNDEyZi1hZWU0LTViMjM5YjBkY2Q4YjwvcmVjLWd1aWQ%2BPHJlYy11c24%2BNTM8L3JlYy11c24%2BPC9yZWNvcmQ%%2BPGNvbnRyaWJ1dG9ycz48YXV0aG9ycz48YXV0aG9yPkJhcmJlaXJvLCBTLjwvYXV0aG9yPjxhdXRob3I%2BTGliw6JuaW8sIEQuPC9hdXRob3I%2BPGF1dGhvcj5DYXN0cm8sIFIuPC9hdXRob3I%2BPGF1dGhvcj5EaW5pcy1SaWJlaXJvLCBNLjwvYXV0aG9yPjxhdXRob3I%2BUGltZW50ZWwtTnVuZXMsIFAuPC9hdXRob3I%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjxhdXRoLWFkZHJlc3M%2BRGVwYXJ0bWVudCBvZiBHYXN0cm9lbnRlcm9sb2d5LCBDZW50cm8gSG9zcGl0YWxhciBkZSBMZWlyaWEsIExlaXJpYSwgUG9ydHVnYWwuIERlcGFydG1lbnQgb2YgR2FzdHJvZW50ZXJvbG9neSwgSW5zdGl0dXRvIFBvcnR1Z3XDqnMgZGUgT25jb2xvZ2lhIGRvIFBvcnRvLCBQb3J0bywgUG9ydHVnYWwuPC9hdXRoLWFkZHJlc3M%2BPHRpdGxlcz48dGl0bGU%2BTmFycm93LUJhbmQgSW1hZ2luZzogQ2xpbmljYWwgQXBwbGljYXRpb24gaW4gR2FzdHJvaW50ZXN0aW5hbCBFbmRvc2NvcHk8L3RpdGxlPjxzZWNvbmRhcnktdGl0bGU%2BR0UgUG9ydCBKIEdhc3Ryb2VudGVyb2w8L3NlY29uZGFyeS10aXRsZT48L3RpdGxlcz48ZGF0ZXM%2BPHllYXI%2BMjAxODwveWVhcj48cHViLWRhdGVzPjxkYXRlPkRlYzwvZGF0ZT48L3B1Yi1kYXRlcz48L2RhdGVzPjxwYWdlcz40MC01MzwvcGFnZXM%2BPHZvbHVtZT4yNjwvdm9sdW1lPjxlZGl0aW9uPjIwMTgwMzI3PC9lZGl0aW9uPjxrZXl3b3Jkcz48a2V5d29yZD5CYXJyZXR0IGVzb3BoYWd1czwva2V5d29yZD48a2V5d29yZD5DaHJvbW9lbmRvc2NvcHk8L2tleXdvcmQ%2BPGtleXdvcmQ%2BQ29sb25pYyBwb2x5cHM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BRWFybHkgZ2FzdHJpYyBjYW5jZXI8L2tleXdvcmQ%2BPGtleXdvcmQ%2BRW5kb3Njb3BpYyBjbGFzc2lmaWNhdGlvbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BR2FzdHJpYyBpbnRlc3RpbmFsIG1ldGFwbGFzaWE8L2tleXdvcmQ%2BPGtleXdvcmQ%2BTmFycm93LWJhbmQgaW1hZ2luZzwva2V5d29yZD48a2V5d29yZD5TcXVhbW91cyBjZWxsIGNhcmNpbm9tYTwva2V5d29yZD48L2tleXdvcmRzPjxpc2JuPjIzNDEtNDU0NTwvaXNibj48YWNjZXNzaW9uLW51bT4zMDY3NTUwMzwvYWNjZXNzaW9uLW51bT48YWJzdHJhY3Q%%2BQmFyYmVpcm8sIFNhbmRyYVxuTGliw6JuaW8sIERpb2dvXG5DYXN0cm8sIFJ1aVxuRGluaXMtUmliZWlybywgTcOhcmlvXG5QaW1lbnRlbC1OdW5lcywgUGVkcm9cbjIwMTkvMS8yNTwvbm90ZXM%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzMwNjc1NTAzPC91cmw%2BPC9yZWxhdGVkLXVybHM%2BPC91cmxzPjxjdXN0b20yPlBNQzYzNDEzNjc8L2N1c3RvbTI%2BPGVsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjEwLjExNTkvMDAwNDg3NDcwPC9lbGVjdHJvbmljLXJlc291cmNlLW51bT48bGFuZ3VhZ2U%2BZW5nPC9sYW5ndWFnZT48bnVtYmVyPjE8L251bWJlcj48cmVjLWd1aWQ%%3D
https://web.endnote.%2BKAijIwMTUpIGFuZCBjb25zdWx0YW5jeSBmZWVzIGZyb20gQm9zdG9uIFNjaWVudGlmaWMgKDIwMTTigIrigJPigIoyMDE2KTsgaGVyIGRlcGFydG1lbnQgaGFzIHJlY2VpdmVkIHJlc2VhcmNoIGdyYW50cyBmcm9tIENvb2sgTWVkaWNhbCAoMjAxNOKAiuKAk%%2BPHJlZi10eXBlPjE3PC9yZWYtdHlwZT48Y29udHJpYnV0b3JzPjxhdXRob3JzPjxhdXRob3I%2BUGltZW50ZWwtTnVuZXMsIFAuPC9hdXRob3I%2BPGF1dGhvcj5MaWLDom5pbywgRC48L2F1dGhvcj48YXV0aG9yPk1hcmNvcy1QaW50bywgUi48L2F1dGhvcj48YXV0aG9yPkFyZWlhLCBNLjwvYXV0aG9yPjxhdXRob3I%2BTGVqYSwgTS48L2F1dGhvcj48YXV0aG9yPkVzcG9zaXRvLCBHLjwvYXV0aG9yPjxhdXRob3I%2BR2FycmlkbywgTS48L2F1dGhvcj48YXV0aG9yPktpa3VzdGUsIEkuPC9hdXRob3I%2BPGF1dGhvcj5NZWdyYXVkLCBGLjwvYXV0aG9yPjxhdXRob3I%2BTWF0eXNpYWstQnVkbmlrLCBULjwvYXV0aG9yPjxhdXRob3I%2BQW5uaWJhbGUsIEIuPC9hdXRob3I%2BPGF1dGhvcj5EdW1vbmNlYXUsIEouIE0uPC9hdXRob3I%2BPGF1dGhvcj5CYXJyb3MsIFIuPC9hdXRob3I%2BPGF1dGhvcj5GbMOpam91LCBKLiBGLjwvYXV0aG9yPjxhdXRob3I%2BQ2FybmVpcm8sIEYuPC9hdXRob3I%2BPGF1dGhvcj52YW4gSG9vZnQsIEouIEUuPC9hdXRob3I%2BPGF1dGhvcj5LdWlwZXJzLCBFLiBKLjwvYXV0aG9yPjxhdXRob3I%2BRGluaXMtUmliZWlybywgTS48L2F1dGhvcj48L2F1dGhvcnM%2BPC9jb250cmlidXRvcnM%%2BPHNlY29uZGFyeS10aXRsZT5FbmRvc2NvcHk8L3NlY29uZGFyeS10aXRsZT48L3RpdGxlcz48ZGF0ZXM%2BPHllYXI%2BMjAxOTwveWVhcj48cHViLWRhdGVzPjxkYXRlPkFwcjwvZGF0ZT48L3B1Yi1kYXRlcz48L2RhdGVzPjxwYWdlcz4zNjUtMzg4PC9wYWdlcz48dm9sdW1lPjUxPC92b2x1bWU%2BPGVkaXRpb24%2BMjAxOTAzMDY8L2VkaXRpb24%2BPGtleXdvcmRzPjxrZXl3b3JkPkJpb3BzeTwva2V5d29yZD48a2V5d29yZD5FbmRvc2NvcHksIEdhc3Ryb2ludGVzdGluYWw8L2tleXdvcmQ%2BPGtleXdvcmQ%2BRXVyb3BlPC9rZXl3b3JkPjxrZXl3b3JkPkdhc3RyaXRpcywgQXRyb3BoaWM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSGVsaWNvYmFjdGVyIEluZmVjdGlvbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BSHVtYW5zPC9rZXl3b3JkPjxrZXl3b3JkPk1ldGFwbGFzaWE8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUGF0aWVudCBDYXJlIE1hbmFnZW1lbnQ8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUHJlY2FuY2Vyb3VzIENvbmRpdGlvbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BUmlzayBBc3Nlc3NtZW50PC9rZXl3b3JkPjxrZXl3b3JkPlN0b21hY2ggTmVvcGxhc21zPC9rZXl3b3JkPjwva2V5d29yZHM%2BPGlzYm4%%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzMwODQxMDA4PC91cmw%2BPC9yZWxhdGVkLXVybHM%%2BKAijIwMTUpIGFuZCBjb25zdWx0YW5jeSBmZWVzIGZyb20gQm9zdG9uIFNjaWVudGlmaWMgKDIwMTTigIrigJPigIoyMDE2KTsgaGVyIGRlcGFydG1lbnQgaGFzIHJlY2VpdmVkIHJlc2VhcmNoIGdyYW50cyBmcm9tIENvb2sgTWVkaWNhbCAoMjAxNOKAiuKAk%%2BZW5nPC9sYW5ndWFnZT48bnVtYmVyPjQ8L251bWJlcj48cmVjLWd1aWQ%2BMjdjYmZlNDktNzBhYi00NGVlLWI2NmYtMzVhMzhlZDQzZDczPC9yZWMtZ3VpZD48cmVjLXVzbj4xNTU8L3JlYy11c24%2BPC9yZWNvcmQ%%2BKAijIwMTYpOyBoZXIgZGVwYXJ0bWVudCBoYXMgcmVjZWl2ZWQgcmVzZWFyY2ggZ3JhbnRzIGZyb20gQ29vayBNZWRpY2FsICgyMDE04oCK4oCT4oCKMjAxOCkgYW5kIEFiYm90dCAoMjAxNOKAiuKAk%%3D
https://web.endnote.%2BPHJlZi10eXBlPjE3PC9yZWYtdHlwZT48Y29udHJpYnV0b3JzPjxhdXRob3JzPjxhdXRob3I%2BTGluaGFyZXMsIE0uPC9hdXRob3I%2BPGF1dGhvcj5QaW50bywgQy4gTS48L2F1dGhvcj48YXV0aG9yPkxpYsOibmlvLCBELjwvYXV0aG9yPjxhdXRob3I%2BVGVpeGVpcmEsIE0uIFIuPC9hdXRob3I%2BPGF1dGhvcj5EaW5pcy1SaWJlaXJvLCBNLjwvYXV0aG9yPjxhdXRob3I%2BQnJhbmTDo28sIEMuPC9hdXRob3I%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjxhdXRoLWFkZHJlc3M%%2BPHRpdGxlPkdhc3RyaWMgQ2FuY2VyOiBBIFByYWN0aWNhbCBSZXZpZXcgb24gTWFuYWdlbWVudCBvZiBJbmRpdmlkdWFscyB3aXRoIEhlcmVkaXRhcnkgb3IgRmFtaWxpYWwgUmlzayBmb3IgR2FzdHJpYyBDYW5jZXI8L3RpdGxlPjxzZWNvbmRhcnktdGl0bGU%2BR0UgUG9ydCBKIEdhc3Ryb2VudGVyb2w8L3NlY29uZGFyeS10aXRsZT48L3RpdGxlcz48ZGF0ZXM%2BPHllYXI%2BMjAyMzwveWVhcj48cHViLWRhdGVzPjxkYXRlPkF1ZzwvZGF0ZT48L3B1Yi1kYXRlcz48L2RhdGVzPjxwYWdlcz4yNTMtMjY2PC9wYWdlcz48dm9sdW1lPjMwPC92b2x1bWU%2BPGVkaXRpb24%2BMjAyMjExMTg8L2VkaXRpb24%2BPGtleXdvcmRzPjxrZXl3b3JkPkZhbWlsaWFsIGNhbmNlciByaXNrPC9rZXl3b3JkPjxrZXl3b3JkPkdhc3RyaWMgY2FuY2VyPC9rZXl3b3JkPjxrZXl3b3JkPkhpZ2gtcmlzayBwb3B1bGF0aW9uPC9rZXl3b3JkPjxrZXl3b3JkPlNwb3JhZGljIGNhbmNlciByaXNrPC9rZXl3b3JkPjwva2V5d29yZHM%2BPGlzYm4%%2BPG5vdGVzPkxpbmhhcmVzLCBNYXJpc2FcblBpbnRvLCBDbMOhdWRpYSBNYXJxdWVzXG5MaWLDom5pbywgRGlvZ29cblRlaXhlaXJhLCBNYW51ZWwgUlxuRGluaXMtUmliZWlybywgTcOhcmlvXG5CcmFuZMOjbywgQ2F0YXJpbmFcbjIwMjMvOS8yODwvbm90ZXM%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzM3NzY3MzExPC91cmw%2BPC9yZWxhdGVkLXVybHM%2BPC91cmxzPjxjdXN0b20xPlRoZSBhdXRob3JzIGhhdmUgbm8gY29uZmxpY3RzIG9mIGludGVyZXN0IHRvIGRlY2xhcmUuPC9jdXN0b20xPjxjdXN0b20yPlBNQzEwNTIxMzIyPC9jdXN0b20yPjxlbGVjdHJvbmljLXJlc291cmNlLW51bT4xMC4xMTU5LzAwMDUyNzIwODwvZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BPGxhbmd1YWdlPmVuZzwvbGFuZ3VhZ2U%2BPG51bWJlcj40PC9udW1iZXI%2BPHJlYy1ndWlkPmY4ODc1ZmFlLWYwOTktNDRlNS04MTRlLTlhYThiZDg4NDI1ZjwvcmVjLWd1aWQ%2BPHJlYy11c24%2BNjE8L3JlYy11c24%2BPC9yZWNvcmQ%%2BMTM8L3JlZi10eXBlPjxjb250cmlidXRvcnM%2BPGF1dGhvcnM%%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjx0aXRsZXM%2BPHRpdGxlPlJvbGUgb2YgZ2FzdHJvaW50ZXN0aW5hbCBlbmRvc2NvcHkgaW4gdGhlIHNjcmVlbmluZyBvZiBkaWdlc3RpdmUgdHJhY3QgY2FuY2VycyBpbiBFdXJvcGU6IEV1cm9wZWFuIFNvY2lldHkgb2YgR2FzdHJvaW50ZXN0aW5hbCBFbmRvc2NvcHkgKEVTR0UpIFBvc2l0aW9uIFN0YXRlbWVudDwvdGl0bGU%2BPC90aXRsZXM%2BPGRhdGVzPjx5ZWFyPjIwMjA8L3llYXI%2BPC9kYXRlcz48cHViLWxvY2F0aW9uPkVTR0U8L3B1Yi1sb2NhdGlvbj48dXJscz48cmVsYXRlZC11cmxzPjx1cmw%2BaHR0cHM6Ly93d3cudGhpZW1lLWNvbm5lY3QuY29tL3Byb2R1Y3RzL2Vqb3VybmFscy9wZGYvMTAuMTA1NS9hLTExMDQtNTI0NS5wZGY8L3VybD48L3JlbGF0ZWQtdXJscz48L3VybHM%2BPHJlYy1ndWlkPjBmYzU1YTM5LWMwMDEtNDE0Yi05YmQ5LTc3MDllMGY3OGE4NTwvcmVjLWd1aWQ%2BPHJlYy11c24%2BNjc8L3JlYy11c24%2BPC9yZWNvcmQ%%3D%3D
https://web.endnote.com/citations/eyJkaXNwbGF5VGV4dCI6IlsyN10iLCJjaXRhdGlvbnMiOlt7ImJpYmxpb0NvbnRlbnQiOlt7InJlZmVyZW5jZVR5cGUiOiIxMyIsInJzeG1sIjoiPHJlY29yZD48cmVmLXR5cGU%2BMTM8L3JlZi10eXBlPjxjb250cmlidXRvcnM%2BPGF1dGhvcnM%%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjx0aXRsZXM%2BPHRpdGxlPlJvbGUgb2YgZ2FzdHJvaW50ZXN0aW5hbCBlbmRvc2NvcHkgaW4gdGhlIHNjcmVlbmluZyBvZiBkaWdlc3RpdmUgdHJhY3QgY2FuY2VycyBpbiBFdXJvcGU6IEV1cm9wZWFuIFNvY2lldHkgb2YgR2FzdHJvaW50ZXN0aW5hbCBFbmRvc2NvcHkgKEVTR0UpIFBvc2l0aW9uIFN0YXRlbWVudDwvdGl0bGU%2BPC90aXRsZXM%2BPGRhdGVzPjx5ZWFyPjIwMjA8L3llYXI%2BPC9kYXRlcz48cHViLWxvY2F0aW9uPkVTR0U8L3B1Yi1sb2NhdGlvbj48dXJscz48cmVsYXRlZC11cmxzPjx1cmw%2BaHR0cHM6Ly93d3cudGhpZW1lLWNvbm5lY3QuY29tL3Byb2R1Y3RzL2Vqb3VybmFscy9wZGYvMTAuMTA1NS9hLTExMDQtNTI0NS5wZGY8L3VybD48L3JlbGF0ZWQtdXJscz48L3VybHM%2BPHJlYy1ndWlkPjBmYzU1YTM5LWMwMDEtNDE0Yi05YmQ5LTc3MDllMGY3OGE4NTwvcmVjLWd1aWQ%2BPHJlYy11c24%2BNjc8L3JlYy11c24%2BPC9yZWNvcmQ%%3D%3D
https://web.endnote.%2BMTc8L3JlZi10eXBlPjxjb250cmlidXRvcnM%2BPGF1dGhvcnM%2BPGF1dGhvcj5BcmVpYSwgTS48L2F1dGhvcj48YXV0aG9yPlNwYWFuZGVyLCBNLiBDLjwvYXV0aG9yPjxhdXRob3I%2BS3VpcGVycywgRS4gSi48L2F1dGhvcj48YXV0aG9yPkRpbmlzLVJpYmVpcm8sIE0uPC9hdXRob3I%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjxhdXRoLWFkZHJlc3M%%2BPHNlY29uZGFyeS10aXRsZT5Vbml0ZWQgRXVyb3BlYW4gR2FzdHJvZW50ZXJvbCBKPC9zZWNvbmRhcnktdGl0bGU%2BPC90aXRsZXM%2BPGRhdGVzPjx5ZWFyPjIwMTg8L3llYXI%2BPHB1Yi1kYXRlcz48ZGF0ZT5NYXI8L2RhdGU%2BPC9wdWItZGF0ZXM%2BPC9kYXRlcz48cGFnZXM%2BMTkyLTIwMjwvcGFnZXM%2BPHZvbHVtZT42PC92b2x1bWU%2BPGVkaXRpb24%2BMjAxNzA3MTg8L2VkaXRpb24%2BPGtleXdvcmRzPjxrZXl3b3JkPk1hcmtvdiBjaGFpbnM8L2tleXdvcmQ%2BPGtleXdvcmQ%2BU3RvbWFjaCBuZW9wbGFzbTwva2V5d29yZD48a2V5d29yZD5jb3N0cyBhbmQgY29zdCBhbmFseXNpczwva2V5d29yZD48a2V5d29yZD5lYXJseSBkZXRlY3Rpb24gb2YgY2FuY2VyPC9rZXl3b3JkPjxrZXl3b3JkPmdhc3Ryb2ludGVzdGluYWwgZW5kb3Njb3B5PC9rZXl3b3JkPjwva2V5d29yZHM%2BPGlzYm4%%2BKCrDc1LCBhIHByb3Zpc2lvbiBvZiBvbmx5IHRocmVlIGVuZG9zY29waWVzIHBlciBwYXRpZW50IG9yIGEgZ2FzdHJpYyBjYW5jZXIgcmlzayAmZ3Q7MjUvMTAwLDAwMCB3b3VsZCBtYWtlIHN0YW5kLWFsb25lIGVuZG9zY29waWMgc2NyZWVuaW5nIGNvc3QtZWZmZWN0aXZlLnxFbmRvc2NvcGljIGdhc3RyaWMgY2FuY2VyIHNjcmVlbmluZyBpbiBFdXJvcGUgY2FuIGJlIGNvc3QtZWZmZWN0aXZlIGlmIGNvbWJpbmVkIHdpdGggYSBzY3JlZW5pbmcgY29sb25vc2NvcHkgaW4gY291bnRyaWVzIHdpdGggYSBnYXN0cmljIGNhbmNlciByaXNrIOKJpTEwIHBlciAxMDAsMDAwLjwvYWJzdHJhY3Q%2BPG5vdGVzPkFyZWlhLCBNaWd1ZWxcblNwYWFuZGVyLCBNYW5vbiBDd1xuS3VpcGVycywgRXJuc3QgSlxuRGluaXMtUmliZWlybywgTcOhcmlvXG4yMDE4LzMvODwvbm90ZXM%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzI5NTExNTQ5PC91cmw%2BPC9yZWxhdGVkLXVybHM%2BPC91cmxzPjxjdXN0b20yPlBNQzU4MzMyMzA8L2N1c3RvbTI%2BPGVsZWN0cm9uaWMtcmVzb3VyY2UtbnVtPjEwLjExNzcvMjA1MDY0MDYxNzcyMjkwMjwvZWxlY3Ryb25pYy1yZXNvdXJjZS1udW0%2BPGxhbmd1YWdlPmVuZzwvbGFuZ3VhZ2U%2BPG51bWJlcj4yPC9udW1iZXI%2BPHJlYy1ndWlkPmE0YTkzYzk4LTk2ODYtNDMyMS05MGY1LTM0Mzc3ZGI5NDJkZTwvcmVjLWd1aWQ%2BPHJlYy11c24%%3D%3D
https://web.endnote.%2BPHJlZi10eXBlPjE3PC9yZWYtdHlwZT48Y29udHJpYnV0b3JzPjxhdXRob3JzPjxhdXRob3I%2BU2lsdmEsIEouIEMuPC9hdXRob3I%2BPGF1dGhvcj5TYW50b3MsIEMuPC9hdXRob3I%2BPGF1dGhvcj5EaW5pcy1SaWJlaXJvLCBNLjwvYXV0aG9yPjxhdXRob3I%2BTGliw6JuaW8sIEQuPC9hdXRob3I%2BPC9hdXRob3JzPjwvY29udHJpYnV0b3JzPjxhdXRoLWFkZHJlc3M%%2BPHRpdGxlcz48dGl0bGU%2BRGV2ZWxvcG1lbnQgYW5kIHZhbGlkYXRpb24gb2YgdGhlIFBFUkNFUFQtUFJFVkVOVCB0b29sIHRvIGRldGVybWluZSByaXNrIHBlcmNlcHRpb24gYW5kIGF0dGl0dWRlcyB0b3dhcmRzIGRpZ2VzdGl2ZSBjYW5jZXIgc2NyZWVuaW5nPC90aXRsZT48c2Vjb25kYXJ5LXRpdGxlPkV1ciBKIEdhc3Ryb2VudGVyb2wgSGVwYXRvbDwvc2Vjb25kYXJ5LXRpdGxlPjwvdGl0bGVzPjxkYXRlcz48eWVhcj4yMDI0PC95ZWFyPjxwdWItZGF0ZXM%2BPGRhdGU%2BSmFuIDAxPC9kYXRlPjwvcHViLWRhdGVzPjwvZGF0ZXM%2BPHBhZ2VzPjQ1LTUxPC9wYWdlcz48dm9sdW1lPjM2PC92b2x1bWU%2BPGtleXdvcmRzPjxrZXl3b3JkPkh1bWFuczwva2V5d29yZD48a2V5d29yZD5FYXJseSBEZXRlY3Rpb24gb2YgQ2FuY2VyPC9rZXl3b3JkPjxrZXl3b3JkPlJlcHJvZHVjaWJpbGl0eSBvZiBSZXN1bHRzPC9rZXl3b3JkPjxrZXl3b3JkPlJpc2sgRmFjdG9yczwva2V5d29yZD48a2V5d29yZD5Db2xvbm9zY29weTwva2V5d29yZD48a2V5d29yZD5TdXJ2ZXlzIGFuZCBRdWVzdGlvbm5haXJlczwva2V5d29yZD48a2V5d29yZD5Db2xvcmVjdGFsIE5lb3BsYXNtczwva2V5d29yZD48a2V5d29yZD5QZXJjZXB0aW9uPC9rZXl3b3JkPjwva2V5d29yZHM%2BPGlzYm4%%2FDo28gQ2FybG9zXG5TYW50b3MsIENyaXN0aW5hXG5EaW5pcy1SaWJlaXJvLCBNw6FyaW9cbkxpYsOibmlvLCBEaW9nb1xuMjAyMy8xMS8yMzwvbm90ZXM%2BPHVybHM%2BPHJlbGF0ZWQtdXJscz48dXJsPmh0dHBzOi8vd3d3Lm5jYmkubmxtLm5paC5nb3YvcHVibWVkLzM3OTk0NjIxPC91cmw%2BPC9yZWxhdGVkLXVybHM%2BPC91cmxzPjxlbGVjdHJvbmljLXJlc291cmNlLW51bT4xMC4xMDk3L01FRy4wMDAwMDAwMDAwMDAyNjcxPC9lbGVjdHJvbmljLXJlc291cmNlLW51bT48bGFuZ3VhZ2U%2BZW5nPC9sYW5ndWFnZT48bnVtYmVyPjE8L251bWJlcj48cmVjLWd1aWQ%%3D%3D

Future Perspectives

Al has shown significant potential in improving the detection, classification, and prediction of GC
during endoscopy. Al systems, particularly those based on deep learning models, have demonstrated
high sensitivity (94.2% for Al compared to 94.5% for expert endoscopists)[71] in detecting gastric
lesions and assisting in their classification as neoplastic or non-neoplastic. Besides, advanced
imaging techniques, such as magnifying NBI, have shown high accuracy (85.3%)[72] in distinguishing
EGC from gastritis, even in challenging cases with AG.[72] Additionally, Al has demonstrated
promising results in predicting tumor invasion depth, which is crucial for determining appropriate
treatment strategies.[72] Despite these advancements, challenges remain, including false positives,
data diversity, and regulatory integration.[73] Regarding this, future research should focus on refining
Al models, validating their clinical application, and ensuring their seamless incorporation into routine

endoscopic screening to improve early detection and patient outcomes.[71]

Conclusion

The upper Gl cancers continue to pose a major health challenge worldwide. Early detection through
effective screening programs, coupled with primary prevention efforts, can significantly reduce
mortality. However, widespread endoscopic screening faces logistical and economic challenges,
especially in resource-limited areas. Regarding this, emerging non-endoscopic methods, such as
biomarkers and cytosponge, and Al offer promising, less invasive alternatives to improve accessibility
and early detection. Additionally, tailored screening strategies based on individual risk and regional
epidemiology will maximize its impact. Nevertheless, further research is needed to fully understand

the applicability and effectiveness of these techniques in diverse clinical and demographic settings.
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Annexes:

Table 1. Global Burden and Epidemiology. Comparison with Portuguese Epidemiology.

Aspect

Esophageal Cancer

Gastric Cancer

Global Incidence

(according to Global Cancer
Observatory, 2022) [16]

11th most commonly diagnosed
cancer.

5th most commonly diagnosed cancer.

Global Mortality

(according to Global Cancer
Observatory, 2022) [16]

7th leading cause of cancer-related
deaths.

(74.0% of deaths occur in Asia)

3rd leading cause of cancer-related
deaths.

(70.1% of deaths occur in Asia)

Global Prevalence [16]

74.9% of global cases occur in Asia

71.4% of global cases occur in Asia

Subtypes (EC) [9]

ESCC: 85% of cases.

EA: 14% of cases

Not applicable for this review

Epidemiological Trends [3, 11-13]

U in EAC in Western countries
due to lifestyle factors such as
GERD, BE, obesity, and high-fat
diets.

[1in ESCC
linked to decreased smoking and

alcohol consumption.

Increasing:

- Asia: Despite some reductions in
countries like Japan and South Korea,
the absolute number of cases continues
to rise due to population aging.

- South America: Especially in
countries with lower socioeconomic
development.

Decreasing: [74]
- North America
- Western Europe:

High-Risk Regions [3, 11]

ESCC: Eastern Asia (China), Central
and South Asia and Southern Africa

EAC: Northern Europe and North
America

Highest Incidence in Eastern Asia,
Eastern Europe, and South America.

Lowest Incidence: North America and
many parts of Africa

Epidemiology in Portugal
(current trend) [9, 15]

EC ranks outside the top 15 most
prevalent cancers in Portugal.

But, the trend is similar to other
Western countries:
JESCC
LEAC

4th most common cancer
(14.3/100,000)

Highest incidence in Northern regions
of Portugal.

Mortality rates declining but still the
highest rate in Western Europe
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5-year Survival [8, 25]

~ 20% for all stages

~25% across Europe

Higher in countries with screening
programs, such as Japan and South
Korea.

ESCC, Esophageal Squamous Cell Carcinoma; EAC, Esophageal Adenocarcinoma; GERD,
Gastroesophageal Reflux Disease; BE, Barrett's esophagus
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Table 2. Risk Factors and Preventive Strategies for EC subtypes and GC.

Cancer Type / Lifestyle Risk Genetic Risk Diet-Related Risk | Medical Conditions
Preventive Measures | Factors Factors Factors
ESCC - Smoking - Genetic - Hot beverages - Esophageal conditions
predisposition (Achalasia, Tylosis,
- Heavy alcohol [19, 55] - High-temperature | Esophageal Lichen
consumption foods Planus)
[18, 47] - Male sex
[71 - Low fruit intake - Head and neck cancer
- Poor oral health S history [48]
[47] - High pickled
vegetable intake - Cirrhosis [45]
- Low esophageal . .
microbial diversity - Mate tea - HPV (inconsistent
[48] consumption findings)
[18, 33, 47]
- Dysplastic precursor
lesions (inconsistent
findings)
[3, 33, 34]
Preventive Measures | - Smoking cessation | - Genetic - Reduce - Regular surveillance for
(ESCC) [75] counseling for consumption of hot | high-risk individuals
high-risk beverages and
- Alcohol reduction or | individuals high-temperature - HPV vaccination (if
cessation foods [3] evidence supports its
[76] role)
- Increase fruit and
table intak 18, 33
- Improve oral health vegetable intake [18, 33]
care [47] - Adopt a
| Mediterranean diet
j ncrsase | mi il (rich in fruits,
esophagea microbia vegetables, and
d|ver3|§y (e.g., antioxidants) [5]
probiotics)
- Avoid pickled
[34, 37] vegetables and
mate tea
[3, 11, 12, 58]
EAC - Smoking [19] - Genetic - High-fat diet [3] - GERD (chronic acid
predisposition reflux)
- Obesity [3] [19, 55] - Low fruit and [3, 19]
vegetable intake [3]
- Sedentary behavior | _ pmale sex 3] _ . - Barrett’'s esophagus
[3] - Nitrosamines (BE) [3, 19]
- Age [3] (inconsistent
findings) [3, 35] - HPV (inconsistent
- Family history of findings)
EAC [3] [3, 39]

- Inherited
germline
mutations [19, 55]
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Preventive Measures | - Smoking cessation | - Genetic - Adopt a low-fat - Early detection and
(EAC) [6, 19] counseling for diet [6, 19] surveillance of Barrett's
high-risk esophagus (BE) [55]
- Weight individuals [6] - Increase fruit and
management (e.g., vegetable intake - GERD control (e.g.
diet and exercise) [6, [6, 19] lifestyle changes,
19] anti-reflux therapies such
as proton pump inhibitors
- Physical activity [3] (PPls)) [55]
GC - Smoking - Genetic - High-salt diet - Helicobacter pylori
[21] predisposition [11, infection [22]

- Heavy alcohol
consumption

- Obesity (primarily
for cardia GC)
[11, 14]

14]

- Family history
[14]

- Hereditary
syndromes such
as: [14]
Hereditary Diffuse
Gastric Cancer

Lynch syndrome

- Salt-preserved
foods

- Red and
processed meats

[11, 12]

- Precursor lesions
(non-AG, AG, intestinal
metaplasia, gastric
polyps, dysplasia)

- Gastric stump after
partial gastrectomy

[23-25]

Li-Fraumeni
syndrome
Familial
Adenomatous
Polyposis
Peutz-Jeghers
syndrome
Preventive Measures | - Smoking cessation | - Genetic - Reduce salt and - Helicobacter pylori
(GC) [11,14] counseling for salt-preserved food | eradication (test-and-treat
high-risk intake [22] strategy) [20]
- Alcohol reduction or | individuals (e.g., . _
cessation those with - Limit red and - Surveillance for
[11, 14] hereditary processed meat precursor lesions (e.g.,
’ syndromes) [17] consumption AG, IM) [20]
. [22]
- Weight t - Prophylactic - Regular endoscopic
management (e.g., gastrectomy in - Adopt a screening for high-risk

diet and exercise)
[11, 14]

high-risk cases
(e.g., Hereditary
Diffuse Gastric
Cancer) [24]

Mediterranean diet
(rich in fruits,
vegetables, and
antioxidants) [14]

individuals [20]

ESCC, esophageal squamous cell carcinoma; EAC, esophageal adenocarcinoma; GC, gastric
cancer; AG, atrophic gastritis; IM, intestinal metaplasia; GERD, gastroesophageal reflux disease; BE,

Barrett's esophagus
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Table 3. Overview of Surveillance Guidelines for BE and EAC Screening. Differences between
American and European recommendations.

Recommended

Approach

Criteria

European Society of Gastrointestinal
Endoscopy [55, 56]

American Gastroenterological
Association [53, 77]

Target Population

Patients with GERD for >5 years and
multiple risk factors including age >50, male
sex, obesity, smoking, and family history of
BE or EAC.

Patients with 23 established risk
factors for BE and EAC, such as
male sex, non-Hispanic white,
age >50, obesity, smoking
history, chronic GERD and a
first-degree family history of BE
or EAC.

Short-segment BE
(1-3 cm) without
dysplasia

Endoscopy every 5 years

Surveillance every 3-5 years

Long-segment BE
(3—10 cm) without
dysplasia

Endoscopy every 3 years

Surveillance every 3 years

BE >10 cm

Referral to a specialized center for closer
surveillance

Referral to an expert center for
closer surveillance

Irregular Z-line or
columnar-lined
esophagus <1 cm

No routine biopsies or surveillance needed

No routine biopsies or
surveillance needed

at1,2,3,4,5,7,and 10 years

Low-grade Confirmed by expert pathologist — Confirmed by expert pathologist

dysplasia Surveillance every 6 months. If confirmed in | — Surveillance every 6-12
multiple biopsies, endoscopic ablation months or endoscopic ablation
recommended as preferred option

High-grade Endoscopic eradication therapy Endoscopic eradication therapy

dysplasia recommended. Post-treatment surveillance is strongly recommended.

Post-treatment surveillance at 3,
6, and 12 months, then annually

Patients treated for
dysplasia

Structured surveillance post-treatment,
depending on initial diagnosis

Structured surveillance
post-treatment, based on initial
diagnosis

Patients 275 years
or with limited life
expectancy

Consider stopping surveillance if life
expectancy <5 years

Case-by-case evaluation,
balancing risks and benefits

GERD as arisk
factor

The latest AGA Clinical Practice Update
does not consider GERD an essential risk
factor.

GERD, Gastroesophageal reflux disease; AGA, American Gastroenterological Association; BE,
Barrett's Esophagus; EAC, Esophageal Adenocarcinoma
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Table 4. Gastric Cancer Surveillance Guidelines: European vs. American vs. Asian Approaches

Asian American European Preferred Endoscopic
Guidelines Guidelines Guidelines Technique
(Japan, South (AGA, ACG, (ESGE, MAPS 1I)
Korea) USA)
OLGIM llinv Every 2-3 years Up to 5 years Every 3 years Asia:
(moderate-severe Chromoendoscopy/NBI
metaplasia)
USA: HD-WLE
Europe:
NBI/Chromoendoscopy
Corpus-extended Every 2-3 years No clear Every 3 years Asia:
intestinal consensus Chromoendoscopy/NBI
metaplasia
USA: HD-WLE
Europe:
NBI/Chromoendoscopy
First-degree Family | Annual or every 2 | Only if additional | Every 3-5years | Asia:
History of gastric years risk factors Chromoendoscopy/NBI
cancer
USA: HD-WLE
Europe:
NBI/Chromoendoscopy

Incomplete-type
intestinal
metaplasia

Every 1-2 years

Every 3-5 years

Every 1-3 years

Asia: Magnification
Endoscopy + NBI

USA: HD-WLE

Europe: Magnification
Endoscopy

Autoimmune

Not specifically

Every 1-2 years

Every 1-2 years

Asia: Not specified

gastritis addressed
USA: HD-WLE + Biopsy
Europe: HD-WLE +
Biopsy
Persistent Routine Test and treat, Treat and stratify | Asia:
Helicobacter pylori screening and but no routine by risk NBI/Chromoendoscopy if
infection eradication endoscopic needed
follow-up

USA: HD-WLE if
indicated

Europe: NBI/HD-WLE if
risk persists

OLGIM, Operative Link on Gastric Intestinal Metaplasia Assessment; NBI, Narrow-Banding Imaging;
HD-WLE, high-definition white light endoscopy; AGA: American Gastroenterology Association; ACG,
American College of Gastroenterology; MAPS, Management of epithelial precancerous conditions and
lesions in the stomach.
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Scale for the Assessment of Narrative Review Articles - SANRA

These are not intended to imply the worst or best imaginable quality.

Justification of the article’s importance for the rea

The importance is not justified. 0

Please rate the quality of the narrative review article in question, using categories 0—2 on the following scale. For each aspect of
quality, please choose the option which best fits your evaluation, using categories 0 and 2 freely to imply general low and high quality.

The importance is alluded to, but not explicitly justified.

The importance is explicitly justified. 2

ims or formulation of ¢

No aims or questions are formulated 0
Aims are formulated generally but not concretely or in terms of clear questions

One or more concrete aims or questions are formulated. 2

The search strategy is not presented 0

The literature search is described briefly. 1 a
The literature search is described in detail, including search terms and inclusion criteria 2
Key statements are not supported by references. 0
The referencing of key statements is inconsistent. 1 &
Key statements are supported by references. 2

(e.g., incorporation of appropriate evidence, such as RCT} in clinical medicine)

The article’s point is not based on appropriate arguments. 0
Appropriate evidence is introduced selectively.

Appropriate evidence is generally present. 2

(e.g., absolute vs relative risk; effect sizes without confidence intervals)

Data are presented inadequately. 0

Data are often not presented in the most appropriate way.

Relevant outcome data are generally presented appropriately. 2

« SUMSLOIe

Fig. 1 SANRA - Scale
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SANRA - explanations and instructions

This scale is intended to help editors assess the quality of a narrative review article based on formal criteria accessible to the reader.
It cannot cover other elements of editorial decision making such as degree of originality, topicality, conflicts of interest or the plausibi-
lity, correctness or completeness of the content itself. SANRA is an instrument for editors, authors, and reviewers evaluating individual
manuscripts. It may also help editors to document average manuscript quality within their journal and researchers to document the
manuscript quality, for example in peer review research. Using only three scoring options, 0, 1 and 2, SANRA is intended to provide a
swift and pragmatic sum score for quality, for everyday use with real manuscripts, in a field where established quality standards have
previously been lacking. It is not designed as an exact measurement of the quality of all theoretically possible manuscripts. For this
reason, the extreme values (0 and 2) should be used relatively freely and not reserved only for perfect or hopeless articles.

‘We recommend that users test-rate a few manuscripts to familiarize themselves with the scale, before using it on the intended group of
manuscripts. Ratings should assess the totality of a manuscript, including the abstract. The following comments clarify how each
question is designed to be used.

Item 1 - Justification of the article’s importance for the readership

Justification of importance for the readership must be seen in the context of each journal’s readership.

Consider how well the manuscript outlines the clinical problem and highlights unanswered questions or evidence gaps — thoroughly
(2), superficially (1), or not at all (0).

Item 2 - Statement of concrete/specific aims or formulation of questions
A good paper will propose one or more specific aims or questions which will be dealt with or topics which will be reviewed.
Please rate whether this has been done thoroughly and clearly (2), vaguely or unclearly (1), or not at all (0).

Item 3 - Description of the literature search

A convincing narrative review will be transparent about the sources of information on which the text is based. Please rate the degree
to which you think this has been achieved. To achieve a rating of 2, it is not necessary to describe the literature search in as much de-
tail as for a systematic review (searching multiple databases, including exact descriptions of search history, flowcharts, etc.), but it is
necessary to specify search terms, and the types of literature included. A manuscript which only refers briefly to its literature search
would score 1, while one not mentioning its methods would score 0.

Item 4 - Referencing

No manuscript references all statements. However, those that are essential for the arguments of the manuscript — “key statements” —
should be backed by references in all or almost all cases. Exceptions could reasonably be made for rating purposes where a key
statement has uncontroversial face-validity, such as “Diabetes is among the commonest causes of chronic morbidity worldwide.
Please rate the completeness of referencing: for most or all relevant key statements (2), inconsistently (1), sporadically (0).

”»

Item 5 - Scientific reasoning

The item describes the quality of the scientific point made. A convincing narrative review presents evidence for key arguments.
It should mention study design (randomized controlled trial, qualitative study, etc), and where available, levels of evidence.
Please rate whether you feel this has been done thoroughly (2), superficially (1), or hardly at all (0). Unlike item 6, which is
concerned with the selection and presentation of concrete outcome data, this item relates to the use of evidence and of types of
evidence in the manuscript’s arguments.

Item 6 - Appropriate presentation of data:

This item describes the correct presentation of data central to the article’s argument. Which data are considered relevant varies from
field to field. In some areas relevant data would be absolute rather than relative risks or clinical versus surrogate or intermediate end-
points. These outcomes must be presented correctly. For example, it is appropriate that effect sizes are accompanied by confidence
intervals. Please rate how far the paper achieves this — thoroughgoingly (2), partially (1), or hardly at all (0). Unlike item 5, which
relates to the use of evidence and of types of evidence in the manuscript’s arguments, this item is concerned with the selection and
presentation of concrete outcome data.

Fig. 2 SANRA—explanations and instructions document
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REGRAS DE FORMATAGCAO DA REVISTA ESCOLHIDA:

About the Journal

Aims and Scope

The GE — Portuguese Journal of Gastroenterology (formerly Jornal Portugués de
Gastrenterologia), founded in 1994, is the official publication of the Sociedade Portuguesa
de Gastrenterologia (Portuguese Society of Gastroenterology), Sociedade Portuguesa de
Endoscopia Digestiva (Portuguese Society of Digestive Endoscopy), and Associagéo
Portuguesa para o Estudo do Figado (Portuguese Association for the Study of the Liver).
The journal publishes clinical and basic research articles on gastroenterology, digestive
endoscopy, hepatology, and related topics. Review articles, clinical case studies, images,
letters to the editor, and other articles such as recommendations or papers on
gastroenterology clinical practice are also considered. Only articles written in English are
accepted.

Journal Sections

Images in Gastroenterology and Hepatology

This section is intended for the publication of clinical, radiological, histological, and surgical
images related to gastroenterological or hepatological cases. The text should include a short
clinical history and relevant data from the physical examination, laboratory tests, and clinical
progression as appropriate. Submissions to this section should be submitted under the
article type "Case Reports" and should have no more than 6 authors.

Endoscopic Snhapshots

This section is intended for the publication of rare or educational cases or novel techniques
in digestive endoscopy. Submissions to this section should be submitted under the article
type "Case Reports" and should have no more than 6 authors.

Clinical Case Study

Clinical Case Studies are Case Reports which present a case study, case report, or other
description of a case. Case Reports present significant new insights or cases with an
unusual and noteworthy course. Submissions can be based on a case or a number of similar
cases. The most important aspect of the presentation is that it should provide a new
perspective on a recognized clinical scenario or may represent an entirely new clinical
condition. The novelty of the case(s) may lie in the phenotype, the presentation, the
investigation, and/or the management. Submissions to this section should be submitted
under the article type "Case Reports" and should have no more than 6 authors.

Article Types



Research Article

Research Articles report on primary research. They must describe significant and original
observations. Consideration for publication is based on the article’s originality, novelty, and
scientific soundness, and the appropriateness of its analysis.

Research Articles are reports of original work. Authors are asked to follow the EQUATOR
Network for Research Articles. We require that authors provide a completed CONSORT
checklist when submitting the results from a Randomised Controlled Clinical Trial.
Submissions without this may be returned to the author as incomplete.

Prior approval from an Institutional Review Board (IRB) or an Ethics Review Committee is
required for all investigations involving human subjects.

A downloadable template is available below.

Documents

Research Article (DOCX, 38 KB)

Research Articles should contain up to 4'000 words, 60 references, 6 tables and/or figures.

Review Article

Review Articles are considered reviews of research or summary articles. They are
state-of-the-art papers covering a current topic by experts in the field. They should give
evidence on and provide answers to a well-defined aspect or question in a particular area.
Review Articles must include a critical discussion of the reported data and give a clear
conclusion with potential impacts on the standard of care.

A downloadable template is available below.

Documents
Review Article (DOCX, 32 KB)
Review Articles are usually published by invitation only. They should contain up to 4'000

words, 100 references, 6 tables and/or figures.

Systematic Review

Systematic Reviews are literature reviews focused on a research question that synthesizes
all high-quality research evidence relevant to that question.

Systematic Reviews should be presented in the Introduction, Methods, Results, Discussion
format. The subject must be clearly defined. The objective of a Systematic Review should be
to arrive at an evidence-based conclusion. The Methods section should give a clear
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indication of the literature search strategy, data extraction procedure, grading of evidence,
and kind of analysis used. We strongly encourage authors to comply with the Preferred

Reporting Items for Systematic Reviews and Meta-Analyses (PRISMA) guidelines. We
require that authors provide a completed PRISMA checklist when submitting a Systematic
Review. Submissions without this may be returned to the author as incomplete.

A downloadable template is available below.

Documents

Systematic Review Article (DOCX, 36 KB)

Systematic Reviews should contain up to 4'000 words, 100 references, 6 tables and/or
figures.

Case Report

Case Reports can present a case study, case report, or other description of a case. Case
Reports present significant new insights or cases with an unusual and noteworthy course.
Submissions can be based on a case or a number of similar cases. The most important
aspect of the presentation is that it should provide a new perspective on a recognized clinical
scenario or may represent an entirely new clinical condition. The novelty of the case(s) may
lie in the phenotype, the presentation, the investigation, and/or the management. We
strongly encourage authors to comply with the CARE guidelines. We require that authors
provide a completed CARE checklist when submitting a Case Report. Submissions without
this may be returned to the author as incomplete. The manuscript must include a statement
detailing that written informed consent for publication was obtained and from whom (e.g.
“Written informed consent was obtained from the patient for publication of this case report
and any accompanying images.”). If the patient has died, consent for publication must be
obtained from their next of kin. If the patient described in the case report is a minor or
vulnerable, then consent for publication must be obtained from the parent/legal guardian.
The completed consent form must be made available to the Editor if requested, and will be
treated confidentially.

A downloadable template is available below.

Documents

Clinical Case Study (DOCX, 36 KB)

Endoscopic Snapshots (DOCX, 35 KB)
Images in Gastroenterology and Hepatology (DOCX, 35 KB)

Authors may wish to submit one of the following Case Reports:

Images in Gastroenterology and Hepatology: Intended for the publication of clinical,
radiological, histological, and surgical images related to gastroenterological or hepatological
cases. The text should not exceed 500 words, up to 5 references, and up to 4 figures but
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without tables or plots. The title should have no more than 8 words. Figures should be of
high quality and educational value and may be in color or black and white. An abstract is not
required, but the manuscript should have a title and keywords in Portuguese. The text
should have no more than 6 authors.

Endoscopic Snapshots: Intended for the publication of rare or educational cases or novel
techniques in digestive endoscopy. The text should not exceed 500 words and up to 5
references. Up to 3 figures with brief captions may be included. An abstract is not required,
but the manuscript should have a title and keywords in Portuguese. The text should have no
more than 6 authors.

Clinical Case Study: Intended for the publication of Case Reports which present significant
new insights or cases with an unusual and noteworthy course. The abstract should be
structured, and a title, abstract and keywords should also be provided in Portuguese. The
text should contain up to 2'000 words, 25 references and should have no more than 6
authors.

Brief Report

Brief Reports are short and/or rapid announcements of research results. They must contain
data derived from cutting-edge research and be of potential interest to a large proportion of
the readership. They are independent, concise reports representing a significant contribution
to the field. Such communications should represent complete, original studies and should be
arranged in the same way as full-length manuscripts with subheadings.

A downloadable template is available below.

Documents

Brief Report (DOCX, 36 KB)

Editorial

Editorials provide a viewpoint on specific articles or on general subjects directly relevant to
the journal. Editorials are written by an editor or other member of the journal.

A downloadable template is available below.

Documents
Editorial (DOCX, 35 KB)

Editorials should contain up to 1'500 words, 20 references, 1 table & 1 figure. An abstract is
not required, but should have a title and keywords in Portuguese.

Letter
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Letters may explore subjects related to matters discussed in the journal, providing the
author’s perspective on a subject. Letters may discuss a recently published article and may
lend support or constructively critique the article in line with the author’s experience. The
editors reserve the right to share such letters to the authors of the article concerned prior to
publication in order to permit response, ideally in the same issue of the journal. Letters
should not include original data.

A downloadable template is available below.

Documents
Letter (DOCX, 33 KB)

Letters should contain up to 600 words, 10 references, 1 table or 1 figure.

Methods Article

Methods Articles describe methods or protocols used to perform an experiment or carry out
a research plan. They should not report research results. Authors may submit a Study
Protocol outlining a research and/or statistical analysis plan for proposed, or ongoing, but
incomplete, research studies, including but not limited to, clinical trials, population-based
studies, clinical outcome studies, and service evaluations. Only study protocols that have
received ethical approval will be considered and, where expected by community convention,
study protocols must be pre-registered and the trial/study registration number should be
provided in the manuscript. Manuscripts reporting study protocols must adhere to the
relevant reporting guidelines for their study design, such as the SPIRIT, PRISMA-P or other
relevant reporting guidelines as detailed on the Equator Network website.

A downloadable template is available below.

Documents
Method Article (DOCX, 35 KB)
Method Article for Study Protocol (DOCX, 35 KB)

Guidelines

Guidelines are statements intended to guide clinical care. They should describe the clinical
problem to be addressed, the mechanism by which the statement was generated, a review
of the evidence for the statement and the statement on practice itself.

A downloadable template is available below.

Documents

Guidelines (DOCX, 33 KB)
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Contact Information

Should you have any problems with your submission, please contact the editorial office:

Mrs. Andreia Neto
Tel. +351 93 799 55 32
andreia.neto@spg.pt

Editorial and Journal Policies

Getting Started

The presentation of manuscripts should follow the Uniform Requirements for Manuscripts

mi Biomedical rnals from the International Commi f Medical rnal
Editors (ICMJE). We recommend preparing the manuscript using the dedicated article
template for the manuscript type.

Only papers written in English are considered. The articles should be comprehensible to a
reader who is fluent in English and should be edited prior to submission to ensure that
standard English grammar and usage are observed. Use of a professional language editing
service prior to submission can help avoid delays with the review process.

Research and Publication Ethics

When preparing a manuscript, it is important to review the editorial policies, including those
on research ethics, consent, conflict of interest, data sharing and citation, text reuse and
plagiarism, reproducibility and more. For full details, please visit the Publication Ethics and
Editorial Policies page.

Karger Publishers is a member of the Committee on Publication Ethics (COPE). Karger
journals aim to adhere to the COPE f Conduct and Best Practi idelines. Our
policies on reporting and investigation of suspected misconduct in manuscripts and articles
and how we handle potential errors in published articles can be found on the Publication
Ethics and Editorial Policies page. Concerns regarding a manuscript in review or a published
article should be raised to the Research Inteqgrity and Publication Ethics team.

Statements

All submitted manuscripts must contain a statements section after the main body of the text,
but before the reference list. A summary of the required information is given below, for full
details please refer to the article templates and visit the Publication Ethics and Editorial
Policies page.
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Acknowledgement (optional)

In the Acknowledgement section, authors may include individuals, who are not listed as
authors, and organizations that have made substantive contributions to the research or the
manuscript. An exception is where funding was provided, which should be included in
Funding Sources.

Statement of Ethics

The Statement of Ethics must provide detail about the ethical approval process for the study
reported in the manuscript, including the name and affiliation of the committee who approved
the study and the decision reference number. For studies involving human participants,
information must be provided about the consent provided to participate in the study. If
information is included in the submission that may identify and individual or groups of
individuals, specific consent to publish this information must be obtained and reported in the
Statement of Ethics.

For complete information on our policies on Studies Involving Human Subjects, Identifiable
Materials or Data or Studies Involving Animals, please see here.

Conflict of Interest Statement

Authors are required to disclose any relationship that could be perceived as a conflict of
interest in the Conflict of Interest Statement. All forms of support and financial involvement
which took place in the previous three years should be listed, regardless of their potential
relevance to the paper. Nonfinancial relationships that may potentially influence the writing of
the manuscript should also be declared. If there is no potential conflict of interest to report,
please state this.

For complete information on our Conflict of Interest policy, please see here.

Funding Sources

Authors must give full details about the funding of any research relevant to their study,
including sponsor names, written in full providing any associated grant numbers, and
explanation of the roles of these funders in the study design, execution and analysis, and
manuscript conception, planning, writing and decision to publish. If the sponsor or funder
had no role in any of the above or if no funding was received for the study, please state this.

For complete information on our Funding Sources policy, please see here.

Author Contributions

In the Author Contribution statement, a short statement detailing the contributions of each
person named as an author should be included. The CRediT taxonomy is a useful
framework for preparing this section. Contributors to the submission who do not fulfil the



https://karger.com/pages/publication-ethics#humansubjects
https://karger.com/pages/publication-ethics#conflict
https://karger.com/pages/publication-ethics#funding-sources
https://credit.niso.org/

ICMJE Criteria for Authorship should be credited, with their consent, in the
Acknowledgement section.

For complete information on our Authorship and Contributorship policy, please see here.

Data Availability Statement

Authors are required to provide a Data Availability Statement that details whether data are
publicly available and where the data supporting their study can be accessed. The journal’s
data sharing policy strongly encourages authors to make all datasets on which the
conclusions of the paper rely available to editors, reviewers and readers without
unnecessary restriction wherever possible. In cases where research data are not publicly
available on legal or ethical grounds, this should be clearly stated along with any conditions
for accessing the data.

For complete information about our Data Sharing policy, please see here.

Further Conditions

Early View

Accepted papers are published online in the unedited, original manuscript version within a
few days of acceptance, subject to the authors accepting and confirming applicable
conditions of publication, including publication charges. The Early View version will be
replaced by the version of record once available.

Editorial Freedom

The GE - Portuguese Journal of Gastroenterology adopts the World Association of Medical
Editors’ definition of editorial freedom, which holds that Editors-in-Chief have full authority
over the entire editorial content of their journal and the timing of publication of that content.
Journal owners should not interfere in the evaluation, selection, scheduling, or editing of
individual articles either directly or by creating an environment that strongly influences
decisions. The Editor-in-Chief bases editorial decisions on the validity of the work and ist
importance to the journal’s readers, not on the commercial implications for the journal, and is
free to express critical but responsible views about all aspects of medicine without fear of
retribution, even if these views conflict with the commercial goals of the publisher. The
Editor-in-Chief of the GE — Portuguese Journal of Gastroenterology has the final say in
decisions about which advertisements or sponsored content, including supplements, the
journal will or will not carry, and he should have the final say in the use of the journal brand
and in the overall policy regarding commercial use of journal content.
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Peer Review

Peer Review Policy

All Karger journals employ a rigorous peer-review process to confirm the validity and ensure
scientific accuracy of published articles. Independent researchers with relevant expertise
assess submitted manuscripts to help journal editors determine whether a manuscript should
be published in their journal. All articles, except for Editorials and some Correspondence
articles, are externally peer reviewed, typically by at least two individuals with expertise in
the manuscript content area and/or research methods, before a final decision is made about
acceptance for publication.

Peer Review Type and Process

GE - Portuguese Journal of Gastroenterology uses a single-blind peer review system where
reviewers know the names of the authors, but the authors do not know who reviewed their
manuscript. For full details, including information about peer review policies and appeals
process, please visit the Peer review — Karger Publishers page.

Article Preparation

Formatting

e The preferred word processing program for manuscripts is Microsoft Word. Page
and line numbering should be activated, and the level of subheadings should be
indicated clearly.

e Footnotes should be avoided. When essential, they should be humbered
consecutively and appear at the foot of the appropriate page.

e Abbreviations (with the exception of those clearly well established in the field)
should be explained when they are first used both in the abstract and in the main
text.

Units of measurement should be expressed in Sl units wherever possible.
Generic names of drugs (first letter: lowercase) should be used whenever
possible. Registered trade names (first letter: uppercase) should be marked with
the superscript registration symbol ® or ™ when they are first mentioned.

e The manuscript text, tables and figures must be submitted in separate files. Figure
legends should be included at the end of manuscript text, not in the figure file.
Table headers should be included above or below the table in the table file.

e Use of original images and materials whenever possible. If a submitted
manuscript contains third-party copyright material(s), it is the authors’ sole
responsibility to obtain permission from the relevant copyright holder for reusing
the material(s), including any associated licensing fee.
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For full technical specifications, including those regarding tables, figures, and illustrations,
please refer to Karger’s Technical Instructions to Publish a Paper.

Manuscript Arrangement

Title Page

The first page should contain a short and concise title plus a running head of no more than
80 characters. Abbreviations should be avoided.

Below the title, list all the authors’ names as outlined in the article sample, which can be
downloaded under Article Types. Each listed author must provide an affiliation, which
comprises the department, university, or organization and its location, city, state/province (if
applicable), and country. The affiliation listed for an author in a manuscript must be the
affiliation where the author was based when the work described in the manuscript was
carried out. For more information on our Authorship policies see our Publication Ethics and
Editorial Policies page. Corresponding author information: Please supply the first and last
name as well as an e-mail address at the bottom of the title page.

Keywords relevant to the article should be listed below the corresponding author information.

Body

Please refer to the Article Types section of the Guidelines for Authors for information on the
relevant article structure, including maximum word counts and downloadable samples.

References

In-Text Citation

References in the text should be identified sequentially using Arabic numerals [in square
brackets].

Reference List

The reference list should include only those publications which are cited in the text, arranged
numerically in the order in which they are cited. Please number the reference list as shown
below (i.e., without using full stops, brackets, etc.). The authors’ surnames should be
followed by their initials with no punctuation other than a comma to separate individual
authors. A maximum of 6 authors should be listed (followed by “et al.” if there are more than
6 authors). Material submitted for publication but not yet accepted should be referred to as
“‘unpublished data” and should not be included in the reference list. Other pre-published or
related materials with a DOI, e.g. preprint manuscripts, datasets, and code, may be included.
More information on good referencing practice, as well as further examples, can be found in

National Library of Medicine Style Guide for Authors.
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Examples

Articles published in journals: 1 Sawant KV, Xu R, Cox R, Hawkins H, Sbrana E, Kolli D, et
al. Chemokine CXCL1-mediated neutrophil trafficking in the lung: role of CXCR2 activation. J
Innate Immun. 2015;6(7):647-58. (Journal names should be abbreviated according to the
Index Medicus.)

Articles published only with DOI number: 2 Chen C, Hu Z. ApoE polymorphisms and the risk
of different subtypes of stroke in the Chinese population: a comprehensive meta-analysis.
Cerebrovasc Dis. DOI: 10.1159/000442678.

Monographs: 3 Matthews DE, Farewell VT. Using and understanding medical statistics. 5th
ed, revised. Basel: Karger; 2015.

Edited Books: 4 Cohen SR, Gardner TW. Diabetic retinopathy and diabetic macular edema.
In: Nguyen QD, Rodrigues EB, Farah ME, Mieler WF, Do DV, editors. Retinal
pharmacotherapeutics. Dev Ophthalmol. Basel: Karger; 2016. Vol. 55; p. 137—-46.

Websites: 5 Karger Publishers [Internet]. Basel: Transforming Vesalius: The 16th-Century
Scientific Revolution Brought to Life for the 21st Century [cited 2013 Feb 4]. Available from:
https://www.vesaliusfabrica.com/en/new-fabrica.html.

Figures and Tables

The figure legend should be placed at the end of the article, after the reference list. The
figure legend should not be part of the figure file. Tables require a heading above or below
the table in the table file. For more details please download the relevant article template from
the section “Article Types”.

Online Supplementary Material

Online Supplementary Material may be used to enhance a publication and increase its
visibility on the Web. Supplementary files (directly relevant but not essential to the
conclusions of the paper) will undergo editorial review and should be submitted in a separate
file with the original manuscript and with all subsequent submissions. The Editor(s)
reserve(s) the right to limit the scope and length of supplementary material. Supplementary
material must meet production quality standards for publication without the need for any
modification or editing. For ease of reader access, we strongly recommend that files be less
than 10 MB. Authors wishing to associate larger amounts of supplementary material with
their article should deposit their data in an appropriate public data repository. Figures must
have legends and tables require headings. All files must be named clearly. Acceptable files
and formats are Word or PDF files, Excel spreadsheets (if the data cannot be converted
properly into a PDF file), and multimedia files (MPEG, AVI, or QuickTime formats). All
supplementary material should be referred to in the main text. Authors providing a reporting
checklist as part of their submission are asked to upload it as supplementary material, and
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refer to it in the manuscript as such. A DOI number will be assigned to supplementary
material, and it will be hosted online at https://karger.figshare.com under a_ CC BY license.

Graphical Abstract

A graphical abstract may be submitted together with the manuscript. It will also be
peer-reviewed for online publication next to the abstract text. It is the authors’ responsibility
to ensure its quality, resolution and accuracy. The graphical abstract should summarize the
main findings of the article in a concise, clear and pictorial form, by means of a single figure
designed to capture the content of the article for readers at a single glance. Examples of
published graphical abstracts can be found in Rodriguez et al., J Vasc Res 23 March 2023;
60 (1): 1-11. (https://doi.org/10.1159/000529115) and Chapp et al., 2023
Neuroendocrinology 2023 (https://doi.org/10.1159/000530591).

The graphical abstract must be submitted as a single image file in jpg format, with a
maximum size of 32 x 14 cm, conforming to 4800 (max) x 2100 pixels, at 300 dpi. The font
should be Arial at 9—12 points for any text it may contain within the image. Please use the
Sampler above to see if your image fits the available white space. The width of the available
white area should be used as much as possible.

Graphical Abstract Sampler (PPTX, 62.99 KB)

Plain Language Summary

A plain language summary may be submitted for Research Articles and Review Atrticles. The
summary should not exceed 250 words and be written in plain English avoiding the use of
technical language. If a technical term must be used, then authors must explain it the first
time that it is used. The summary must be distinct from the abstract and provide readers with
an easy-to-understand description of the manuscript. Authors should avoid the use of
personal opinions and/or speculation on the results of the manuscript. No page charges will
be incurred by the inclusion of the plain language summary. Use neither bibliographic
references nor references to figures or tables in the summary.

Documents

Plain Language Summary Template (DOCX, 20.59 KB)

Author Services

Karger Publishers offer a range of services to assist authors with the preparation of their
manuscript, including discounts for language editing services offered by third parties.

More information is available on the Author Resources section of the Karger homepage.

When submitting a manuscript, authors can add their ORCID number to their Karger account
to ensure that their paper is accredited to them correctly.
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Submission

Cover Letter

In your cover letter, please describe the gap in knowledge that this manuscript addresses,
and discuss the implications, significance and novelty of your research for the Editor.
Furthermore, please emphasize the unique and important contributions that your manuscript
makes to our understanding of the field. If your submission is part of a special issue of the
journal, please refer to the specific name of the special issue in your cover letter and specify
who invited the submission where appropriate.

Manuscript Submission

Manuscripts should be submitted online via the GE - Portuguese Journal of
Gastroenterology submission and peer review system by the manuscript’s corresponding
author. The corresponding (submitting) author will automatically be the contact person for
the manuscript for the peer review and production process. For fee payment and license
signing, the contact author will be the first listed corresponding author.

The corresponding (submitting) author is solely responsible for managing all communication
between the journal and all co-authors and acts on behalf of all listed authors. This ensures
that all correspondence reaches a unique contact and thereby secures swift communication
in particular throughout the submission, peer review and production process. Articles can be
published with more than one corresponding author (usually limited to three), but only the
submitting author can be accommodated during the submission, peer review and production
process.

The corresponding (submitting) author’s specific responsibilities include:

e Ensuring all the listed authors have approved the manuscript submission to the
journal and agreed to all of the content including the author list, including the
Submission Declaration
Handling the revision(s) and re-submission(s) of the manuscript until acceptance
After acceptance, manuscript proof reading and approving the final proof
Acting as the point of contact for queries about the published article. It is their
responsibility to inform all co-authors of any matters arising in relation to the
published article including questions relating to publication ethics, availability of
data, materials, etc.

Where there are multiple corresponding authors, the first listed corresponding author’s
specific responsibilities include:

e Upon acceptance, ensuring that all listed authors agree to the license agreement
e Arranging for payment of Page Charges/Article Processing Charges where
required. The affiliation of the corresponding author will be used to determine



eligibility for discounted or waived charges including discounted or waived APCs
under read and publish/offsetting/OA agreements

Please note that the author names entered into the manuscript submission and peer review
system should be identical to the information presented on the title page of the manuscript,
including the sequence of authorship. The author names submitted should reflect the official
publication names. It is the submitting (corresponding) author’s responsibility to ensure the
accuracy of all content in the proof, including the names of co-authors, addresses and
affiliations.

Submission Declaration

The submitting author will submit, on behalf of all authors, their manuscript for potential
publication after full peer-review. All co-authors will confirm that the submitting author has
authority to act on their behalf via the verification link sent out to all authors upon completion
of the submission. Please refer to the Submission Declaration PDF for details.

Documents

Submission Declaration (PDF, 89 KB)

Cost of Publication

Page Charges/Article Processing Charges

Charges are not levied in this journal, meaning publication is free of charge.

Online Supplementary Material

We strongly encourage authors to make all the datasets on which the conclusions of the
manuscript are based available. Online supplementary material is hosted for free with a
published article. For ease of reader access, we strongly recommend that files be less than
10 MB. Authors wishing to associate larger amounts of supplementary material with their
article should deposit their data in an appropriate public data repository.

lllustration Charges

Color illustrations are reproduced free of charge.

After Acceptance and Sharing Policies
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Copyediting and Proofs

Manuscripts accepted for publication by Karger Publishers will undergo basic proofreading to
check for obvious spelling and grammar mistakes. If you would prefer a more in-depth
language editing service to improve clarity and style, please consult a service provider prior
to submission. Please note that the use of a language editing service before submission is
not a requirement for publication in the journal and does not guarantee that the manuscript
will be considered for peer review or accepted.

Karger Publishers’ house style is based on internationally recognized standard manuals,

including The Chicago Manual of Style.

Proof Central

An email containing a link to access the proofs will be sent to the contact author. The authors
should check the document and respond to any questions that have been raised during
copyediting within 48 hours. A provisional PDF can be viewed for an impression of the final
layout of the manuscript.

Corrections to the text and tables should be made directly in the template. Changes to
figures are discouraged but can be indicated with comments. Final layout and typesetting
take place at a later stage.

Alterations made to proofs, other than the correction of errors introduced during production,
are subject to review and may require editorial approval which could delay the publication of
your manuscript

Please note that the revised proofs are not sent to the authors prior to typesetting and online
publication unless there are exceptional circumstances. The article layout will be created
according to the Karger standard.

DOI Number

A DOI number will be available as a unique identifier on the title page of each article. DOls
are useful for identifying and citing articles published online without volume or issue
information (for more information, see www.doi.org).

Licenses and Copyright

Articles published in GE - Portuguese Journal of Gastroenterology are licensed by default
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