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Association of uterine artery doppler flow velocimetry with development of
gestational trophoblastic neoplasia after complete hydatidiform mole



USE OF UTERINE ARTERY DOPPLER FLOW VELOCIMETRY FOR THE
PREDICTION OF GESTATIONAL TROPHOBLASTIC NEOPLASIA AFTER
COMPLETE HYDATIDIFORM MOLE

Short title: DVF for GTN prediction

Flavia Tarabini CastellaniAsmar, MD®, Antonio Rodrigues Braga Neto, MD4

Rezende-Filho, MDb’d, Juliana Marques Simdes Villas Boas, MD*°, Rafael Cortés
Charry,MD, Izildinha Maesta, MD*"

, Jorge de

* Departmentof Gynecology and Obstetrics, Botucatu Medical School, UNESP- Sao Paulo
State University, Botucatu, SP, Brazil

bTrophoblastic Disease Center of Maternity School of Rio de Janeiro Federal University,

Rio de Janeiro, Brazil

“Trophoblastic Disease Center of Antonio Pedro University Hospital of Fluminense

Federal University, Rio de Janeiro, Brazil

Departmentof Gynecology and Obstetrics of Faculty of Medicine of Rio de Janeiro

Federal University, Rio de Janeiro, Brazil

“Trophoblastic Diseases Center of the Botucatu Medical School, UNESP- Sao Paulo State

University, Botucatu, SP, Brazil

f Department of Obstetrics and Gynecology, GTD unit University Hospital of Caracas,

Central University of Venezuela, Caracas, Venezuela




Abstract

ABSTRACT

Objectives. Doppler ultrasonography can be used to assess neoangiogenesis, a
characteristic feature of postmolar gestational trophoblastic neoplasia (GTN). However,
there is limited information on whether uterine artery Doppler flow velocimetry (DFV) can
predict GTN following complete hydatidiform mole (CHM). The purpose of this study
was: 1) to compare uterine blood flow before and after CHM evacuation between women
who developed post-molar GTN and those who achieved spontaneous remission; 2) to
assess the usefulness of uterine DFV parameters as predictors of post-CHM GTN, and to
determine the best parameters and cutoff values for predicting post-CHM GTN. Methods.
This prospective cohort study included246 CHM patients attending three trophoblastic
diseases centers (Botucatu -Sao Paulo State University, Rio de Janeiro Federal University
and Fluminense Federal University) between 2013 and 2014. Pulsatility index (PI),
resistivity index (RI), and sistolic/dyastolic ratio (S/D) were measured by DVF before and
4-6 weeks post CHM evacuation. Statistical analysis was performed using Wilcoxon’s
test, logistic regression and ROC analysis. Results. No differences in pre- and post-
evacuation DVF measurements were observed in patients who developed post-CHM GTN.
In those that achieved spontaneous remission, PI and SD were increased after evacuation.
Pre- and post-evacuation PI was significantly lower in patients who developed GTN with
estimates of odds ratio of 13.9-30.5. Pre-evacuation PI <1.38 (77% sensitivity, 82%
specificity), and post-evacuation PI<1.77 (79% sensitivity, 86% specificity) were
significantly predictive of GTN. Conclusions. Uterine DFV measurements, particularly

pre- and post-molar evacuation PI, can be useful for predicting post-CHM GTN.

Key words: Complete hydatidiform mole, Uterine artery Doppler flow velocimetry,

Prediction, Gestational trophoblastic neoplasia
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INTRODUCTION

Complete hydatidiform mole (CHM), characterized by increased hyperplasia,
progresses to gestational trophoblastic neoplasia (GTN) in 9-20% of cases'. Suction
curettage is the method of choice for CHM evacuation. During CHM follow up, serial
assessment of serum human chorionic gonadotropin (hCG) is the standard method to
identify postmolar malignancy. A rise or plateau in hCG indicates the likely onset of

malignancy requiring chemotherapy.

Predicting CHM malignant potential is of the utmost importance as it allows the
prompt treatment of post-molar GTN limiting the exposure of most patients to combination
chemotherapy”. Moreover, it can help selecting which patients may benefit from

prophylactic chemotherapy, particularly when close hCGfollowup is not possible.

Clinical factors, such as age, ovarian enlargement, a large-for-date uterus, previous
history of molar pregnancy, hCG level®*, expression of endocrine gland-derived vascular
endothelial growth factor (EG-VEGF), HIF-1alpha, and TGFbeta3 have all been reported

to be of value in predicting post-CHM GTN>®.

Doppler US of the pelvis, an important tool in the diagnosis of GTN"*, is also used
as part of GTN routine staging to assess uterine volume and blood flow. Changes in flow
resistance can reliably determine the appropriate chemotherapeutic regimen for GTN; as
well as predict GTN response to chemotherapy”'’. Moreover, the highly abnormal flow
patternsseen in invasive gestational trophoblastic neoplasiacan be measured by Doppler US
as early as twoweekspostevacuation, before the appearance of lesions'' or hCG plateau or
rise’. However, whether uterine artery Doppler flow velocimetry (DFV) can predict GTN

following CHM remains poorly investigated.
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The purpose of this study was two-fold: 1) to compare uterine blood flow before
and after CHM evacuation between women with post-molar GTN and those with
spontaneous remission; 2) to assess the usefulness of uterine DFV parameters as predictors

of post-CHM GTN, and determine the best prediction parameters and cutoffs.
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METHODS

This prospective cohort study includedwomen withCHM attending three
trophoblastic diseases centers (Botucatu -Sao Paulo State University, Rio de Janeiro
Federal University and Fluminense Federal University) between 2013 and 2014. CHM was
diagnosed on the basis of ultrasound findings confirmed by histopathological analysis and
p57 immunohistochemistry. All patients were initially treated with suction D&C, and
underwent uterine artery Doppler flow velocimetry (DFV) at admission and after CHM
evacuation. Women were excluded from the study if they did not undergo post-evacuation
DFV or were lost to follow-up after this procedure. The study was approved by the
institutional Committee of Research Ethics (#15983613.8.0000.5411), and written

informed consent was obtained from all patients.

Assuming that GTN follows CHM in 15% of the cases, the minimum sample size
was estimated to be 175 patients (type 1 error = 0.05 and type 2 error = 0.20) to achieve a

statistical power of 0.8 (80%) in all tests.

Data collected at admission included age, number of pregnancies, parity,
gestational age at diagnosis, uterine size, presence of theca lutein cysts > 6 cm, pre-

evacuation hCG level.

DVF of both uterine arteries was performed at admission (up to 2 hours pre-
evacuation) and 4-6 weeks after CHM evacuation. Doppler assessments were performed
using a Colored Doppler Ultrasound (Power Vision 6000TOSHIBA®, New York, NY,
USA) with a 5.0 MHz convex transducer. The uterine arteries were identified using Color

flow mapping. After four consecutive similar waveforms were obtained,pulsatility index
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(PI), resistivity index (RI), and systolic/diastolic ratio (S/D) were calculated by the scanner

software. PI, RI and S/D were defined by the following formulas:

v PI= A-B/Mean

v" RI= A-B/A
v SD=A/B
Where:

v' A= peak systolic velocity
v" B= end diastolic velocity

v" Mean= mean time averaged

Post-molar GTN was diagnosed according to the following criteria standardized by

the International Federation of Gynecology and Obstetrics (FIGO 2002)'*:

(1)  An hCG level plateau of four values +10% recorded over a 3-week duration

(days 1, 7, 14, and 21).

(2) An hCG level increase of more than 10% of three values recorded over a 2-

week duration (days 1, 7, and 14).

Remission was declared after undetectable hCG levels were achieved for 3

consecutive weeks and then at monthly intervals for 1 year.

Statistical analyses were performed using SPSS v 21.0.The non-parametric test of
Wilcoxon was used to compare pre- and post- CHM evacuation DFV parameters between
women who developed post-molar GTN and those who achieved spontaneous remission.

The usefulness of uterine DFV parameters as predictors of post-CHM GTN was assessed
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using multiple logistic regression adjusted for age, gestational age, enlarged uterus for
gestational age, theca lutein cysts, and preevacuationhCG level. The best DFV parameters
and cutoff values for predicting post-CHM GTN were determined by Receiver Operating
Characteristic (ROC) analysis including calculation of the areas under the curves.

Statistical significance was set at p < 0.05.




Results 20

RESULTS

Of 276 women diagnosed with CHM, 246 were included in the analysis. Of the
30 remaining women, 17 did not undergo post-evacuation DVF, and 13 were lost to
follow-up after post-evacuation DVF, and were therefore excluded from the study.
Median patient age was 24 years (13-47 years), and median gestational age was 8 weeks
(4-16 weeks). No significant differences were observed between pre- and post- evacuation
or right and left uterine artery DVF measurements. Development into GTN occurred in

20% of the cases (Table 1).

Table 2 shows that, compared to pre-evacuation measurements, PI and S/D
significantly increased (in both arteries) after evacuation in women that achieved
spontaneous remission. In those that developed GTN, DFV measurements remained

unchanged pre- and post-evacuation.

PI was the Doppler parameter most strongly associated with risk of post-CHM
GTN both pre-and post-evacuation, i.e., women showing lower PI values were more likely
to develop GTN following CHM with pontual estimates of odds ratio of 13.9-30.5 (Table
3). The best PI cutoff points for predicting GTN were < 1.38 pre-evacuation (77%
sensitivity, 82% specificity), < 1.77 post-evacuation (79% sensitivity, 86% specificity)

(Table 4 and Figures 1-2).
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DISCUSSION

Neoangiogenesis is a critical feature of malignancy. It is a key component of
tumorigenesis, tumor growth and metastatic spread, and is associated with drug resistance

and poor prognosis in a number of solid tumors'®".

Doppler flow velocimetry (DFV) offers a noninvasive technique for
neoangiogenesis quantification by assessing the vascularity and circulatory resistance of
blood flow through the uterine arteries. In the early diagnosis of invasive GTD, DVF
clearly shows an advantage over classical hCG measurements as it can detect the presence
of post-evacuation invasive GTD weeks before hCG rise or plateau occurs’*.Doppler
uterine artery PI is inversely proportional to tumor vascularity, and a low uterine artery PI
indicates increased arteriovenous shunting'’, a feature that leads to large low-resistance

blood vessels, an inherent characteristic of trophoblastic invasion.

Previous studies assessing the role of Doppler indices in predicting the
development of trophoblastic tumors have yielded conflicting findings, probably because
of the small number of patients. The results of this larger prospective study showthat
uterine DFV measurements, particularly pre- and post-molar evacuation PI can be useful

for predicting GTN following CHM.

Most women participating in this study were young (13-47 years), and diagnosed in
the early first trimester of pregnancy. The development of post-CHM GTN occurred in
20% of the cases, a rate similar to those found in studies including patients diagnosed later
in the first trimester or even in the second trimester of pregnancy'>'’. This indicates that
gestational age at diagnosis does not affect the risk of developing postmolar GTN, as

shown in other studies'®?°.
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Our results show that, compared to pre-evacuation measurements, PI and S/D
significantly increased (in both arteries) after evacuation in women with spontaneous
remission (n=197). In those who developed GTN, pre- and post-evacuation DFV
measurements remained (n=49) significantly lower. Similar findings'**"** have been
reported in smaller patient populations. Yalcinet al."*found that significantly lower uterine
artery Doppler indices before molar evacuation were associated with the development of
GTN in 5 compared with 16 patients with spontaneous remission. Similarly, Gungoret al.”?
reported lower uterine artery RI before molar evacuation in 12 patients who developed
persistent malignant disease compared with 20 patients with spontaneous remission. In

|.24

contrast, the study by Chan et al.™ showed no difference in RI in 11 patients with

spontaneous remission compared with 21 patients with postmolar persistent disease.

In this study, PI was the Doppler parameter most strongly associated with risk of
post-CHM GTN both pre-and post-evacuation, i.e., women showing lower PI values were
more likely to develop GTN following CHM. This was an expected result as uterine artery
PI is an objective measure of vascularity, not based on the subjective selection of regions
of interest™. Additionally, measurement error is minimized with uterine artery PI because
it is independent of the vessel diameter and the angle of insonation of the Doppler beam?®.
Interestingly, in other gynecologic conditions such as endometrial lesions and adenexal
masses” " uterine artery PI has also been used for differentiating between benign and

malignant tumors.

The best cutoff PI values for predicting GTN in our study population were <1.3
pre-evacuation (77% sensitivity, 82% specificity), and <1.7 post-evacuation (79%
I 11

sensitivity, 86% specificity). These values are similar to those reported by Maymonet a

who observed that PI levels <1.5 predicted GTN in the 2nd post-evacuation week. Notably,
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a cutoff <1.1 has been associated with chemoresistance in trophoblastic tumors'®*>*%°,

The high sensitivity and specificity values obtained in this study corroborate that DVF
measurements can discriminate those patients at a higher risk of developing GTN after

CHM.

Predicting a high- risk state has become highly important as the early detection of
molar pregnancy with ultrasound no longer allows observing some clinical features, such
as theca lutein cysts and large-for-age uterine size that are only encountered at a more
advanced gestational age””. Furthermore, hCG testing cannot detect high-risk patients in

the first weeks after evacuation®.

It is noteworthy, however, that according to Kohorn®' the use of ultrasound or DFV
to follow hydatidiform mole regression is clinically and fiscally counterproductive.
Nevertheless, several studies have demonstrated that changes in Doppler indices inversely
correlate with hCG titers, and that ultrasound can accurately identify patients at a high risk
for post-evacuation GTN when hCG levels are not helpful**'****, The fact that serial hCG
assessment does not have the capability to detect GTN in the first three weeks** leads to a
delay in diagnosis that has been associated with an increased FIGO risk score”, and a
greater chance of resistant disease”.The cost-effectiveness of ultrasound technologies has
become widely recognized. Moreover, as each one-point increment in FIGO score is
associated with an average increase of 17 days in hCG remission time”, the early detection

of GTN may decrease the economic and social burden of the disease.

In brief, this study demonstrated that: 1) post-evacuation DVF parameters were
significantly increased (in both arteries) in women with spontaneous remission, 2) lower PI
values were associated with a higher risk to develop GTN following CHM, 3) PI was the

Doppler parameter most strongly associated with risk of post-CHM GTN with cutoffs of
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<1.3 pre-evacuation and <1.7 post-evacuation. These results, prospectively obtained in a
large population, validate the usefulness of uterine artery PI as a marker of GTN

development following CHM.
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Table 1.

Patients characteristics (n=246), and pre- and post- evacuation uterine artery DVF

measurements.

Variable

Age (years)" 24 (13 -47)
Gravidity 2(1-16)
Parity(l) 0(0-38)
Gestational age (weeks) ) 8(4-16)
Size uterus > dates 58(24%)
Theca lutein cysts 26(11%)

Pre-evacuation hCG (mUI/mL) ¢V
Right : Pre-evacuation : p1V
Right : Pre-evacuation : R1Y
Right : Pre-evacuation : S/D")
Left : Pre-evacuation : PI""
Left : Pre-evacuation : RIV
Left : Pre-evacuation : S/D'V
Right : Post-evacuation : PI'V
Right : Post-evacuation : RIV
Right : Post-evacuation : S/D'
Left : Post-evacuation :PIV
Left : Post-evacuation : RI"

Left: Post-evacuation : S/DV

Postmolar GTN

53171 (382 —2842101)

1.83 (0.73 - 3.34)
0.82 (0.43 — 3.40)
4.80 (1.88 — 16.40)
1.78 (0.75 — 3.09)
0.82 (0.43 - 1.82)
4.40 (1.70 — 17.00)
2.02 (0.55 — 6.05)
0.82 (0.39 — 2.49)
5.90 (1.20 — 19.20)
1.94 (0.56 — 4.06)
0.83 (0.36 — 0.99)
5.53 (1.68 —37.10)

49(20%)

(1) Median (minimum-maximum)




Tables

33

Table 2.

Assessment of uterine artery Doppler flow velocimetry pre and post-evacuation in women

that achieved spontaneous remission and in those that developed GTN.

Spontaneous remission (n=197) GTN (n=49)
Pre Post p® Pre Post p®
1.87 2.12 1.13 1.10
Right: PI (0.73-3.34) (0.55-5.24) <0.001 (0.77-2.36) (0.62-6.05) 0.778
0.82 0.83 0.79 0.78
Right: RI (0.47-3.40) (0.39-2.49) 0.648 (0.43-0.92) (0.43-1.12) 0.536
4.76 59 4.9 4.89
Right: S/D  (1.88-16.40) (1.88-19.20) <0.001 (2.12-12.38) (1.20-12.7) 0.045
1.89 1.97 1.16 1.20
Left: PI (0.75-3.09)  (0.68-4.06) <0.001 (0.80-2.95) (0.56-3.29) 0.375
0.82 0.83 0.81 0.78
Left: RI (0.43-1.82) (0.41-0.99) 0.236 (0.52-0.98) (0.36-0.98) 0.186
4.28 55 5.8 5.80
Left: S/D (1.75-17.00) (1.68 - 13.08) <0.001 (1.70-12.5) (1.81-37.1) 0.984

(1) Wilcoxon. Median (minimum-maximum)
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Table 3.
Multiple logistic regression of the usefulness of each uterine DFV parameter as predictor
of gestational trophoblastic neoplasia following complete hydatidiform mole,adjusted for

age, gestational age, size uterus > date, theca lutein cysts, and preevacuationhCG level.

Laterality : Moment : Index P OR (IC95%)
Right : Pre-evacuation : PI 0.0000 19.87 (7.60 — 51.91)
Right : Pre-evacuation : RI 0.0480 11.48 (1.02 — 129.26)
Right : Pre-evacuation : S/D 0.0060 1.27 (1.07 - 1.51)
Left : Pre-evacuation : PI 0.0000 13.96 (5.97 — 32.60)
Left : Pre-evacuation : RI 0.3380 2.87(0.33 —24.83)
Left : Pre-evacuation : S/D 0.9510 1.00 (0.88 —1.14)
Right : Post-evacuation : PI 0.0000 16.25 (7.25 - 36.44)
Right : Post-evacuation : RI 0.0430 13.29 (1.08 — 163.54)
Right : Post-evacuation : S/D 0.0760 1.13 (0.98 — 1.29)
Left : Post-evacuation : PI 0.0000 30.51 (12.01 — 77.52)
Left : Post-evacuation : RI 0.0170 24.23 (1.75 — 334.80)

Left : Post-evacuation : S/D 0.1670 0.95 (0.88 —1.02)
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Table 4.

PI, RI and S/D cutoff values, sensitivity, and specificity for predicting gestational

trophoblastic neoplasia following complete hydatidiform mole.

Laterality : Moment : Index A (IC95%) p Cutoff  Se S

Right : Pre-evacuation : PI 0,79 (0,72 -0,86) <0,001 1,38 0,77 0,82
Right : Pre-evacuation : RI 0,67 (0,59 —0,75) <0,001 0,79 0,55 0,66
Right : Pre-evacuation : S/D 0,53 (0,43-0,62) 0,517 4,89 042 043
Left : Pre-evacuation : PI 0,76 (0,67 —-0,84) <0,001 135 0,73 0,84
Left : Pre-evacuation : RI 0,54 (0,44 -0,65) 0,326 0.8 0,47 0,55
Left : Pre-evacuation : S/D 0,40 (0,29 -0,50) 0,03 4,75 0,36 0,39
Right : Post-evacuation : PI 0,82 (0,74 -0,90) <0,001 1,73 0,77 0,84
Right : Post-evacuation : RI 0,61(0,51-0,70) 0,017 0,79 0,57 0,67
Right : Post-evacuation : S/D 0,55(0,45-0,66) 0,209 542 0,51 0,58
Left : Post-evacuation : PI 0,84 (0,77-091) <0,001 1,77 0,79 0,86
Left : Post-evacuation : RI 0,66 (0,56 —0,75) <0,001 0,8 0,59 0,68
Left : Post-evacuation : S/D 0,48 (0,38—-0,58) 0,706 536 042 0,53

A=Area under ROC curve; Se =Sensitivity; S = Specificity
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FACULDADE DE MEDICINA DE
BOTUCATU -UNESP

DADOS DO PROJETO DE PESQUISA

Titulo da Pesquisa: Correlacao da dopplervelocimetnia das artérias uterinas com a evolugao clinica da Mola
Hidatforme

Pesquisador: [zidinha Maesta

Area Tematica:

Versao: 2

CAAE: 15983613.8.0000.54 11

Instituicao Proponente: Departamento de Ginecologia e Obstetrica
Patrocinador Principal: Financiamento Proprio

DADOS DO PARECER

Numero do Parecer: 3458638
Data da Relatoria: 05/08/2013

Apresentacao do Projeto:

A Doenga trofoblastica gestacional refere-se a tumoragoes relacionadas ao cido gravidico, cujo marcador
biclogico @ a gonadotrofina coridnica humana. Ha sua variavel benigna, a mola hidatiforme (MH), que
encerra felizmente sua apresentacéo clinica mais comum. Entretanto, ha possibilidade de persisténcia da
doenca, relacionada ao desenvolvimenlo de sua face maligna. A identificacao de fatores de risco que
possam predizer essa evolugao para neoplasia trofoblastica gestacional (NTG) e relevante, pois nela podem
ser calcados controle pos molar mais rigido, inicio precoce da quimiolerapia, acoes essas que definem o
prognostico da doenca. Atualmente, dispbe-se do marcador supracitado, e sua curva de regressao, que
quando apresenta-se anormal, impdem tais implementacdes. A ultrassonografia convencional € a técnica de
escolha para o diagnostico da MH, porém & limitada para o prognostico e seguimento da paciente. A
proposta deste trabalho ¢ acrescentar um novo dado para tal avaliagdo e predigao, atraves da
dopplervelocimetria.

Objetivo da Pesquisa:

Objetivo Primario:

Correlacionar a dopplervelocimetna das arténas utennas com a evolugso dinica da mola hidatiforme.
Objetivo Secundano:

Endereco: Chicara Bungnols | sin

Bairror  Rutxdo jursor CEP: 12618970
UF: sP Municipio: BOTUCATU
Telefone: (14)3590.1608 E-mait copelup@imbunesp by

Feprsit e 0O
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-Estimar a dopplervelocimetria das anérias uterinas com a evolugao dinica da mola hidatiforme

-Relacionar a dopplervelocimetna das anérias

uterinas com o desenvolvimento de NTG pos-molar;

-Determinar o valor da dopplervelocimetria das arnerias ulerinas a parnir do qual aumenta o risco de
desenvolvimento de NTG pos-molar.

Avaliagao dos Riscos e Beneficios:

Nao ha riscos. O exame ultrassonografico pré esvaziamento uterino faz parte da avaliacao rotineira das
pacientes nos centros que fardo parne do estudo,

$era acrescido 0 exame a postenor @ assim como o estudo dopplervelocimétrico das anérias uterinas, o qual
@ inocuo, ndo Incrementando rsces as pacientes.

Beneficios: Acrescentar novo dado preditor 8 evolugdo clinica da mola hidatiforme, além de contribuir na
avaliacdo da normalizacao de Olero @ ovanos- 0s quais

apresentam alteracoes quando aletados pela MHC, cuja regressao @ esperada quando ndo ha evolucao
para neoplasia trofoblastica.

Comentarios e Consideracoes sobre a Pesquisa:

Estudo de coore ndo concorente, com amostragem nao probabilistica, do tipo intencional que, que sera
realizado em pacientes com mola hidatiforme completa avaliadas no Centro de Referéncia de Doencas
Troflobasticas Gestacioan! do Hospital das Clinicas da Faculdade de Medicina de Botucatu-UNESP
(HCFMB), no Centro de Doencgas Troloblasticas da Santa Casa da Misericordia do Rio de Janeiro e da
Universidade Federal Fluminense, no periodo de agosio de 2013 a maio de 2014,

Serao induidas: pacientes com Diagnostico clinico, ultrassonografico e histopatologico de mola hidatiforme
completa nos centros de referéncia do estudo.Os criténos clinicos sao: idade; pandade; idade gestacional
ao diagnostico; sintomatologia clinica- sangramento transvaginal, sindrome anemica com
hemoglobinometria menor que 8 mg/dl, pre-eclampsia precoce, hiperemese cisto anexial tecaluteinico
medindo mais 6 cm-; complicagoes clinicas associadas- hipertiroidismo,Coagulacao Intravascular
Disseminada, Sindrome da Angustia Respiratoria; os ultrassonograficos sao: areas de vesiculas
anecogenicas,avasculares a dopplervelocimetria, sem a presenca de felo, embrido ou anexo;
histopatologicos sao: confirmagao anatomopatologica do diagnostico de mola apos a curetagem uterina.
Segundo informagdes do pesquisador no TCLE rata-se de procedimenio de rotina apos a realizagéo do
procedimento. Os criténos de exclusado abarcam as

pacientes que tiverem impossibitadas de realizar ultrassonografia pré e pos-esvaziamento uterino.

Cortrnmcao 3o Paiecsr 340 568

Enderego:  Chacarm Buagnolh | wn

Bairra:  Rutsdo Jrsor CEP: ws10970
UF: SP Municiplio:  BOTUCATU
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0 primeiro exame dopplervelocimetrico sera realizado apos a internacao e antes da curetagem uterina @ o
segundo 4 a 6 semanas apos a mesma, durante 0 seguimento no ambulatonal. O matenal da placenta de
mola retirado durante a curetagem uterina sera enviado para exame anatomapatologico , pois trata-se de
procedimento de rotina, segundo informagdes da pesquisadora no TCLE

Commeuncio do Pareces: 349 863

Consideracoes sobre os Termos de apresentacao obrigatoria:
Os termos de apressentacao obrigalorna para aprovacao do estudo constam anexados aos processo,

Recomendacoes:

Apresentar relatdrios parciais e finais do projeto, bem como quaiquer alteragao do estudo ao CEP.
Conclusoes ou Pendéncias e Lista de Inadequacdes:

O projeto esta adequado a Resolucdo CNS/IMS 466/12 de suas complementares Sugiro sua aprovagao sem
necessidade de envio a Conep.

Situacao do Parecer:

Aprovado

Necessita Apreciacao da CONEP:

Nao

Consideracoes Finais a critério do CEP:

Projeto de pesquisa APROVADO em reunido do CEP de 05/08/2013, sem necessidade de envio 8 CONEP.

BOTUCATU, 05 de Agosto de 2013

Assinador por:
Trajano Sardenberg
(Coordenador)
Enderego: Chacam Butignoll | sin
Bairro:  Rubao Jursor CEP: 1618970
UF: SP Municipio: BOTUCATU
Telefone: (14)3000 1600 E-mail: capeliup@imb unesp be
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Elaborado pela Instituigao Coparticipante
DADOS DO PROJETO DE PESQUISA
Tiwlo da Pesquisa: Correlacao da dopplervelocimetna das anerias uterinas com a evolucao clinica da Mola

Hidatforme
Pesquisador: Izildinha Maesta
Area Tematica:
Versao: 2

CAAE: 15983613.8.3001.5243

Instituicao Proponente: Departamento de Ginecologia e Obstetricia
Patrocinador Principal: Financamento Proprio

DADOS DO PARECER

Numero do Parecer: 601 007-0
Data da Relatoria: 06/09/2013

Apresentacao do Projeto:

A Doenga trofoblastica gestacional refere-se a Wumoragdes relacionadas ao ciclo gravidico, cujo marcador
biologico @ a gonadotrofina corionica humana, Ha sua vanavel benigna, a mola hidatiforme (MH), que
encerra felizmente sua apresentacdo clinica mais comum. Entretanto, ha possibilidade de persisténcia da
doenca, relacionada ao desenvolvimento de sua face maligna. A identficacao de fatores de risco que
possam pradizer essa evolucao para neoplasia trofoblastica gestacional (NTG) é relevante, pois nela podem
ser caicados controle pos molar mais rigido, inicio precoce da quimioterapia, acoes essas que definem o
prognostico da doenga. Atuaimente, dispde-se do marcador supracitado, @ sua curva de regressaoc, que
quando apresenta-se anormal, impoem tars implementagoes. A ultrassonografia convencional  a técnica de

Endereco: Run Marques do Parana. 303 4° Andar

Bakrro: Contro CEP: 24000210
UF: R) Municiplo:  NITEROI
Telefone: (21)2629 0160 Fax: (21)2620.m09 E-mall:  oticadvrm sl br
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FLUMINENSE/ FM/ UFF/ HU

escolha para o diagnostico da MH, porém @ limitada para o prognostico e sequimento da paciente. A
proposta deste trabalho @ acrescentar um novo dado para tal avaliagao e predicao, alraves da
dopplervelocimetria

Cortrumcho do Parecsr: 601 007 0

Objetivo da Pesquisa:
Cortrelacionar a dopplervelocimetria das arérias uterinas com & evolucao clinica da moia hidatiforme.

Avaliacao dos Riscos e Beneficios:

Nao ha riscos. O exame ultrassonogratico pré esvaziamento uterino faz parte da avaliacso rotineira das
pacientes nos centros que farao parte do estudo,

sera acrescido o exame a posternor @ assim como o estudo dopplervelocimétrico das aneénas utennas, o qual
@ in0Cuo, NA0 incrementando riscos as pacientes.

Beneficios: Acrescentar novo dado preditor 8 evolugao clinica da mola hidatiforme, além de contribuir na
avaliagao da normalizagao de (tero e ovarios- oS quais

apresentam alteragtes quando afetados pela MHC, cuja regressao @ esperada quando nado ha evolucao
para neopiasia trofoblastica.

Comentarios e Consideracoes sobre a Pesquisa:

Estudo de coorte ndo concorente, com amostragem nao probabilfstica, do tipo intencional que, que sera
realizado em pacientes com mola hidatiforme completa avaliadas no Centro de Referéncia de Doencas
Troflobasticas Gestacioan! do Hospital das Clinicas da Faculdade de Medicina de Botucatu-UNESP
(HCFMB). no Centro de Doencas Trofoblasticas da Santa Casa da Misericordia do Rio de Janeiro e da
Universidade Federal Fluminense, no perfodo de agosto de 2013 a maio de 2014.

Serdo incluidas: pacientes com Diagnostico dinico, ultrassonografico e hisiopatologico de mola hidatiforme
completa nos centros de referéncia do estudo.Os criténos clinicos sdo: idade; pandade; idade

Enderego: Rua Marquess de Parana. 303 4° Andar

Bawro: Cerwo CEP: 24030210

UF: ) Municiplo: NMITEROI

Telefone: (21)2629 8189 Fax: (21)2629-9189 E-mail: otca®wmufl br
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Cormuncio do Parecw: 801 0070

gestacional

20 diagnostico; sintomatologia clinica- sangramento transvaginal, sindrome anémica com
hemoglobinometria menor que 8 mg/dl, pré-eclampsia precoce, hiperémese,cislo anexial tecaluteinico
medindo mais 6 cm-; complicacoes clinicas associadas- hipertiroidismo, Coagulagao Intravascular
Disseminada, Sindrome da Angustia Respiratona; os ultrassonograficos sao: areas de vesiculas
anecogenicas.avasculares a dopplervelocimetria, sem a presenca de feto, embrido ou anexo;
histopatologicos sao: confirmagao anatomopatologica do diagnostico de mola apds a curetagem uterina.
Segundo informagoes do pesquisador no TCLE trata-se de procedimento de rotina apos a realizacao do
procedimento. Os critérios de exclusao abarcam as

pacientes que tiverem impossibitadas de realizar ultrassonografia pré @ pos-esvaziamento uterino.

O primeirc exame dopplervelocimeétrico sera realizado apds a intemnacac e antes da curelagem ulerina e o
segundo 4 a 6 semanas apos a mesma, durante 0 seguimento no ambulatorial. O material da placenta de
mola retirado durante a curetagem uterina sera enviado para exame anatomapatologico , pois trata-se de
procedimento de rotina, segundo informagoes da pesquisadora no TCLE.

Consideracoes sobre os Termos de apresentacao obrigatoria:

Os tlermos de apresentacao obrigatoria para aprovacao do estudo constam anexados aos Processo.
Recomendacoes:

Apresentar relatonios parciais e finais do projeto, bem como qualquer alteragao do estudo ao CEP.
apresentar ao CEP da UFF a autorizacdo do comité de ética da santa casa de misericordia do Rio de
Janeiro onde havera pacientes aroladas na pesquisa.

Conclusoes ou Pendéncias e Lista de Inadequagoes:

O projeto esta adequado a Resolucdo CNS/MS 466/12 de suas complementares. Sugiro sua aprovacao sem
necessidade de envio a Conep

Situacao do Parecer:

Aprovado

Enderego:  Rua Marguads de Parand, 303 4" Andir

Bairo: Cermo CEP: 24030210

UF: k) Municipio:  NITERO!

Telefone: (21)2020.0100 Fax: (21)2628-9189 E-mail: escadvmulf bx
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Contrnmedo 3o Patecer (A1 007 0

Necessita Apreciacao da CONEP:
Nao

Consideracoes Finais a critério do CEP:

NITEROI, 11 de Abril de 2014

Assinador por:
ROSANGELA ARRABAL THOMAZ
(Coordenador)

Este parecer reemitido substitui o parecer numero 601007 gerado na data 13/09/2013 23:00:28, onde
o numero CAAE foi alterado de 15983613.8.0000.5411 para 15983613.8.3001.5243.

Enderego:  Rua Marquas do Parana, 303 4° Andar

Bakro: Contio CEP: 24030210

UF; RJ Municipio:  NITEROI

Telefone: (21)2620.9109 Fax: (21)2620-9180 E-mail:  eticasymoull ty
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Santa Casa da Misericordia do Rio de Janeiro &

Fundadaem 1582

33? Enfermaria — Maternidade
Servico do Professor Jorge de Rezende-Filho

Centro de Doencas Trofoblasticas .
Diretor Professor Antonio Braga Visercuon

,,“rq\’ﬁ

“Angircr

_‘\
’J
@

DECLARACAO DE PARTICIPACAO EM PESQUISA

Declaro que a pesquisadora Flavia Tarabini Castellani Asmar esta
autorizada a realizar o estudo “Correlacio da Dopplervelocimetria das Artérias
Uterinas com a Evolucao Clinica da Mola Hidatiforme” no Centro de Doencas
Trofoblasticas da Santa Casa da Misericérdia do Rio de Janeiro, apds aprovacio

pelo Comité da Etica em Pesquisa.

Rio de Janeiro, 26 de julho de 2013.

,/,{;, L)*’j

l

Professor Antonio Braga
Diretor do Centro de Doencas Trofoblasticas
33? Enfermaria — Maternidade
Santa Casa da Misericordia do Rio de Janeiro
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UNIVERS'DADE ESTADUAL PAULISTA
unes JULIO DE MESQUITA FILHO"
Campus de Botucaty

MUDANCA DE TiTULO EM PROJETO DE PESQUISA*

Objetivo Académico: Dissertagao de Mestrado

Titulo constante no parecer inicizl\gwprovagao:

COLREVRACRU bry DOPPLE CMETRAR DAS ARTE (4 AS UTERINAC
on i exocay) Culil o A M OLp ¢ DATFOL MIE
Titulo final: > -

NS SOU R ) by DOPCLE RveELOUMETRIR  DRS ARTERA RS

A NS h d H KL LA XA A ( F4 o ) LA i L

Data da reunido do CEP que aprovou o parecer inicial: 09 /0% /,/01%

Declaramos que o trabalho ndo sofreu alteragbes nos objetivos e/ou conteldo
metodolégico da época de apresentacdo para analise do CEP.

n Didie o Ot Yiann T C. Qe
Nome/assinatura do Orientador(a) Nome/assinatura do Orientado(a)

* Projetos submetidos via Plataforma Brasil: preencher o formuldrio, digitalizar e postar no
sistema plataforma brasil (vide instrugdes contidas no Of. 06/2014-CEP);

* Projetos submetidos anteriormente a Plataforma Brasil: preencher o formulirio em duas
vias e protocolar no CEP que emitiu o Parecer inicial de aprovagio




