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ABSTRACT – Molecular medicine opened new horizons in understanding disease mechanisms and discovering target interventions. The wider availability of DNA 
and RNA sequencing, immunohistochemical analysis, proteomics, and other molecular tests changed how physicians manage diseases. The gastric cancer 
molecular classification proposed by The Cancer Genome Atlas Program divides gastric adenocarcinomas into four subtypes. However, the available targets 
and/or immunotherapies approved for clinical use seem to be dissociated from these molecular subtypes. Until a more reliable interpretation of the stupendous 
amount of data provided by the molecular classifications is presented, the clinical guidelines will rely on available actionable targets and approved therapies to 
guide clinicians in conducting cancer management in the era of molecular therapies.
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Editorial

THE MOLECULAR CANCER SUBTYPES VERSUS THE INDUSTRY 
ARSENAL. WHICH ONE DRIVES GASTRIC CANCER TREATMENT?
Os subtipos moleculares de câncer versus o arsenal da indústria. qual deles determina o tratamento do câncer gástrico?
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RESUMO – A medicina molecular abriu novos horizontes na compreensão dos mecanismos das doenças e na descoberta de intervenções alvo. A maior 
disponibilidade de sequenciação de DNA e RNA, análise imuno-histoquímica, proteômica e outros testes moleculares mudou a forma como os médicos 
conduzem as doenças. A classificação molecular do câncer gástrico proposta pelo Atlas do Genoma do Câncer divide os adenocarcinomas gástricos em quatro 
subtipos. No entanto, os alvos disponíveis e/ou imunoterapias aprovadas para uso clínico parecem estar dissociados desses subtipos moleculares. Até que 
seja apresentada uma interpretação mais confiável da estupenda quantidade de dados fornecidos pelas classificações moleculares, as diretrizes clínicas irão se 
basear nos alvos acionáveis disponíveis e nas terapias aprovadas para orientar os médicos na condução da gestão do câncer na era das terapias moleculares.
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A QUEDA DA PRESSÃO PORTAL APÓS DESVASCULARIZAÇÃO 
ESOFAGOGÁSTRICA E ESPLENECTOMIA INFLUENCIA A VARIAÇÃO 
DO CALIBRE DAS VARIZES E AS TAXAS DE RESSANGRAMENTO NA 
ESQUISTOSSOMOSE NO SEGUIMENTO EM LONGO PRAZO?
Does the drop in portal pressure after esophagogastric devascularization and splenectomy 
variation of variceal calibers and the rebleeding rates in schistosomiasis in late follow-up?
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ABSTRACT - Background: The treatment of choice for patients with schistosomiasis with 
previous episode of varices is bleeding esophagogastric devascularization and splenectomy 
(EGDS) in association with postoperative endoscopic therapy. However, studies have shown 
varices recurrence especially after long-term follow-up. Aim: To assess the impact on 
behavior of esophageal varices and bleeding recurrence after post-operative endoscopic 
treatment of patients submitted to EGDS. Methods: Thirty-six patients submitted to EGDS 

portal pressure drop, more or less than 30%, and compared with the behavior of esophageal 
varices and the rate of bleeding recurrence. Results
late post-operative varices caliber when compared the pre-operative data was observed 
despite an increase in diameter during follow-up that was controlled by endoscopic therapy. 
Conclusion
variceal calibers when comparing pre-operative and early or late post-operative diameters. 
The comparison between the portal pressure drop and the rebleeding rates was also not 
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RESUMO - Racional: O tratamento de escolha para pacientes com hipertensão portal 
esquistossomótica com sangramento de varizes é a desconexão ázigo-portal mais 
esplenectomia (DAPE) associada à terapia endoscópica. Porém, estudos mostram aumento 
do calibre das varizes em alguns pacientes durante o seguimento em longo prazo. Objetivo: 
Avaliar o impacto da DAPE e tratamento endoscópico pós-operatório no comportamento 
das varizes esofágicas e recidiva hemorrágica, de pacientes esquistossomóticos. Métodos: 
Foram estudados 36 pacientes com seguimento superior a cinco anos, distribuídos em 
dois grupos: queda da pressão portal abaixo de 30% e acima de 30% comparados com o 
calibre das varizes esofágicas no pós-operatório precoce e tardio além do índice de recidiva 
hemorrágica. Resultados
esofágicas que, durante o seguimento aumentaram de calibre e foram controladas com 

o comportamento do calibre das varizes no pós-operatório precoce nem tardio nem os 
índices de recidiva hemorrágica. Conclusão

operatórios precoces ou tardios. A comparação entre a queda de pressão do portal e as 

DESCRITORES: Esquistossomose mansoni. Hipertensão portal. Cirurgia. Pressão na veia porta. Varizes esofágicas 
e gástricas.
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Perspectiva
Este estudo avaliou o impacto tardio no índice 
de ressangramento de pacientes submetidos ao 
tratamento cirúrgico e endoscópico. A queda na 

variação do calibre das varizes quando comparado 
o seu diâmetro no pré e pós-operatório precoce e 
tardio. A comparação entre a queda de pressão 
portal e as taxas de ressangramento, também 

evidenciar se apenas a terapia endoscópica, ou 
operações menos complexas poderão controlar o 
sangramento das varizes.

Evolução do calibre das varizes no período pré e pós-
operatório precoce  e tardio

Mensagem central
A desconexão ázigo-portal e esplenectomia 
apresenta importante impacto na diminuição 
precoce do calibre das varizes esofágicas na 
esquistossomose; entretanto, parece que a 
associação com a terapia endoscópica é a maior 
responsável pelo controle da recidiva hemorrágica.
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The dissociation between the molecular classification 
and indications for specific therapies does not diminish the 
importance of the molecular classifications. These classifications 
provide robust information for the development of new therapies 
and shed light on the understanding of each cancer molecular 
mechanism, allowing future interventions in treatment, diagnosis, 
and prevention strategies, the latter being the most effective 
future cancer control8,9.

Until a more reliable interpretation of the stupendous 
amount of data provided by the molecular classifications is 
presented, the clinical guidelines will rely on available actionable 
targets and approved therapies to guide clinicians in conducting 
cancer management in the era of molecular therapies. Currently, 
the available industry arsenal has greater weight than the 
molecular classifications themselves in the clinical treatment 
decision-making2,3. 
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INTRODUCTION
Molecular medicine opened new horizons in understanding 

disease mechanisms and discovering target interventions. The wide 
availability of DNA and RNA sequencing, immunohistochemical 
analysis, proteomics, and other molecular tests changed how 
physicians manage diseases.

This revolution reached almost every field of medicine 
but was especially incorporated into oncology. Cancers that 
were unresponsive to classical therapies are now treated with 
great success, as a consequence of both understanding their 
molecular mechanisms and the development of specific target 
therapies to hone in on them.

Academic research institutions and the pharmaceutical 
industry have triggered the discovery of many new sensitive 
targets, translating them into daily practice.

This development in molecular understanding gave rise to 
the precision medicine initiative, which emerged as a strategy to 
treat patients more efficiently, according to both the molecular 
features of the tumor and the peculiarities of the individual 
genetic background, including pharmacogenetic variants.

Diverse initiatives to classify cancers beyond the traditional 
morphological histological criteria, which incorporate the 
molecular patterns of the tumors and aim to guide their clinical 
management, have emerged and become extensively reported 
in medical journals1,6.

Nevertheless, in the real world, treatment decisions are 
mostly driven by available target therapies based on protocols of 
potential clinical response, instead of by molecular classifications10.

The Cancer Genome Atlas Program (TCGA) consortium 
provided molecular classifications of many cancer types, including 
gastric, colonic, and others. The scientific community expected 
to translate these classifications into clinical decisions, but this 
goal seems very far from the daily practice5.

The gastric cancer molecular classification proposed by the 
TCGA divides gastric adenocarcinomas into four subtypes. However, 
the available targets and/or immunotherapies approved for clinical 
use seem to be dissociated from these molecular subtypes5.

Anti-HER-2 therapies, although most commonly applied 
to the Chromosomal instability molecular subtype (CIN), are also 
indicated for tumors from the other subtypes, as long as they 
present high human epidermal growth factor receptor-type 2 
(HER-2) expression. The same is true for Claudin 18-2. Target 
therapy will be available for every molecular subtype according 
to antibody reactivity to Claudin-2. Anti-PD-1 therapy is indicated 
for a specific molecular subtype, the Microsatellites Instability 
molecular subtype (MSI). But even for this indication, if a tumor 
from other molecular subtypes presents a high expression of 
PD-1 (combined positive score [CPS]>1), this therapy will be 
made available for clinical use. Moreover, Epstein-Barr virus 
(EBV) subtypes and cancers with a high tumor mutation burden 
also represent potential indications for such therapy3,4.

These “directed by available therapy” classifications are 
also present in the management of many other cancer types, 
such as lung, breast, and melanoma, among others.

The agnostic indication is the most extreme example 
of treatment guided by available actionable target therapies. 
Accordingly, if the target is presented, treatment will be indicated, 
regardless of the tumor type or site of origin, whether it is 
gastric, colonic, pulmonary, uterine, or other cancers; once the 
target is present, a drug will be indicated. Should this still be 
called “precision medicine”?1,7.
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