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As evidéncias atualmente disponiveis ndo demonstram claramente os beneficios da
quimioterapia de consolidacdo para todas as mulheres com neoplasia trofoblastica
gestacional (NTG) de baixo-risco. Dada a raridade da NTG, a realizacdo de estudos
clinicos controlados e randomizados classicos nessa area, apresenta grandes obstaculos.
Dessa forma, uma revisdo sistematica (RS) da literatura se apresenta como a melhor
opcao para o estudo de questdes terapéuticas relacionadas a essa doenca. Para tanto, um
protocolo de revisdo sistematica deve ser elaborado a priori, a fim de registrar de modo
claro e transparente todo o processo da RS, bem como definir as analises que serdo
realizadas e, assim, minimizar o risco de erros sistematicos ou vieses. Tendo isso em
vista, o principal objetivo deste trabalho foi desenvolver o protocolo para uma revisdo
sistematica da literatura visando investigar se a quimioterapia de consolidacéo é
necessaria em todos os casos de NTG pos-molar de baixo risco apds a normalizacdo do
hCG através de quimioterapia de primeira linha com agente Gnico. A técnica PICOT foi
utilizada na construcéo da pergunta de pesquisa: “A quimioterapia de consolidagéo é
necessaria em todos os casos de NTG pos-molar de baixo risco para prevenir
recorréncia apds a normalizacdo do hCG, alcancada com quimioterapia de primeira
linha com agente Unico?”. A checklist PRISMA-P serviu como base para o
desenvolvimento das estratégias de busca e triagem, defini¢do dos critérios de
elegibilidade dos estudos de interesse, planejamento da extracdo e analises dos dados,
bem como das analises de qualidade dos dados. Uma vez finalizado, o protocol foi
registrado na base PROSPERO (International Prospective Register of Ongoing
Systematic Reviews) e publicado na BMJ Open, revista médica revisada por pares e de

acesso aberto.

Palavras-chave: Neoplasia trofoblastica gestacional, quimioterapia de consolidagéo,
protocolo de revisdo sistemética
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Currently available evidence does not clearly demonstrate the benefits of consolidation
chemotherapy for all women with low-risk gestational trophoblastic neoplasia (GTN).
Given the rarity of GTN, conducting classic randomized controlled clinical trials in this
area presents major obstacles. Thus, a systematic review (SR) of the literature is
presented as the best option for the study of therapeutic issues related to this disease. To
this end, a systematic review protocol must be prepared a priori, in order to clearly
record the entire SR process, as well as define the analyses to be carried out, This will
minimize the risk of systematic errors or biases. Within this framework, the main
objective of this work was to develop the protocol for a systematic review of the
literature to investigate whether consolidation chemotherapy is necessary in all cases of
low-risk postmolar GTN after hCG normalization with first-line single-agent
chemotherapy. The PICOT technique was used in building the research question: “Is
consolidation chemotherapy necessary in all low-risk postmolar GTN cases to prevent
recurrence after hCG normalization with first-line single-agent chemotherapy? ”. The
PRISMA-P checklist served as a basis for the development of search and screening
strategies, definition of eligibility criteria for studies of interest, planning of data
extraction and analysis, as well as data quality analyses. Once finalized, the protocol
was registered in the PROSPERO database (International Prospective Register of
Ongoing Systematic Reviews) and published in the BMJ Open, a peer-reviewed and

open access medical journal.

Keywords: Gestational trophoblastic neoplasm, consolidation chemotherapy,

systematic review protocol



1. Introducdo
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Introducéo

O termo neoplasia trofoblastica gestacional (NTG) refere-se a um grupo de neoplasias
malignas que consistem na proliferacdo anormal de tecido trofoblastico. As neoplasias
gestacionais podem ocorrer ap6s mola hidatiforme ou gravidez ndo-molar e incluem mola
invasora, coriocarcinoma, tumor trofoblastico do sitio placentario (TTSP) e tumor
trofoblastico epitelidide (TTE). O manejo inicial da mola hidatiforme consiste em
esvaziamento uterino cirurgico seguido de acompanhamento regular dos titulos do horménio
gonadotrofina coridnica humana sérica (hCG). Na auséncia de tecido para uma analise
histopatoldgica definitiva, a elevacao persistente do hCG, ap6s qualquer tipo de gravidez, é

diagnosticada como NTG (1,2).

Os critérios diagndsticos mais importantes para o inicio do tratamento da NTG pds-molar
sdo platd ou elevacdo de hCG na auséncia de gravidez, sem necessidade de exame
histopatolégico (3). Também sdo considerados parametros diagnosticos o horménio hCG
persistente 6 meses ap6s o esvaziamento uterino de mola hidatiforme ou exame histopatologico
de coriocarcinoma em produto de curetagem uterina, histerectomia ou salpingectomia (4,5).

A neoplasia trofoblastica gestacional afeta de 2 a 7 por 100.000 gravidezes na Europa e
na América do Norte, enquanto no Sudeste Asiatico e no Japéo, a incidéncia é maior, sendo de
5 a 200 por 100.000 gravidezes, respectivamente (2). O maior estudo epidemioldgico sobre
doencas trofoblasticas gestacionais realizado no Brasil revela que 24.6% das pacientes com
mola hidatiforme completa e 7.6% daquelas com mola parcial desenvolvem NTG (6).

A classificacdo da NTG é realizada de acordo com critérios definidos pela Federagédo

Internacional de Ginecologia e Obstetricia (4) que utilizam o sistema de estadiamento
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anatdmico (estagios I, 11, 111 e 1V) associado ao sistema de pontuacao de fatores de risco de
resisténcia a quimioterapia desenvolvido pela Organizacdo Mundial da Saude (OMS)
modificado. Dessa forma, pacientes com escore > 7, que apresentam maior chance de
resisténcia a quimioterapia por agente Unico, sao diagnosticadas com NTG de alto risco (3, 7,
8) e aquelas com escore de 0-6 séo consideradas como de baixo-risco, que constituem cerca

de 95% dos casos de NTG pds-molar (9)

A quimioterapia € o tratamento indicado nos casos de NTG, com taxas de cura de
aproximadamente 100% nos casos de baixo-risco (3). Dependendo da classificacdo e do
estagio da doenca, as pacientes sao tratadas através de quimioterapia por multiplos agentes
para a doenca de alto risco ou quimioterapia com agente Unico (metotrexato ou actinomicina

D) para a doenca de baixo risco (10).

O tratamento quimioterapico deve ser ministrado até que os titulos de hCG estejam
normais e as pacientes sejam consideradas em remissao completa apds trés testes
consecutivos semanais negativos de hCG (11). No entanto, ap6s o hCG se tornar indetectavel,
estima-se que ainda restem 10° células tumorais. Além disso, em aproximadamente 25% dos
casos observa-se resisténcia ou recidiva ap6s a quimioterapia inicial (12). Para erradicar essas
células remanescentes, recomenda-se 0 uso de terapia de consolidagdo com o(s) ultimo(s)
agente(s) efetivo(s) para prevenir a recidiva (11). Apo6s a normalizacdo do hCG, a
quimioterapia deve ser continuada por mais 6 semanas (9), a fim de se eliminar as células
tumorais residuais e assim minimizar as chances de recorréncia (13). Em estudo conduzido
com uma populacdo de 4201 pacientes britanicas, descobriu-se que, na doenca de baixo risco,
0 maior risco de recorréncia (72.7%) ocorre durante o primeiro ano apos o término do
tratamento. Subsequentemente, esse risco diminui progressivamente ao longo do tempo até

ndo ser mais observado a partir de 7 anos (14, 15).
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Poucos estudos, sendo nenhum randomizado, abordam a terapia de consolidagéo para
NTG de baixo risco, e 0 numero ideal de cursos de consolidacédo a serem administrados
permanece indefinido. Mutch et al. relataram que auséncia de quimioterapia de consolidacao
apos o primeiro nivel de hCG normalizado estava relacionada ao desenvolvimento de doenca
recorrente (16). Yang et al. identificaram menos de dois cursos de quimioterapia de
consolidacdo como fator de risco para recorréncia da doenca (17). Esses autores observaram
que a taxa de recorréncia entre pacientes de baixo risco foi de 2,9%, embora a recorréncia
tenha sido definida como um aumento dos valores séricos de hCG trés meses apds a remissdo
completa. Sun et al. encontraram uma taxa de recorréncia de 2,4% em pacientes com
coriocarcinoma de baixo risco e analisaram os fatores associados a recorréncia. Especialmente
interessante nesse estudo foi o achado de que as taxas de recorréncia foram de 6,1% sem
quimioterapia de consolidacéo e 9,8% com consolidacdo, enquanto que com 2, 3 e >3 ciclos
de quimioterapia de consolidacdo as taxas de recorréncia foram de 1,4%, 3,9% e 3,1%,
respectivamente (18). No entanto, essa diferenca pode ter sido um achado casual devido ao
nimero muito pequeno de pacientes investigadas. Dados ndo randomizados sugerem que a
reducdo da terapia de consolidacdo em apenas um ciclo dobra o risco de recorréncia (13). No
entanto, o nimero de cursos de consolidacdo associados a menor taxa de recorréncia
permanece indefinido. De fato, o nimero de cursos de consolidacdo e as taxas de recorréncia
relatadas na literatura sdo divergentes. E muito provavel que isso se deva ao fato de que
diferentes definicGes de NTG e de recorréncia foram utilizadas nos diferentes estudos. Além
disso, alguns deles combinaram pacientes com NTG pds-molar juntamente com pacientes
com NTG pos-parto, como também misturaram pacientes que atingiram a normaliza¢do dos
titulos de hCG com pacientes que apresentaram progressdo da doenca durante o uso de

metotrexato (MTX).
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Em 2012, Lybol et al. compararam retrospectivamente a porcentagem de recorréncia
da doenca em uma grande coorte de mulheres com NTG de baixo risco, tratadas com dois
(Holanda) ou trés cursos de consolidacdo com MTX (Reino Unido). Eles encontraram 4% de
recorréncia apos trés cursos de consolidacdo com MTX alternado a &cido folinico, em
contraste a 8,3% ap0os dois cursos de consolidacao (13). Embora esse nédo tenha sido um
estudo prospectivo randomizado, seus resultados sugerem que trés cursos de quimioterapia de
consolidacdo podem ser preferiveis a dois no tratamento de NTG de baixo risco para diminuir
o risco de recorréncia. Porém, a diferenca encontrada entre as porcentagens de recorréncia
pode ter sido influenciada por outros fatores além do numero de cursos de consolidacao.
Primeiro, o critério extra na defini¢cdo de GTN acrescentado na Holanda em 1993 de um valor
de hCG excedendo o percentil 95 da curva de regressdo normal, além de um platé ou aumento
nas concentracdes séricas de hCG em trés medi¢cdes semanais subsequentes, podem ter
influenciado a composicdo do grupo de pacientes na Holanda, possivelmente aumentando a
recorréncia observada. Além disso, as indicagdes mais amplas para o inicio da quimioterapia
no Reino Unido (hCG persistentemente aumentado com declinio aos 6 meses ap0s 0
esvaziamento uterino, concentracdo sérica de hCG superior a 20.000 Ul / L 4 semanas ou
mais ap0s a evacuacdo, metastases pulmonares ou vaginais > 2 cm de diametro ou
sangramento vaginal intenso) podem ter contribuido para a diferenca nas porcentagens de
recorréncia encontradas. Em segundo lugar, o nivel de hCG antes do inicio do tratamento com
MTX foi maior em pacientes da Holanda do que em pacientes do Reino Unido. Um maior
namero de pacientes tratadas na Holanda apresentaram hCG superior a 100.000 Ul / L. Uma
vez que a resposta ao tratamento é conhecida por ser influenciada pela carga tumoral,
conforme refletido pelo nivel de hCG ( 18, 19), essa discrepancia pode ter contribuido para a
maior recorréncia encontrada entre as pacientes holandesas. Além disso, diferentes testes de

hCG foram utilizados na Holanda e no Reino Unido, o que pode ter contribuido para a
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diferenca observada nos niveis de hCG antes do tratamento. Finalmente, a porcentagem de
pacientes com metastases nos pulmdes ou na vagina diferiu entre a Holanda e o Reino Unido.
As pacientes da Holanda tiveram mais frequentemente doenca metastatica antes do inicio do
tratamento com MTX. No entanto, embora as pacientes holandesas tivessem um nivel sérico
de hCG mais alto e um maior nimero dessas pacientes apresentasse metastases pulmonares
antes do inicio do tratamento, nenhuma diferenca significativa foi observada no nimero de
cursos de MTX necessarios para atingir niveis normais de hCG. Outra possivel limitacdo
desse estudo de Lybol et al. reside no fato de se tratar de uma analise retrospectiva em que
diferentes sistemas de pontuacdo foram empregados na defini¢do da doenca de baixo risco.
Ao contrario do sistema de pontuacdo da FIGO 2000, a diretriz holandesa néo inclui
pontuacdes para idade, concentracdo sérica de hCG no pré-tratamento, nimero de metastases
e maior tamanho do tumor (4, 20). Apesar disso, esse € o primeiro estudo em que as
porcentagens de recorréncia ap6s dois ou trés cursos de consolidacdo do MTX foram

investigadas.

Em 2016, Couder et al. analisaram retrospectivamente os fatores preditivos de
recorréncia em uma populacdo homogénea com NTG de baixo risco definido pela FIGO-
2000, que recebeu 2 cursos de consolidacdo exclusivamente com MTX ap6s a normalizacao
do hCG (21). Eles encontraram uma recorréncia de 5,7%, consistente com a frequéncia
relatada em séries anteriores, onde o sistema de pontuacdo da FIGO néo foi uniformemente
usado. Eles também demonstraram que NTG de baixo risco pos-parto e pacientes que
precisam de mais de 4 cursos de MTX para normalizagdo tem um risco maior de recorréncia
do que outras pacientes de baixo risco (8,66 vezes e 6,7 vezes maior risco de recorréncia,
respectivamente). Segundo esses autores, esses achados sugerem diferentes comportamentos
bioldgicos entre pacientes com NTG de baixo risco (21) e corroboram as baixas porcentagens

de recorréncia relatadas anteriormente (3% ) em pacientes que receberam um unico curso de
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MTX e alcancaram a normalizacdo sem qualquer consolidacéo (22, 23). Em vista desses
dados, verifica-se que ndo existem evidéncias suficientes quanto aos beneficios da terapia de

consolidacdo em todas as pacientes com NTG de baixo risco.

O tratamento quimioterapico para NTG de baixo risco € altamente eficaz, mas
apresenta associacao com eventos adversos tais como supressao da medula dssea, alopecia,
estomatite/mucosite, ndusea e vomitos, neuropatia, alteragdes nas fungdes hepaticas e renais
(24, 25, 26). Alie-se a isso o fato de que a contracepgdo é obrigatdria durante o periodo de
seguimento e que as mulheres com NTG podem apresentar significativas mudancas de humor,
problemas sexuais e de relacionamento, bem como preocupacéo com seu futuro reprodutivo
(6). Sendo assim, identificar os fatores clinicos associados a recorréncia da doenca, bem como
as porcentagens de recorréncia alcancadas através das diferentes estratégias de tratamento
utilizadas, seria de grande auxilio para se determinar a real necessidade da terapia de

consolidacdo.

Entretanto, é importante salientar que a realizacdo de estudos prospectivos em NTG
permanece sendo um grande desafio (27, 28). O desenho de estudo clinico classico para o
estudo de condicdes raras, como as doencas trofoblasticas gestacionais, requer um tempo
longo, um grande nimero de pacientes e nem sempre é viavel (29). Felizmente, novas
estratégias e sistemas vem sendo desenvolvidos e as revisdes sistematicas e metanalises tem

se tornado cada vez mais utilizadas.

Revisdes sistematicas da literatura sdo estudos secundarios, que sintetizam os
resultados de estudos primarios semelhantes, para responder a uma pergunta de pesquisa. Esse
tipo de revisdo se baseia em métodos rigorosos, explicitos e reprodutiveis, para minimizar o
risco de vieses e assim fornecer resultados confiaveis para a tomada de decisdes quanto a

melhor conduta a ser adotada.
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As revisdes sistematicas (RS) ajudam a evitar o desperdicio de esforcos investigativos
e de recursos, garantindo que novos estudos primarios possam ser realizados com pleno
conhecimento das evidéncias ja existentes, bem como identificam lacunas nesse

conhecimento que apontam direcOes para futuras pesquisas.

Por essas razoes, as RS tem sido amplamente utilizadas como base para a elaboragao
de diretrizes para a pratica clinica e hoje sdo consideradas o melhor nivel de evidéncia para a

tomada de decisfes em questdes terapéuticas (30).

Para nos assegurarmos de que uma revisao sistematica tera valor para quem a utilizar,
deve-se elaborar um relato transparente, completo, e preciso do porqué ela foi realizada, como
isso foi feito e quais os resultados encontrados. No entanto, estudos realizados no inicio da
década de 90 constataram que a maioria das revisdes publicadas na época deixava a desejar

quanto a esses quesitos.

Sendo assim, em 1996, um grupo de especialistas internacionais se reuniu e
desenvolveu um conjunto de orientacdes denominado QUOROM statement para aprimorar a

apresentacdo de meta-analises de estudos controlados e randomizados (31).

Em 2009, essas orientacdes foram revistas e agrupadas sob o novo nome de PRISMA
(Preferred Reporting Items for Systematic reviews and Meta-Analyses), de forma a acomodar
os diversos conceitos e praticas relacionados as revisdes sistematicas. Segundo as diretrizes

PRISMA, definem-se revisdo sistematica e meta-analise da seguinte forma:

- Revisdes sistematicas da literatura séo estudos secundarios, que sintetizam os

resultados de estudos primarios semelhantes, para responder a uma pergunta de pesquisa.

- Meta-analise é a utilizacdo de técnicas estatisticas para combinar e resumir 0s

resultados de maltiplos estudos, quando possivel (32)
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O rigor e a confiabilidade de uma reviséo sistematica baseiam-se grandemente no
planejamento e na definicdo da abordagem metodoldgica a ser adotada. A documentacao
desse planejamento anterior € o que chamamaos de protocolo. O protocolo de uma RS é

basicamente um “roteiro” cientifico da RS que se planeja fazer e que ainda nio foi iniciada.

O protocolo de revisdo sistematica é grande importancia, pois:

(1) Permite um planejamento cuidadoso, de maneira que se possa antecipar possiveis

problemas;

(2) Permite documentar minuciosamente o gque € planejado, antes do inicio da revisao,
para que outros possam comparar o protocolo com a revisao finalizada, replicar seus métodos,

bem como julgar a adequacdo desses métodos planejados;

(3) Previne que decisdes arbitrarias sejam tomadas acerca dos critérios de incluséo e

extracao de dados;

(4) Reduz a repeticdo de esforcos investigativos na mesma direcdo e aumenta as

oportunidades de colaboragéo (34)

Assim como foram elaboradas diretrizes para as RS, em 2015 foram publicados os
documentos Preferred Reporting Items for Systematic review and Meta-Analysis Protocols
2015 checklist (PRISMA-P) (32) e PRISMA-P 2015 Explanation and Elaboration (33) para
facilitar a preparacédo e a apresentacdo de protocolos de revisdes sistematicas. A checklist
contém 17 itens considerados como sendo 0s componentes minimamente essenciais de um
protocolo de revisdo sistematica, enquanto o PRISMA-P 2015 Explanation and Elaboration
fornece explicacgdes sobre a necessidade de cada um dos 17 itens da checklist, bem como

exemplos de como relata-los (33).
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As diretrizes PRISMA recomendam que protocolos sejam elaborados a priori,
tornados publicos e registrados em uma base de registros como a PROSPERO. A PROSPERO
apresenta uma lista de todas as revisdes em andamento e concluidas por area. Dessa forma, se
ela for consultada antes do inicio de uma revisdo, qualquer grupo de pesquisadores que tenha
a intencdo de realizar uma RS, podera verificar se ja existem estudo similares sendo
conduzidos. Além disso, o registro do protocolo de RS permite minimizar a ocorréncia de
vieses, pois facilita identificar risco de viés de relato seletivo de desfecho, isto é, quando um

desfecho é modificado apés o inicio do estudo ou excluido do relatério da revisédo final (34).

Além do registro, a publicacdo de protocolos em revistas especializadas tem sido
fortemente recomendada, pois sua divulgagdo prévia também permite que se compare 0s
resultados com o que foi previamente planejado facilitando a identificacdo de quaisquer

discrepancias geradoras de viés na conducdo da revisao (34).

Diante do exposto, uma revisdo sistematica da literatura nos parece ser a ferramenta
adequada para responder nossas questdes relativas a quimioterapia de consolidacdo em
pacientes com NTG de baixo risco e, para tanto, a elaboracdo de um protocolo constitui a
etapa fundamental, que permite estruturar de modo claro e transparente todo o processo da
RS, bem como definir as analises que serdo realizadas e, assim, minimizar o risco de erros

sistematicos ou vieses.
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Objetivo: Desenvolver o protocolo para uma revisdo sistematica da literatura, visando
investigar se a quimioterapia de consolidacdo € necessaria em todos os casos de NTG
pos-molar de baixo risco, apds a normalizacdo do hCG através de quimioterapia de

primeira linha com agente unico.
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ABSTRACT

Introduction: Current evidence remains insufficient to strongly demonstrate the
benefits of consolidation chemotherapy to all women with low-risk gestational
trophoblastic neoplasia (GTN). This protocol outlines a systematic review to investigate
whether consolidation chemotherapy is necessary for all patients with postmolar low-

risk GTN after hCG normalization with first-line single-agent chemotherapy.

Methods and Analysis: A search string will be used to search PubMed (MEDLINE),
EMBASE, Web of Sciences, Scopus, LILACS, and Cochrane Central Register of
Controlled Trials (CENTRAL) databases. Articles will be screened at the title and
abstract level, and then at the full article level by two independent reviewers using
inclusion/exclusion criteria. Randomized and non-randomized study designs will be
included, while case studies, commentaries, editorials, review articles, animal studies,
basic science studies, and cross-sectional studies, as well as studies not reporting
relapse/recurrence rates and/or whether consolidation chemotherapy was delivered will
be excluded. There will be no restrictions on date of publication, geographical location,
study setting, or language of publication. The primary outcome is rate of
recurrence/relapse. The assessments of randomized controlled trials will be performed
using the risk of bias tool from the Cochrane Collaboration. Non-randomized studies
will be assessed using the Newcastle-Ottawa scale. The quality of evidence will be
assessed using the Grading quality of evidence and strength of recommendations

(GRADE) guidelines
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Ethics and dissemination: No formal ethical approval is required as all data collected
will be secondary data and analyzed anonymously. Results will be disseminated through

a peer-reviewed publication and at scientific events.

Systematic Review Registration: The protocol has been registered at the International
Prospective Register of Systematic Reviews (PROSPERO,; registration number:

CRD42020164822)

Strengths and limitations of this study:

e The number of randomized controlled trials found is expected to be small as this
type of study usually requires a large sample size not easily available in the
context of rare cancers such as GTN.

e Differences in GTN diagnostic and classification criteria, as well as in the
definition of relapse, may confound comparisons

e The rigorous and transparent study design will possibly reduce the risk of
biases.

e Grading the quality of the evidence will provide confidence in the effect

estimates
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INTRODUCTION

Gestational Trophoblastic Neoplasia (GTN) refers to a group of malignant lesions that
arise from placental villous and extravillous trophoblast and may follow a hydatidiform
mole or a nonmolar pregnancy (1,2). Based on GTN classification and stage, treatment
consists of either single agent therapy with methotrexate (MTX) or Actinomycin D for

low-risk disease, or multi-agent therapy for high-risk disease (3)

Chemotherapy should be continued until complete remission is achieved, with a
normalized serum human chorionic gonadotropin (hCG) level (4) . However, tumor
resistance or relapse after first-line chemotherapy has been reported in approximately
25% of women with low-risk GTN(5). To eradicate the remaining tumor cells,
consolidation therapy with the last effective agent(s) has been recommended to prevent

relapse (4).

Few studies have addressed consolidation therapy for low-risk GTN. In 2006, Yang et
al. identified less than two courses of consolidation chemotherapy as a risk factor for
relapsed disease (6)while Sun et al. published results suggesting the opposite (7). This is
likely to be due to the fact that besides using different definitions for GTN and relapse,
those studies combined patients with postmolar GTN with patients with post-delivery
GTN, and patients normalizing on MTX with patients who had progressive disease on

MTX.

In 2012, Lybol et al. retrospectively compared relapse rates following two (The
Netherlands) or three (UK) MTX consolidation courses in women completing MTX
therapy for low-risk GTN. They found a 4 % relapse rate after three consolidation
courses of MTX alternating with folinic acid in contrast to an 8.3 % relapse rate

following two consolidation courses, suggesting that three courses of consolidation
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chemotherapy is preferable to two in order to decrease the risk of low-risk GTN relapse.
Nonetheless, differences between the Netherlands and the UK regarding the scoring
systems employed in defining low-risk disease GTN, and in hCG measurement methods
might have influenced the composition of the patient groups studied and the relapse

rates observed(8).

In 2016, Couder et al. retrospectively analyzed the predictive factors of relapse in a
homogeneous population with FIGO-2000-defined low risk GTN that received two
consolidation courses after hCG normalization with MTX alone. They found a relapse
rate of 5.7%, consistent with the rate reported in previous series where the FIGO
scoring system was not uniformly used. Additionally, they demonstrated that
postpartum low-risk GTN and patients who need more than four courses of MTX for
normalization are at a higher risk of relapse than other low-risk patients (8.66-fold and
6.7-fold higher relapse risk, respectively). According to these authors, these findings
suggest different biological behaviors among low-risk GTN patients and support

previously reported relapse rates as low as 3% without any consolidation(9).

Taken together, these data indicate that current evidence on the benefits of consolidation
chemotherapy to all women with low-risk GTN remains insufficiently strong. Thus, this
review aims at investigating whether consolidation chemotherapy is necessary for all
patients with postmolar low-risk GTN after hCG normalization with first-line single-
agent chemotherapy. To this end, the proposed review will determine patient, disease
and treatment characteristics of the women with postmolar low-risk GTN included in
each of the studies of interest; and assess the relationship of relapse rate with these
characteristics, use of consolidation chemotherapy, and number of consolidation

chemotherapy cycles used (if any).
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Review Question

The components of population, intervention, comparator, outcome, and time frame

(PICOT) were as follows:

Population: women with postmolar low-risk GTN who achieved remission (hCG

normalization) with single-agent chemotherapy

Intervention: Consolidation chemotherapy after hCG normalization with first-line

single-agent chemotherapy

Comparator: no consolidation treatment or placebo after hCG normalization with first-

line single-agent chemotherapy.

Outcome: The primary outcome is rate of recurrence/relapse. Due to possible variation
in disease definitions over time, definitions of outcomes will be extracted as reported in
individual studies. Secondary outcomes will include consolidation chemotherapy

toxicity and time to relapse/recurrence.

Time frame: up to one year of follow up after hCG normalization with first-line single-

agent chemotherapy.

This protocol outlines the procedures for a systematic literature review intended to
answer the question: Is consolidation chemotherapy necessary for all patients with
postmolar low-risk gestational trophoblastic neoplasia to prevent recurrence after hCG

normalization with first-line single-agent chemotherapy?
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METHODS

This protocol was designed according to PRISMA-P (Preferred Reporting Items for
Systematic Reviews and Meta-Analyses) guidelines (10)(checklist in supplemental file
1) and registered at the International Prospective Register of Systematic Reviews

(PROSPERQO,; registration number: CRD42020164822).

Eligibility criteria

As information on consolidation therapy for postmolar low-risk gestational
trophoblastic neoplasia is limited, the following randomized and non-randomized study
designs will be included: randomized and quasi-randomized trials (including cluster and
crossover trials), non-randomized controlled trials, prospective and retrospective cohort
studies, case-control studies, controlled before-and-after studies, historically controlled
studies, case series, and interrupted time-series studies. Abstracts and conference

proceedings will also be considered.

Case studies, commentaries, editorials, review articles, animal studies, and basic science
studies, cross sectional studies, as well as studies not reporting relapse/recurrence rates
and/or whether consolidation chemotherapy was delivered will be excluded. In studies
also including women with other types of GTN (e.g. nonmolar, high risk), only data for
the postmolar low-risk subgroup will be extracted. To ensure literature saturation, the

reference lists of the studies included will be hand searched.

There will be no restrictions on date of publication, geographical location, study setting,

or language of publication.
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Search strategy

The specific search strategies will be created by a Health Sciences Librarian with
expertise in systematic review searching with input from the project team. Searches will
be conducted in PubMed (MEDLINE), EMBASE, Web of Sciences, Scopus, LILACS,
and Cochrane Central Register of Controlled Trials (CENTRAL). A draft search
strategy for all databases to be used is presented in supplemental file 2. After the
PUBMED strategy is finalized, it will be adapted to the syntax and subject headings of
the other databases. Reference lists of included studies identified through the search will
be scanned to identify any potentially eligible studies. The search will be updated

toward the end of the review to capture recently published literature.

Data management

Two independent reviewers will perform data abstraction and quality assessment.
Disagreements will be resolved through discussion and/or with the involvement of
third-party arbitration. Using standardized forms, the reviewers will extract data
independently and in duplicate from each eligible study. To ensure consistency across
reviewers, calibration exercises will be conducted before starting the review. The
Grading of Recommendations Assessment, Development and Evaluation Profiler
(GRADEQpro) software will be used to create tables for summary of findings and quality

assessment.

Screening

All screening steps will be conducted independently by two reviewers. Duplicate
references will be removed, and two review authors will independently screen the titles
and abstracts yielded by the search. Full-text articles that meet the inclusion criteria

will then be retrieved and screened. The reasons for excluding trials will be recorded.
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Neither of the review authors will be blind to the journal titles or to the study authors or

institutions.

To facilitate collaboration among reviewers, search results will be uploaded to a web-
based systematic review tool (e.g., Rayyan** or COVIDENCE) during the study
selection. Training will be provided to members of the review team not familiar with
such tools. Prior to the formal screening process, screening questions and forms will be

developed and tested for assessments based on the inclusion and exclusion criteria.

The reviewers will meet after each stage to assess agreement. Disagreements will be
resolved through discussion. If the conflict persists, a third independent reviewer will be

consulted to reach unanimity.

The PRISMA flow diagram (10) will be used to report the screening process.

Data abstraction

A data abstraction form will be created and piloted by two reviewers on a sample subset
of publications for this review. Data to be collected include study title, authors,
publication date, number of patients with postmolar low-risk gestational trophoblastic
neoplasia (GTN), low-risk GTN definition, type of antecedent pregnancy, pre-treatment
hCG, single- agent chemotherapy regimen used, number of single-agent chemotherapy
cycles needed to achieve hCG normalization, interval between chemotherapy cycles
until hCG remission, number of consolidation chemotherapy cycles administered,
consolidation chemotherapy adverse events, relapse/recurrence rate, relapse/recurrence

definition, time to relapse/recurrence, relapse/recurrence prognostic factors identified.
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Quality assessment

The assessments of RCTs will be performed using the risk of bias tool from the
Cochrane Collaboration (11), which evaluates potential bias for seven items across six
domains: selection bias (random sequence generation; allocation concealment),
performance bias (blinding of participants and personnel), detection bias (blinding of
outcome assessment), attrition bias (incomplete outcome data), reporting bias (selective
reporting), and other sources of bias. Each study will be rated as “high,” “unclear” or

“low” risk of bias

Non-randomized studies will be assessed using the Newcastle-Ottawa scale (12)that
evaluates each study on eight items falling into three categories: (1) selection of study
groups, (2) comparability of groups, and (3) ascertainment of exposure or outcome of

interest.

The quality of evidence will be assessed using the Grading quality of evidence and
strength of recommendations (GRADE) guidelines (13) which covers risk of bias,
inconsistency, indirectness, imprecision, and publication bias. The overall quality of

evidence is rated as high, moderate, low, or very low by each outcome measure.

The Grading of Recommendations Assessment, Development and Evaluation Profiler
(GRADEpro) software will be used to create tables for summary of findings and quality

assessment. (14)

Data analysis

Aggregate data will be used, and quantitative synthesis planned where possible if the
studies included are sufficiently homogenous in terms of design and disease type or
outcome definitions (Homogeneous outcomes in at least two studies). Continuous data

will be expressed as means and standard deviation. For dichotomous data, the odds ratio
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will be calculated, and a log-rank approach will be used to estimate a hazard ratio, both
with 95% CI. Random effects is the model chosen for meta-analysis as treatment effect
is assumed to vary among studies. For quantitative synthesis, Review Manager 5.3

software will be used to pool the results of trials for each outcome.

Inconsistency among the results of the included studies will be ascertained by visual
inspection of a forest plot (absence of overlap of Cls around the effect estimates of
individual studies), as well as by the Higgins inconsistency test or 12, where 12> 50 %

indicates moderate likelihood of heterogeneity.

The quality of evidence of intervention effect estimation for outcomes that can be
plotted in meta-analysis will be generated according to GRADE (Grading of

Recommendations Assessment, Development, and Evaluation).

Qualitative synthesis is planned for outcomes in which quantitative synthesis is not

feasible or appropriate.

Any amendments to this protocol will be documented with their corresponding rationale

in the full review.

Ethics and dissemination

Formal ethical approval is not required as all data collected will be secondary data and
will be analyzed anonymously. The results will be disseminated through a peer-

reviewed publication and at scientific conferences and meetings related to this field.

Data sharing statement

No additional data available.

Patient and public involvement (PPI)
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PRISMA-P (Preferred Reporting Items for Systematic review and Meta-Analysis Protocols) 2015
checklist: recommended items to address in a systematic review protocol*

Section and topic

Item

No

Checklist item

Reported item

ADMINISTRATIVE INFORMATION

Title: Page 1
Identification la Identify the report as a protocol of a systematic review
Update 1b  If the protocol is for an update of a previous systematic review, N/A
identify as such
Registration 2  Ifregistered, provide the name of the registry (such as Page 2&7
PROSPERO) and registration number
Authors:
Contact 3a  Provide name, institutional affiliation, e-mail address of all Page 1
protocol authors; provide physical mailing address of
corresponding author
Contributions 3b  Describe contributions of protocol authors and identify the Page 13
guarantor of the review
Amendments 4 If the protocol represents an amendment of a previously completed  N/A
or published protocol, identify as such and list changes; otherwise,
state plan for documenting important protocol amendments
Support:
Sources 5a Indicate sources of financial or other support for the review N/A
Sponsor 5b  Provide name for the review funder and/or sponsor N/A
Role of sponsor  5¢  Describe roles of funder(s), sponsor(s), and/or institution(s), if any, N/A
or funder in developing the protocol
INTRODUCTION
Rationale 6  Describe the rationale for the review in the context of what is Pages 4&5
already known
Objectives 7  Provide an explicit statement of the question(s) the review will Page 6
address with reference to participants, interventions, comparators,
and outcomes (PICO)
METHODS
Eligibility criteria 8  Specify the study characteristics (such as PICO, study design, Page 6 &7
setting, time frame) and report characteristics (such as years
considered, language, publication status) to be used as criteria for
eligibility for the review
Information sources 9  Describe all intended information sources (such as electronic Page 7
databases, contact with study authors, trial registers or other grey
literature sources) with planned dates of coverage
Search strategy 10 Present draft of search strategy to be used for at least one electronic ~ Supp. File 2
database, including planned limits, such that it could be repeated
Study records:
Data 11la Describe the mechanism(s) that will be used to manage records and  Page 8
management data throughout the review
Selection 11b State the process that will be used for selecting studies (such as two Page 8&9
process independent reviewers) through each phase of the review (that is,
screening, eligibility and inclusion in meta-analysis)
Data collection  11c Describe planned method of extracting data from reports (such as Page 9

process

piloting forms, done independently, in duplicate), any processes for
obtaining and confirming data from investigators
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Data items 12  List and define all variables for which data will be sought (such as  Page 9
PICO items, funding sources), any pre-planned data assumptions
and simplifications

Outcomes and 13 List and define all outcomes for which data will be sought, Page 9
prioritization including prioritization of main and additional outcomes, with

rationale
Risk of bias in 14 Describe anticipated methods for assessing risk of bias of individual Page 10
individual studies studies, including whether this will be done at the outcome or study

level, or both; state how this information will be used in data

synthesis
Data synthesis 15a Describe criteria under which study data will be quantitatively Page 10 & 11

synthesised

15b If data are appropriate for quantitative synthesis, describe planned  Page 11
summary measures, methods of handling data and methods of
combining data from studies, including any planned exploration of
consistency (such as 12, Kendall’s 1)

15¢c Describe any proposed additional analyses (such as sensitivity or N/A
subgroup analyses, meta-regression)

15d If quantitative synthesis is not appropriate, describe the type of
summary planned

Meta-bias(es) 16  Specify any planned assessment of meta-bias(es) (such as Page 11
publication bias across studies, selective reporting within studies)
Confidence in 17  Describe how the strength of the cumulative evidence body of Page 11

evidence will be assessed (such as GRADE)

From: Shamseer L, Moher D, Clarke M, Ghersi D, Liberati A, Petticrew M, Shekelle P, Stewart L,
PRISMA-P Group. Preferred reporting items for systematic review and meta-analysis protocols
(PRISMA-P) 2015: elaboration and explanation. BMJ. 2015 Jan 2;349(jan02 1):g7647.
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SUPPLEMENTAL FILE 2

SEARCH STRATEGIES

Cochrane Central

*low risk gestational trophoblastic neoplasia in All Text AND recurrence OR relapse in All Text

EMBASE

low AND (risk/exp OR risk) AND ("gestational trophoblastic disease"/exp OR (gestational AND
trophoblastic AND disease) OR "gestational trophoblastic disease" OR (gestational AND
trophoblastic AND neoplasia) OR "gestational trophoblastic neoplasia") AND (recurrance OR
recurrence/exp OR recurrence OR recurrences OR recurrencies OR recurrency OR recurrent OR
recurrently OR recurrents OR (recurrence/exp OR recurrence OR relapse OR relapses OR
relapsing OR relapsed OR relapser OR relapsers))

LILACS

(Trophoblastic Neoplasms or Neoplasias Trofoblasticas or Cancer Trofoblastico or Tumor
Trofoblastico or MH: C04.557.465.955 or C04.850.908 or C13.703.720.949 or Gestational
Trophoblastic Disease or Enfermedad Trofoblastica Gestacional or Doenga Trofoblastica
Gestacional or Neoplasias Trofobldasticas Gestacionais or MH: C04.557.465.955.416 or
MH:C04.850.908.416 or MH:C13.703.720.949.416 or Neoplasia Trofoblastica Gestacional de
baixo risco or Neoplasma Trofoblastico Gestacional de baixo risco) [Palavras] and recorréncia
OR recidiva OR recurrence OR relapse OR recorrencia OR récurrence [Palavras]

PUBMED

"low"[All Fields] AND ("risk"[MeSH Terms] OR "risk"[All Fields]) AND ("gestational trophoblastic
disease"[MeSH Terms] OR ("gestational"[All Fields] AND "trophoblastic"[All Fields] AND
"disease"[All Fields]) OR "gestational trophoblastic disease"[All Fields] OR ("gestational"[All
Fields] AND "trophoblastic"[All Fields] AND "neoplasia"[All Fields]) OR "gestational
trophoblastic neoplasia"[All Fields]) AND ("recurrance"[All Fields] OR "recurrence"[MeSH
Terms] OR "recurrence"[All Fields] OR "recurrences"[All Fields] OR "recurrencies"[All Fields] OR
"recurrency"[All Fields] OR "recurrent"[All Fields] OR "recurrently"[All Fields] OR
"recurrents"[All Fields] OR ("recurrence"[MeSH Terms] OR "recurrence"[All Fields] OR
"relapse"[All Fields] OR "relapses"[All Fields] OR "relapsing"[All Fields] OR "relapsed"[All Fields]
OR "relapser"[All Fields] OR "relapsers"[All Fields]))
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Scopus

low AND (risk/exp OR risk) AND ( "gestational trophoblastic disease" /exp OR (
gestational AND trophoblastic AND disease ) OR "gestational trophoblastic disease" OR (
gestational AND trophoblastic AND neoplasia) OR "gestational trophoblastic neoplasia" )
AND ( recurrance OR recurrence/exp OR recurrence OR recurrences OR recurrencies OR
recurrency OR recurrent OR recurrently OR recurrents OR (recurrence/exp OR
recurrence OR relapse OR relapses OR relapsing OR relapsed OR relapser OR relapsers)

)

Web of sciences

ALL=(low AND (risk OR risk) AND ("gestational trophoblastic disease" OR (gestational AND
trophoblastic AND disease) OR "gestational trophoblastic disease" OR (gestational AND
trophoblastic AND neoplasia) OR "gestational trophoblastic neoplasia") AND (recurrance OR
recurrence OR recurrence OR recurrences OR recurrencies OR recurrency OR recurrent OR
recurrently OR recurrents OR (recurrence OR recurrence OR relapse OR relapses OR relapsing
OR relapsed OR relapser OR relapsers)))
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Oficio n°® 053/2019 - CEP-FMB-UNESP

Prezada Senhora

Botucatu, 15 de outubro de 2019

Conforme apresentado ao Comité de Etica em Pesquisa da Faculdade de Medicina de Botucatu, o Projeto
de Pesquisa intitulado: “E a quimioterapia de lidagao aria para todas as pacientes com neoplasia
trofoblastica gestacional de baixo risco?” que serd conduzido pela pesquisadora Mariza Branco da Silva, sob sua
orientagdo, informo que nd@o hd necessidade de parecer ético pelo sistema CEP/CONEP, por tratar-se de revisdo de
literatura, em conformidade ao artigo 1° da Resolugdo n° 510, emitido pela CONEP, em 07 de abril de 2016.

Situagdo: projeto de pesquisa dispensado de analise ética.

Atenciosamente,

(oot
Profa. AssociZﬂ‘azéilvana A;% Molina Lima

Coordenadora do Comité de Etica em Pesquisa
Faculdade de Medicina de Botucatu - UNESP

Ilustrissima Senhora
Profa. A iada Izildinha b 4

Departamento de Ginecologia e Obstetricia FMB UNESP




