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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 

HEADINGS: Schistosomiasis mansoni. Portal hypertension. Surgery. Portal pressure. 
Esophageal and gastric varices.

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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First, we would like to congratulate the authors of 
this study1 for stimulating reflection on public health 
policy involving the diagnosis of colorectal cancer 

(CRC), a topic of extreme relevance, given that it is the third 
most common cancer in men and the second most common 
cancer in women. In 2020, there were more than 1.9 million 
new cases of CRC6.

The benefits of CRC screening were recognized four 
decades ago when the American Cancer Society started 
recommending it. The screening was responsible for the decline 
in CRC incidence observed since the 1980s2.

Randomized studies have shown that screening people at 
medium risk, that is, those with no family history of CRC, reduces 
the incidence and mortality resulting from this neoplasm2,3.

In contrast to screening programs for other neoplasms, 
CRC screening allows the diagnosis of lesions at an early stage 
and the detection of pre-malignant lesions that, if removed, 
can prevent cancer4.

The importance of CRC screening is based not only on 
the possibility of early diagnosis but also on the impact of 
endoscopic polypectomy, which reduces mortality related to 
this neoplasm by more than 50%7.

The comments below discuss the methodology used 
in the study (NordiCC Study) and the negative impact on a 
diagnostic technique established in several publications due 
to structural errors added to the article.

Pragmatic (real-life) randomized controlled trials (RCTs) 
can be considered observational studies (cohorts) in which, 
although randomization is present, it does not give these trials 
the character of experimentation (associated with the term 
randomized clinical trial) – the rigorous individual eligibility 
criteria are a fundamental part of the methodology. Even when 
these eligibility criteria are “relaxed,” the analysis in these 
(pragmatic) trials must necessarily consider prognostic differences 
between participants, which are essential to avoid confounding 
and selection bias. In addition, the term pragmatic may be 
misused as the cohort departs from usual practice because, 
despite the randomization of participants being performed at 

the group level, the proposed interventions do not correspond 
to the conventional care that these patients would receive, as 
an invitation for colonoscopy, periodic contact, or even the 
creation of a control group without care (called usual care). 
Also, the absence of care in the usual care group (comparison) 
calls into question the classic concept of randomization since 
there is no control in this group regarding losses or migration 
(crossover) to colonoscopy.

Intention-to-treat analysis is prohibitive due to the 
extensive loss of adherence (non-compliers) of participants 
in the invited (screened) group, decreasing the sample in 
this group after randomization by more than 50%. The only 
possible analysis is per protocol. Furthermore, non-complier 
patients (who did not accept the invitation) and conventional 
care patients should be analyzed within the same group 
(not screened) and compared with participants who actually 
underwent colonoscopy.

ANALYSIS
1. Per protocol=no screening (56,365) vs. compliers 

(11,843)
Cancer risk difference (PPP)
Cancer risk screening (PPP): 102/11,843=0.86%
Cancer risk usual care (PPP): 622/56,365=1.1%
Cancer risk difference (PPP)=0.24% (95%CI, 0.42–0.05)
Number need to screen and diagnose cancer=416
Difference in risk of death (PPP)
Risk of death screening (PPP): 17/11,843=0.14%
Risk of death usual care (PPP): 157/56,365=0.27%
Death risk difference (PPP)=0.13% (95%CI 0.21–0.05%)
Number need to screen and prevent death=769
2. Per protocol aggregated (non-compliers + usual 

care) vs. compliers
Non-compliers (16,377) + usual care (56,365)=72,742 

vs. compliers (11,843)
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colon cancer. Reduction in risk of death of 0.14% with screening, 
requiring screening of 714 patients to avoid one death from 
colon cancer.

The data obtained in the published article and in the 
supplement demonstrate colonoscopy’s substantial benefit.

Comparing with breast cancer screening, we can cite a 
meta-analysis of observational studies that indicates a relative 
risk (RR) of mortality for breast cancer of 0.86 for those patients 
with age between 50 and 59 years (95%CI 0.68–0.97), with 8 
deaths being avoided per 10,000 women in 10 years and 0.67 for 
those aged 60–69 years (95%CI 0.54–0.83), preventing 21 deaths 
per 10,000 women in 10 years2,5. The role of mammography 
in breast cancer screening is clearly evidenced, and this policy 
is consecrated. These results are very similar to colon cancer 
screening by colonoscopy.

We respectfully suggest that the editors of the New England 
Journal of Medicine re-do the statistical analyses, confirm our 
observations, and claim redress, given the negative impact of 
this study on CRC screening.
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Cancer risk difference (PPP aggregate)
Cancer risk screening (PPP aggregate): 102/11,843=0.86%
Cancer risk usual care (PPP aggregate): 779/72,742=1.0%
Cancer risk difference (PPP aggregate)=0.20% (95%CI, 

0.39–0.02)
Number need to screen and diagnose cancer=500
Risk of death difference (control)
Risk of death screening (control): 17/11,843=0.14%
Death risk usual care (control): 212/72,742=0.29%
Death risk difference (control)=0.14% (95%CI 0.22–0.06)
Number need to screen and prevent death=714
Main critical points
Risk of bias very high
• Patient selection bias (absence of prognostic similarity 

between the two compared groups).
• Confounding bias (uncertainty of absence of baseline 

outcome–particularly in conventional care patients)
• Absence of blinding and losses greater than 20%
• Sample size calculation based on “inflated” estimates 

of a 25% cancer mortality difference between screened 
and unscreened

• The sample size calculation was estimated for 15 years 
of follow-up, and this publication is characterized 
by preliminary results or “interim analysis” or early 
discontinuation (loss of blinding).

• The mean follow-up of 10 years should not be used, 
and only patients already followed up for a period of 
at least 10 years should have been considered in the 
analysis, that is, from 2009 to 2011.

• Screening only those patients who accept the invitation 
can select a group of patients with prognostic factors 
or characteristics, which must be different from the 
other participants (who did not accept the invitation) 
and may favor the diagnosis (diagnostic bias).

• The number of events (mortality and cancer incidence) is 
very small, giving uncertainty to the differences obtained.

CONCLUSION
The NordICC pragmatic study has serious methodological 

limitations, resulting in high uncertainty. However, in the per-
protocol analyses, whether or not aggregating non-compliers 
patients to those in usual care, it is demonstrated that:

PPP: 0.24% increase in colon cancer diagnosis with 
screening, requiring screening of 416 patients to diagnose 
colon cancer. Reduction in risk of death of 0.13% with screening, 
requiring screening of 769 patients to avoid one death from 
colon cancer.

Aggregate PPP: 0.20% increase in colon cancer diagnosis 
with screening, requiring screening of 500 patients to diagnose 
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