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» [Intervencgao] para [Situacao Clinica]

» [Intervencao A] versus [Intervencao B] para [Situacao Clinica]

* [Intervencao] para [Situacéo Clinica] em [grupo de participantes/localizacao]




Cryoablation versus radiofrequency ablation for the
treatment of small renal cell carcinoma (Protocol)

Imatinib mesylate for gastrointestinal stromal tumours
(GISTs) (Protocol)

Enzyme replacement therapy for Fabry disease

Air versus saline in the loss of resistance technique for the
identification of the epidural space (Protocol)




Prevaléncia
Etiologia
Tratamento

Situa-lo em relacao a outros ja publicados,
apresentando o estado em gue se encontra a pesquisa

Justificar a escolha do tema




Description of the condition How the intervention might work

Renal cell carcinoma (RCC) is a form of kidney cancer that in-

volves cancerous changes in the cells of the renal tubule. The Amer- Cryoablation

ican Cancer Society estimated there were 51,190 new cases and The kidney is mobilized and freed from the perirenal fat. A rigid
12, 890 deaths from RCC in 2007 (Jemal 2007). RCC consttutes ultrasonographic device is inserted, and the tumour is measured.
3% of malignancies in adults and 80% to 90% of malignant renal Then a biopsy is taken from the tumour to establish an histologic
mumours (Jemal 2007). Worldwide, the estimated number of peo-

ple who died of RCC annually is 100,000 (Hegarty 2006), with

a 5-year overall survival rate of 50% repardless of tumour stage RFA

(Robson 1969). North America, Europe, and Australia have the RFA delivers a high frequency (460 to 500 kHz (kilohertz)) al-
highest incidence of RCC (Hegarty 2006). ternating current into the tumour using an RF electrode, a thin
Risk factors for RCC are as follows: needle (21 to 14 G (gauge)) that is electrically insulated along all

but the distal 1 to 3 cm of the shaft. The application of RF current

Description of the intervention e . .
P Why it is important to do this review

When technically feasible, the standard of care treatment for these The results will be used to provide patients and doctors with ev-
masses has been partial nephrectomy (i.e. surgery to remove part idence that either CA or RFA is superior with repards to the on-
of one kidney or a kidney tumour, but not an entire kidney). Lo- cologic efficacy of treating small renal masses less than 4.0 cm.
cal and distant oncological control has been well established with Potential advantages of both techniques include reduce morbidity,

surgical excision (Desai 2007). In the last 10 years a minimally outpatient therapy, and the ability to treat poor surgical candi-
dates.

invasive approach with laparoscopy has largely supplanted open




BACKGROUND

Gastrointestinal stromal tumours (GISTs) are a subgroup of

soft-tissue sarcomas with an estimated prevalence of 15-20 per
1,000 []0 GISTs are the most common mes-
enchymal tumours of the gastrointestinal tract and are related to
the intestinal cells of Cajal (ICC) (Corless 2004). They are char-
acterized by constitutive over-expression of the tyrosine kinase re-

ceptor KIT (CD 117) (Connolly 2003). Mutations of KIT are
common in malignant GISTs and occur in up 90% of GISTs.

They are found most frequently in exon 11, but they also occur

in exon 13 and 9 (Connolly 2003).

GISTs arise predominantly in the stomach, small intestine, and in

the colon/rectum (Corless 2004; Wu 2003), butalso occur in many
other sites such as oesophagus, appendix, gallbladder, pancreas,

mesentery, omentum and retroperitoneum (Corless 2004).

The disease specific survival rate range is 69% - 97% at 1 year and
35% - 76% at 5 years (Dematteo 2000; Wu 2003). Recurrence oc-

curs in 40% of patients and survival rates in patients after complete

resection are 88% at 1 year and 54% 5 years (Dematteo 2000).
Male sex, tumour size greater than 5 cm, inr;::-mplete resection or
unresectable twmours, and absence of KIT exon 11 mutauon are

associated with poor prognosis (Dematteo 2000; Heinrich 2003).

lmarinib meslace (Gl TL 571 or Glecved) is 2 sclect

inhibitor of tyrosine kinase-mediated activity and has been de-
scribed as the first effective systemic treatment for gastrointestinal
tumours (Demetri 2002; Verweij 2004). Two randomised con-
trolled trials (Demetri 2002; Verweij 2004) have demonstrated
that the imatinib mesylate in patients with advanced or metastatic
GIST was associated with improvement of survival, but complete

response was observed in around 5% of patients in only one RCT

(Verweij 2004).

Recently, a consensus opinion stated that resection with negative
tumour margins is the standard surgical treatment for GISTs. Ad-
juvant as well as neo-adjuvant imarinib remain experimental ap-
proaches to be performed within prospective clinical studies after

optimal tumour resection (Blay 2005).

Chere 1s no systematic review cvaluating the effect of imatnib

.I esvlate for advanced GISTs.




« Avaliar a EFETIVIDADE [Intervencao A] versus [Intervencéo B] para [Situacéo
Clinica] EFICACIA

EFICIENCIA

SEGURANCA




To assess efhcacy and safety of cyclobenzaprine in the treatment

of myofascial pain.

To test the null hypotheses that there are no differences in out-

comes between cyclobenzaprine versus physiotherapy or other ac-

tive treatments for treating myofascial pain.

We will also seek to identify any adverse effects related to the

treatment.

To evaluate the eftectiveness and satety of ERT compared to other

interventions, placebo or no interventions, for treating AFD.

To assess the effectiveness of programmes to promote the wearing
of hearing protection in workers who are exposed to noise in the

workplace.

Objective: To summarize the evidence for the effectiveness and safety of different
tvpes of hearing protective devices among workers exposed to noise in the workplace.




Tipo de estudo
Local
Amostra
— Tamanho da amostra
Critérios de incluséo
— Tipo de estudos incluidos
— Tipo de participantes
— Tipo de intervencoes
— Desfechos clinicos a serem estudados (desfechos primarios e secundarios)
Estrategia de busca
Meétodo a ser utilizado para a localizacao dos estudos
Selecao dos estudos
Avaliacao da qualidade
Extracédo de dados




Revisdo sistematica de ensaios clinicos randomizados e quase randomizados com

metanali




3.2 Local

O estudo sera desenvolvido na Universidade Estadual Paulista Jidlio de Mesquita Filho —

UMNESF, no Departamento de Anestesia.




3.9 Amostra

3.3.1 Tamanho da amostra

Amostra de conveniéncia. Serdao incluidos todos os ensaios clinicos randomizados

ou quase randomizados encontrados gue preencherem os critérios de inclusdo descritos

abaixo.







Types of studies

We will include randomized controlled trials and quasi-random-

ized controlled trials.

Types of participants

We will include adults (> 18 years old) classified as American So-
ciety of Anesthesiologists (ASA) grades 1 to 3 undergoing surgical
procedures, pregnant women in obstetric labour, and patients re-
ceiving postoperative analgesia.

We will exclude patients with severe haemorrhage or shock; coag-
ulation abnormalities, or patients using anticoagulants; previous
laminectomy; local puncrure infection; pre-eclampsia; or allergies

to the medications used.

Types of interventions

e Intervention of interest: saline (fluid)

e Control intervention: air




Types of studies

methods) will be included in this systematic review.

Types of interventions

e Intervention group: CA

e Control group: RFA

We will consider all types of cross-sectional imaging techniques.

Randomised controlled trials (RCTs) and quasi-RCTs (RCTs in
which allocation to treatment was obtained by alternation, use

of alternate medical records, date of birth, or other predictable

Types of participants

We will consider adults with renal cell carcinoma defined as people

who:

e have tumours that progress in size while on a watchful-
waiting protocol;

e have multiple tumours;

e have a tumour (or tumours) in a solitary kidney;

e have poor renal function and a renal tumour;

e have significant co-morbidities that may benefit from a less

invasive app roach.

Studies of mixed tumour types will be eligible only if patients with
renal cell carcinoma are stratified and reported separately from
other groups.

We will consider the following exclusion criteria:

o large tumours > 4.0 cm;




Primary outcomes Primary outcomes

1. Treatment failure rate (Failure will be defined as We will measure the following primary outcomes:
enhancement of ablated tissue greater than 10 Hounsfield units 1. Pulmonary complications defined as:

(HU) with contrast.) i) atelectasis (radiographic, tomographic or
2. Overall survival from date of randomization bronchoscopic, diagnosis and, or,clinical

3. Cancer-free survival rate after a single cryoablation signs with acute respiratory symptoms, such

procedure as dyspnea, cough, wheeze );
4. Recurrence of RCC from date of randomization ii) acute respiratory inadequacy (radiographi-

cal diagnosis and,or ,signs or acute respi-
ratory symptoms such as tracheobronchial
Primary outcomes purulent secretion, fever (greater than 38°)
or increased white blood cell count (greater

than 10.000/mm?): tracheobronchial infec-

3 ) tion, pneumonia.
1. Quality of life » P

2. Safery measures
o falls, exacerbation of chronic or pre-existing illness, injury

or death during exercise sessions

Primary outcomes

e The proportion of participants who wear hearing pro-

tective devices relative to the proportion in the control

group.




Secondary outcomes

1. Average per cent decrease in tumour size
2. Renal function GFR of < 60 mL per minute per 1.73 mz l . Prgfessigna”schﬂlasﬁc IMeaAsures

(metres squared) _
Daily tasks

Self-esteem

3. Intra- and post-operative complications rates will be
documented in terms of hemarturia, hacmﬂrrhagc {rcquiring

transfusion or not), perinephric hematoma, ureteral strictures, Familv satisfaction

symptoms, uretero pelvic junction obstruction, and upper pole SIEEP quahty

hydrocalycosis. Teacher-assessed marks

L
L
loss of a renal unit, urinary leak, bleeding, fever and flu-like :
L
L

4. Adverse events Communication skills

5. Quality of life data (QoL)
6. Hospital length of stay (days)

7. Cost-analysis (narrative description)

Secondary outcomes

e Intention to use the devices, perceived benefits and bar-
riers to the use of hearing protection (self-reported use
of hearing protection).

o Sclf-reported use of hearing protection devices and its
variants (analysed in the current version of this review).

e Awareness of risk.




There will be no language restriction and the trials will be identified
from the sources listed below.

We will identify relevant trials from the Inborn Errors of
Mectabolism Trials Registcr, cﬂmpilcd from clcetronic scarches of
the Cochrane Central Register of Controlled Trials (Clinical Tri-
als) (updated with each new issue of The Cochrane Library), quar-
terly searches of MEDLINE and the prospective handsearching of
one journal - jJournal of Inherited Metabolic Disease. Unpublished

((Fabry Disease) OR (Disease, Fabry ) OR (Angiokeratoma Cor-
poris Diffusum) OR (Anderson-Fabry Disease) OR (Anderson
Fabry Disease) OR (Disease, Anderson-Fabry) OR (Fabry’s Dis-
ease) OR (Disease, Fabry’s) OR (Fabrys Disease)) AND ((agal-
sidase bera) OR (Fabrazyme) OR (Genzyme brand of agalsidase
beta))




. Electronic
Cochrane Central Register of Controlled Trials (CENTRAL, The
Cochrane Library, 2006);
MEDLINE, via PubMed interface (1966-2006);
Excerpta Medica - EMBASE via OVID (1980-2006);
Literatura Latino-Americana e do Caribe em Ciéncias da Saude -
LILACS (1982-2006);
Specific search strategy for each electronic databases is listed in
additional table.
2. Websites
http://www.controlledtrials.com
htep://clinicaltrials.govi/ct/gui
htep://www.cancernet.nci.nih.gov/pdq.htm

htep://[www.eortc.be

htep://www.ctg.queensu.ca

htep:/[www.CenterWatch.com/

3. Reference lists

References of the identified relevant studies will be scrutinized for
additional citations.

4, Personal contact

Specialists in the area and the main authors of included trials will
be contacted about unpublished dara.

5. Pharmaceutical companies

If further information is required, pharmaceutical companies will

be contacted for further details of published and unpublished tri-

als.




3.5 Localizagdo dos estudos

Dois reviso e FMGL) avaliaram independentemente os titulos e 0s re
os clinicos identificados na busca eletrénica. Quando po

estudos que preencheram os critérios de inclusao foram obtidos (Figura 01).
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Dois revisores (EJ e FMGL) avaliaram de maneira independente os titulos e
resumos de todos os estudos identificados pelas buscas em processo de funil, pormeio de
o a titulos, resumos e palavras chaves das referéncias bibliograficas identificadas.

Em caso de discordia relativa a avaliacao, o pnmeiro autor do estudo foi contatado visando

informacoes adicionais. Os estudos foram classificados em:

Elegiveis: caso em que foi solicitada uma copia do artigo na integra para

aplicar os critérios de inclusao;




e Cochrane Handbook (Higgins 2009)

Geracao da sequéncia de alocacao;
Sigilo/Ocultacao da alocacao;
Mascaramento/cegamento;

Controle de dados incompletos (dados dos participantes dos estudos
Incluidos);

Relato seletivo de desfechos:
Outros vieses.




Tabela de analise do risco de ocorréncia de viés nos ensaios clinicos.

Risco de viés no estudo
Item Julgamento™ Descrigao
A geracdo daalocacdo foi
realizada?

A ocultacdo da alocacdo foi
realizada?

Controle de dados incompletos

venficado?

Livre de relato seletivo de
desfechos?

Os desfechos relevantes foram
avaliados?

Os desfechos foram avaliados
com o investigador “cego” para

os grupos de alocacan?

* Baixo, moderado ou alto risco de viés




3. Data extraction

Two authors (RPED and ANA) will extract data independently.
Discrepancies in the results will be resolved by discussion. A stan-
dard form will be use to extract the following informartion: charac-

teristics of the study (design, methods of randomisation); partici-

pants; interventions; outcomes {tvpes of outcome measures, tim-

ing of outcomes, adverse events).




Dois revisores extrairam os dados dos artigos (EJ e FMGL) que responderam aos

critérios de incluséo descritos anteriormente. Um formulario padronizado foi utilizado para

extrair as sequintes informactes: caractersticas do estudo (desenho, método de

randomizacéo, geracdo e ocultacdo da alocacao); participantes; intervencoes; desfechos




Formulario de extragio de dados

ID - autor, ano de publicagiao:

Z.4. Duragio:

Ag30 a ser tomada

0 que serd perguntado a0 autor;

DESFECHOS AVALIADOS

1. Desfecho primario:
2. Desfecho secundario:

% Continue ou dicotomice:

METODO
1. Desenho:
2. Mulicéntrico ou unico-cantro:
3. Periodo do estudo:
4. Justificativa pars o tamanho da amostra:
3. (Geragio da slocagio
6. Ocultagoda slocagio:

2. Controle de dados incompletos verificado:
9. Liwrz de relsto seletive de desfechos:

10, Dutras fontes de vieses:

11. Anslise por intencSo-de-raiarn

12. Duragdo do seguimento:

Mascaramento dos desfechos 3 serem avalisdos e por parte dos participantes:

PARTICIPANTES
M:

Senor
|dzde (madis):
Cendrio do estudo:

Critérias de inches o

oo W pa

Critgrios de exclusio

INTERVENGAD

1. Grupo expenmenfal
1.1 Dose:
1.2 Administragse:

1.2 Nimero de vesss por dia:

1. Dec lara-'_.;ic- de conflito de interesse:

2. Comentarios:

NOTAS

Pi



Medidas de efelto de tratamento— como os dados foram
sintetizados (i.e., dicotdmicos e continuos)

Sintese dos dados

Vies de Publicacéao
Heterogeneidade
Analise de subgrupo
Analise de sensibilidade
Metanalises




Para desfechos dicotémicos (remissio sintomatoldgica e abandono do tratamento,
presenca de efeitos adversos, eic), os resultados foram expressos em risco relativo (RR
proporcdo de eventos no grupo submetido a tratamento paliativo combinado com anti-
inflamatonos esteroides ou néo esteroides em relacédo a proporcao de eventos no grupo-
controle), com 93% de intervalo de confianca (IC).

Para resultados estatisticamente significativos planejou-se calcular o numero

necessario para fratar (NNT), este definido como o nimero de pacientes que precisam ser

tratados para prevenir um desfecho desfavoravel. Seu calculo é efetuado a partir da

diferenca de nisco (DR) definida como a diferenca absoluta na taxa de eventos entre dois
grupos de comparacdo. Uma diferenca de risco de zero indica que ndo existe diferenca
entre os grupos. Uma diferenca de risco menor gue zero indica que a intervencao foi

efetiva em reduzir o risco daguele desfecho.

O numero necessario para tratar (NNT) foi calculado como o inverso da diferenca
de risco, isto é:

NNT =1
DR

Para dados continuos, 0s mesmos foram expressos como medias e desvios-

padrao calculando-se a diferenca de meédia com intervalo de confianca a 95%.




4. Data analysis (how the data were synthesised)

We will express uncertainty by giving the 95% confidence inter-
vals.

a. Binary outcomes

For dichotomous data, we will use the relative risk (RR) as the

effect measure.
b. Continuous outcomes

For continuous data which take positive values, we will use the
weighted mean difference (in which the effect estimates of indi-
vidual studies are weighted by dispersion measures). It is common

for continuous data to be skewed, the mean not being the centre of

the distribution. The statistics for meta-analysis are thought to be




Data synthesis

We used the fixed-effect model to analyse dara, if in future updates,

. e : : I q - sy e .
significant heterogeneity (e.g. I higher than 50%) is identified,

we will compute pooled estimates of the treatment eftect for each

outcome under a random-effects model (with two or more stud-

ies).




Addressing publication bias

It there are suthcient studies we will attempt to assess publication

bias by preparing a funnel plot (trial effect versus trial size).




a. Heterogeneity

We will qualify inconsistency among the pooled estimates using

the I? = [(Q - df)/Q] x 100% test, where QQ is the chi-squared

statistic and df its degrees of freedom. This illustrates the percent-

age of the 1-':4.ri:1|:rili1:}-' in effect estimates t'e-;ultiﬂg from I'lE'tE'I'EIgE‘ﬂE-

ity rather than sampling error (Higgins 2003; Higgins 2005). It




De acordo com o Handbook da Cofaboracdo Cochrane (capitulo 09, secdo
9.5.2), intferpretaremos o grau de heterogeneidade como segue abaixo:

0% - 40% Pode nao ser importante.

30% - 60% Pode representar heterogeneidade moderada *

20% - 90% Pode representar heterogeneidade substancial *

5% - 100%: Consideravel heterogeneidade.

Como regra geral, onde existe consideravel heterogeneidade, consideramos a

ndo realizacdo de metanalises quando a estatistica FF for superior a 75%.




Considerando-se 0s seguintes aspectos foi desenvolvida uma analise de subgrupos

para:

Diferentes ftipos de ftratamento para a dor da articulacio

temporomandibular {(por exemplo, anti-inflamatérios esteroides e nao
esteroides);

Diferentes tipos de deslocamento do_disco_arficular (i.e., agudo e
cronico);

Diferentes doses de anti-inflamatonos.




Sera realizada analise de subgrupo por. diferentes dosagens de
anestésicos intravenosos (propofol); diferentes combinacbes de anestésicos
associados ao propofol; diferentes posicoes dos pacientes (por exemplo, lateral
ouU supina) e a duracdo da anestesia (por exemplo, 20, 30 ou 45 minutos).

Alem disso, serdo realizadas analises de subgrupo para diferentes

anestésicos Inalatérios; tipos de cirurgia (toracotomia aberta, toracoscopia);

diferentes critérios de diagndstico para admissdo em unidades de cuidados
criticos; e as diferentes unidades envolvidas.

Planejamos realizar analises de subgrupo para estudos sobre pacientes de

terapia intensiva em comparacio com estudos sobre pacientes de cirurgia; e para

0s critérios usados para diagnosticar eventos adversos.




a explorar as causas da

sultados, por meio dos seguintes fatores:

1. Sigilm de alm:a[_::'jm (adequado, desconhecido, ou inadequado);
2. C




(Quando e mais de um estudo forem homogéneos e

adequados em relacdo a metodologia empregada 2. seus respectivos

desfechos clinicos semelhantes. os combinados em uma

metanalise, utilizando-se © desenvolvido pela

Colaboracdo Cochrane.
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