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Resumo

Objetivo: Comparar a qualidade de vida do paciente tratado cirurgicamente por
cancer avangado de laringe com aquele que foi submetido a quimioradioterapia
exclusivos.

Método: Revisao sistematica que utilizou, para a selegéo dos artigos, 06 bases de
dados (PubMed, MedLine, Embase, Web of Science, Cochrane Library e Lilacs) e
as palavras-chave “head and neck cancer”, “advanced laryngeal cancer”,
‘laryngeal neoplasm”; larynx cancer”; “quality of life”; “outcomes/functional
results”;“total laringectomy”; “chemoradiotherapy”. Os critérios de inclusdo foram
estudos especificos de cancer avancado de laringe, com comparacdo de
modalidades de tratamento e avaliagdo da qualidade de vida.

Resultados: Foram encontrados 321 artigos. Nove artigos preencheram todos os
critérios de inclusdo e desses, apenas trés possuiam desenho metodolégico e
instrumento de mensuracdo de qualidade de vida comparaveis entre si e foram
submetidos a metanalise . Os resultados evidenciaram que 90% dos estudos séo
retrospectivos e ndo randomizados, que geraram viés quanto a caracterizagdo dos
grupos. O tempo pds-tratamento em que os questionarios de qualidade de vida
foram aplicados mostrou grande variabilidade (3 meses a 11 anos).

Concluséo: A meta-analise dos trés estudos comparativos mostraram uma melhor
qualidade de vida ap6és o tratamento para individuos tratados com
quimioradioterapia exlcusiva. No entanto, devido a existéncia de poucos estudos
com dados relevantes na literatura, € necessario realizar pesquisas futuras com as

seguintes caracteristicas de estudo: (a) prospectivos e randomizados, (b)
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multicéntrico, com maior numero de individuos, e (c) enfatizando o funcional
sequelas que ambos os tratamentos acarretam.
Palavras-chaves: cancer de laringe, quimioradioterapia, laringectomia total,

qualidade de vida, preservacao de érgaos
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ABSTRACT

Objective: To compare studies of quality of life in patients undergoing
chemoradiotherapy or surgery for advanced laryngeal cancer.

Method: Articles were selected for a systematic review by searching six databases
(PubMed, Medline, Embase, Web of Science, Cochrane Library and Lilacs) for

” 113

keywords “head and neck cancer,” “advanced laryngeal cancer," "laryngeal

neoplasm," "larynx cancer," "quality of life," "outcomes and functional results,"
"total laryngectomy" and "chemoradiotherapy." The included studies must related
to advanced larynx cancer, comparisons of treatment modalities and assessment
of patient quality of life in validated scales, well defined inclusion and exclusion
criteria. Articles with poor methodological evaluation and duplicated results were
excluded.

Results: It was found 321 articles. Nine articles fitted to all inclusion criteria and of
these, only three observed comparable methodological designs and standardized
instruments for measuring quality of life and therefore subjected to meta-analysis.
Our analysis observed that 90% of the studies were retrospective and
nonrandomized. The time point post-treatment at which the quality of life
questionnaires were assessed varied widely (3 months to 11 years).

Conclusion: The meta-analysis of three comparable studies showed improved
quality of life after treatment for subjects treated with chemoradiation alone.
However, because of few studies with relevant data in literature, it is necessary to

conduct future research with the following study characteristics: (a) prospective

and randomized; (b) multicentric, with larger numbers of subjects; and (c)



emphasizing the functional sequelae that both treatments entail.
Keywords: larynx cancer, chemoradiotherapy, total laryngectomy, quality of life,

organ preservation
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1. Introducao



O conceito de qualidade de vida, ainda sem consenso, baseia-se em trés
aspectos fundamentais: (1) subjetividade; (2) multidimensionalidade; (3) presenca
de dimensOes positivas e negativas. A partir destes elementos, em 1994, a
instituicao World Health Organization — Quality of Life Group (WHOQOL) [1],
definiu esse termo sendo “a percepgao do individuo de sua posi¢cao na vida, no
contexto da cultura e sistemas de valores nos quais ele vive e com relacao aos
seus objetivos, expectativas, padroes e preocupacgdes”. O reconhecimento da
multidimensionalidade do termo fez que tal instituicdo propusesse, em 1997, a
avaliacdo da qualidade de vida pautada em seis dimensdes: (I) saude fisica; (Il)
saude psicologica; (lll) nivel de independéncia; (IV) relagbes sociais; (V) meio
ambiente e (VI) aspectos espirituais/religido/crencas espirituais [2]

O crescente interesse em avaliar a qualidade de vida se deu em todas as
esferas nas quais o sujeito se insere e atua. Dentro das ciéncias humanas e
biologicas refere-se a um movimento no sentido de valorizar aspectos mais
amplos que o controle da doencga, a diminuicdo da mortalidade ou 0 aumento da
expectativa de vida. Na area da saude,

“a oncologia, foi a especialidade que, por exceléncia, se viu
confrontada com a necessidade de avaliar as condi¢des de
vida dos pacientes que tinham sua sobrevida aumentada
devido aos tratamentos realizados, ja que, muitas vezes, na
busca de acrescentar anos a vida, era deixada de lado a
necessidade de acrescentar vida aos anos" [3].

Sendo assim, os estudos na area de Cirurgia de Cabeca e Pescoco tém
valorizado cada vez mais a qualidade de vida do paciente no pos-tratamento [4-8],
fato que mobiliza ndo apenas a equipe médica, mas também as equipes de
suporte (enfermeiras e técnicos de enfermagem) e de reabilitagido
(fonoaudidlogos, psicologos, fisioterapeutas, terapeutas ocupacionais e
nutricionistas).

O cancer de laringe é uma das neoplasias malignas mais frequentes que
acomete a via aérea superior. E responsavel por 25% dos tumores malignos
diagnosticados nessa area e 2% de todas as doengas malignas. Em 2006 houve
uma estimativa de 10.000 casos novos nos Estados Unidos e no Brasil, para o ano

de 2012 a estimativa foi de 6.110 casos novos. O tipo histologico mais prevalente
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de cancer na laringe é o carcinoma espinocelular que apresenta direta relagéo ao
uso de tabaco e alcool e atinge homens e mulheres principalmente a partir da
quinta década de vida [9-11].

Durante muitos anos o tratamento padrdo para o cancer avangado de
laringe consistia na remocgéao total do 6rgéo, laringectomia total (LT), seguida ou
nao por radioterapia. Essa abordagem, ainda utilizada, mostra bom controle local
da doencga, porém com impacto negativo na qualidade de vida do sujeito devido a
presenca permanente de um estoma além da perda da voz laringea com
consequente dificuldade de comunicagéo [12-13].

Com o intuito de minimizar sequelas e melhorar a qualidade de vida,
tratamentos de preservacdo de érgaos — cirurgias conservadoras, radioterapia
seguida por cirurgias, radioterapia exclusiva e quimioradioterapia exclusivos —
foram propostos.

Estudos [14-17], na década de 1990 , mostraram o potencial da
quimioterapia no tratamento do cancer avancado de laringe e sugeriram uma
possivel associagdo entre quimioterapia e radioterapia como abordagem
terapéutica. Entretanto, a difusdo dessa modalidade ocorreu, mais enfaticamente,
apds a publicacado de dois estudos [18-19] prospectivos e randomizados em
pacientes com cancer de laringe nos estagios Ill ou IV, submetidos a quimioterapia
(cisplatina e fluoracil) seguida por radioterapia.

Os resultados desses estudos mostraram que a quimioterapia de inducao
seguida por radioterapia ndo comprometia a sobrevida do paciente, porém o
tratamento inicial com quimioradioterapia concomitante evidenciou maiores taxas
de preservacdo do 6rgao e controle local da doenca similar ao da abordagem
cirurgica, porém sem aumento da sobrevida. Entretanto, tais estudos né&o
mencionam os efeitos toxicos da radioterapia, potencializados pela quimioterapia,
sobre a funcionalidade da laringe (voz e degluticao), fato que tera influéncia direta
na qualidade de vida do paciente.

Dado o papel fundamental que a laringe desempenha na comunicacao
humana e na funcdo degluticdo, determinar a melhor conducéo terapéutica do
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cancer avancado de laringe envolve considerar tanto a taxa de sobrevivéncia
qguanto as sequelas funcionais préprias de cada abordagem.

Em 2005, a American Society of Clinical Oncology (ASCO) organizou, por
meio de um consenso de especialistas na area de cabeca e pescogo, diretrizes de
pratica clinica para o uso de estratégias de preservacao laringea no tratamento do
cancer de laringe. Para tumores em estagios avancados (T3 e T4) nao existem
marcadores validados capazes de prever consistentemente a eficacia do
tratamento de preservagao laringea. Sabe-se que para pacientes com tumores
que invadem tecido mole através da cartilagem, a resposta ao tratamento de
preservacao € muito baixa, devendo, portanto, optar-se pelo procedimento
cirurgico de retirada total do 6rgao. Sendo assim, a decisdo da escolha terapéutica
— cirurgia ou preservacao de dérgdaos — a ser adotada em casos de tumores
avancados que nao tenham invadido a cartilagem ocorre, atualmente, mediante
critérios clinicos médicos e da equipe multidisciplinar que acompanha o paciente
e/ou opcao do paciente e familia que, em ambos 0s casos, preconiza a cura da
doenca, funcionalidade do 6rgao e melhor qualidade de vida [20].

Independente da escolha, o tratamento para o cancer avancado de laringe
acarretara em mudancas que afetam ndo apenas o sujeito em si, mas toda a
dindmica ao seu redor. A privagao total da comunicagao oral e/ou da alimentacao
via oral, durante ou apds o tratamento, gera desconforto para o paciente, que
muitas vezes se isola socialmente, e acarreta duvidas e receios para quem o
acompanha.

Entender como se encontra a qualidade de vida do paciente que teve
cancer avangado de laringe pode influenciar diretamente a escolha da abordagem
terapéutica, por parte da equipe médica, bem como o processo de reabilitacao.

Poucos estudos na literatura comparam a qualidade de vida de pacientes
tratados por céncer avancado de laringe, aptos a ambas as abordagens
terapéuticas — cirurgia ou quimioradioterapia exclusivos.

Dessa forma, esta tese é composta por um artigo que apresenta o0s
resultados, qualitativos e estatisticos, de uma revisdo sistematica de estudos que
comparam qualidade de vida de pacientes com cancer avancado de laringe
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tratado cirurgicamente com aquele que foi submetido ao tratamento
quimioradioterapico exclusivo. Esse artigo foi submetido a publicagdo

internacional.
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2. Objetivo



2.1 - Objetivo geral:
Comparar a qualidade de vida do paciente tratado cirurgicamente por
cancer avancado de laringe com aquele que foi submetido a quimioradioterapia

exclusivos.
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Abstract

Objective: To compare studies of quality of life in patients undergoing
chemoradiotherapy or surgery for advanced laryngeal cancer, using data collected
by questionnaire.

Data Sources: Articles were selected for a systematic review by searching six
databases (PubMed, Medline, Embase, Web of Science, Cochrane Library and
Lilacs).

Review Methods: The keywords “head and neck cancer,” “advanced laryngeal

cancer," "laryngeal neoplasm," "larynx cancer," "quality of life," "outcomes and
functional results," "total laryngectomy" and "chemoradiotherapy." Were combined
in various ways to maximize the results. The included studies must related to
advanced larynx cancer, comparisons of treatment modalities and assessment of
patient quality of life in validated scales, well defined inclusion and exclusion
criteria. Articles with poor methodological evaluation and duplicated results were
excluded.

Results: It was found 321 articles. Nine articles fitted to all inclusion criteria and of
these, only three observed comparable methodological designs and standardized
instruments for measuring quality of life and therefore subjected to meta-analysis.
Our analysis observed that 90% of the studies were retrospective and
nonrandomized. The time point post-treatment at which the quality of life
questionnaires were assessed varied widely (3 months to 11 years).

Conclusion: The meta-analysis of three comparable studies showed improved

quality of life after treatment for subjects treated with chemoradiation alone.

However, because of few studies with relevant data in literature, it is necessary to
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conduct future research with the following study characteristics: (a) prospective
and randomized; (b) multicentric, with larger numbers of subjects; and (c)
emphasizing the functional sequelae that both treatments entail.

Keywords: larynx cancer, chemoradiotherapy, total laryngectomy, quality of life

24



Introduction

Quality of life is a multidimensional term that was defined by the World
Health Organization Quality of Life Group (WHOQOL) as an individual perception
of their position in life in the context of culture and value systems in which live and
in relation to goals, expectations, standards and concerns’. Interest in evaluating
quality of life—despite the complexity of its abstract and subjective nature—is
growing in all areas in which it has a significant role. In medicine, oncology is one
of the specialties in which it is important to assess the quality of life of patients
undergoing different treatment modalities because merely having survived the
disease does not guarantee satisfaction with respect to emotional, physical and
social functioning, which directly influence the way an individual will overlooks
socially after treatment®3,
Laryngeal cancer is one of the most common malignancies affecting the upper
airway. It accounts for 25% of malignant tumors diagnosed in this area and for 2%
of all malignancies. The most prevalent histological type of is squamous cell
carcinoma, which has a direct relationship with the use of tobacco and alcohol and
mainly affects men and women in the fifth decade of life and later®®".

When diagnosed late, laryngeal cancer requires more aggressive
approaches that will inevitably impact quality of life. For many years, the standard
treatment for advanced laryngeal cancer has consisted of total laryngectomy (TL),
followed in select cases by radiotherapy with great impact in voice production.
Thus, impairment of quality of life can occur in multiple ways, including physical
and psychological aspects as well as level of independence and social
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relationships®.

To minimize treatment sequelae and improve quality of life, organ

preservation treatments, including conservative surgery (partial laryngeal surgery)
or concomitant radiotherapy and chemoradiotherapy without surgery, have been
proposed. Among these methods, concomitant chemotherapy and radiation
therapy have been shown to be effective, with high rates of survival and organ
preservation. However, the action of chemotherapy increases the toxicity of
radiotherapy and its functional sequelae. Indeed, poor voice quality and swallowing
are observed during and after treatment, and these symptoms can also impact
breathing functions and are a major cause of odynophagia®*°.
In 2005, the American Society of Clinical Oncology (ASCO)'' issued clinical
practice guidelines for the use of larynx-preservation strategies in the treatment of
laryngeal cancer based on the consensus opinions of experts in head and neck
cancer. However, for tumors in late stages (T3 and T4), validated markers are not
able to consistently result on effective treatment for laryngeal preservation.
Patients with tumors that invade soft tissue through the cartilage, would have a low
rate of complete response to non surgical treatments and TL would be more
appropriate.

Thus, the choice between surgery and organ preservation in cases of
advanced tumors that have not invaded the cartilage is currently determined by
clinical criteria as interpreted by the physicians and multidisciplinary teams that
follow the patient. For both treatments, patients and families report that their goals
are the survival, maintaining organ function and preserving quality of life'?.

Few studies are available comparing the quality of life of patients following
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surgical treatment with that of those treated with chemoradiation alone for
advanced laryngeal cancer. Thus, the goal of this systematic review and meta-
analysis was to determine which of these two treatment options results in less

impairment of quality of life following treatment for advanced laryngeal cancer.
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Material and Methods

Search method: The search for this systematic review was conducted in
September 2012 and updated periodically until June 2013. Two independent
researchers systematically reviewed the following databases: PubMed, Medline,
Embase, Web of Science, Cochrane Library and Lilacs. The search strategy,
modified according to the criteria of each database, was formulated from the
following descriptors in English combined in various ways to maximize the results:

"head and neck cancer," "advanced laryngeal cancer," "laryngeal neoplasm,"
"larynx cancer," "quality of life," "outcomes and functional results," "total
laryngectomy” and "chemoradiotherapy." The search was limited to human

research articles published in English between January 1990 and June 2013.

Inclusion and exclusion criteria: The studies selected for this systematic review met
the following inclusion criteria: (1) compared surgery versus a conservative
approach with chemoradiotherapy for advanced laryngeal cancer without invasion
of the cartilage, (2) evaluated quality of life between the two treatment groups
using a standardized instrument, (3) clearly described the advanced stage of the
tumor, (4) clearly described the location of the laryngeal tumor, (5) assessed the
methodological quality using the PEDro Scale and reported a score >3 and (6)
included at least five studied subjects. We excluded studies in which (1) non-
surgical treatment was not related to chemoradiation, (2) patients did not undergo
assessment of quality of life using equal standardized instrument, (3) the site of
larynx cancer was not clearly identified, (4) the advanced stage of the disease was
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not clearly described, (5) the methodological quality score, as assessed using the
PEDro scale, was <3 and there were fewer than five studied subjects. The
references in all the selected articles were checked and read to increase the
sensitivity of this systematic review. After the manual search, the articles were
imported into the Endnote reference manager to delete duplicate references. The
studies included in this analysis were reviewed in their complete form, and the
most relevant data were entered into an Excel spreadsheet for further analysis.
The various steps of the systematic review of the abstracts and full-text studies, as

well as the reasons for exclusion, are described in Figure 1.

Figure 1: Steps of the systematic review
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321 aricles identified

Reasons for exclusions (n = 289)

- surgical treatment was no compared with
chemoradiation alone

- guality of life was not assessment by a
standardized instrument

k.

32 articles underwent second
review and full text obtained

Reasons for exclusions (n = 23)

- laryngeal tumor was not clearly identified

- advanced stage of the disease was not
clearly described

- score the PEDro scale was =3

- fewer than five study subjects.

>

9 articles suitable for review

Reasonsto not subjected to meta-analvsis (n
=6}

- different methodology
-standardizedinstrumentto assessment
qguality of life are different

w

3 articles subjected to meta-
analysis

Data collected: Comparison of patient quality of life after surgery with radiotherapy
or after chemoradiation treatment alone for advanced laryngeal cancer was the
primary aim of the current review. This approach was based on the anatomical and
functional changes that both treatment methods bring about in patients as well as
their families and social relationships.

Aspects related to the time after treatment when the quality of life instrument was
subset and correlation between organ preservation and laryngeal functioning as

well as the above mentioned inclusion and exclusion criteria were analyzed.
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Assessment of methodological quality: The studies that met the inclusion criteria
were assessed for methodological quality using the PEDro scale'®, based on the
Delphi list. This scale has a score of zero to 10 points, and studies of low
methodological quality (PEDro score <3) were removed from the analysis. The
itens of assessment of methodological quality using the PEDro scale are described

in Figure 2.

Figure 2. Assessment of methodological quality using the PEDro scale

1. Eligibility criteria specified.”

2. Subjects randomly distributed between groups.

3. Subjects blinded to their group allocation.

4. Groups initially similar with respect to the most important prognostic factors.

5. All subjects participated in blinded studies.

6. All therapists administered therapy blindly.

7. All assessors who measured at least one key outcome did so blindly.

8. Measurements of key outcomes were obtained in over 85% of the subjects initially
distributed between the groups.

9. All subjects forwhom results were available received treatment ora control condition
according to their allocation or, if this was notthe case, analysis of the data was carmied out
for at least one of the key results in an “intention to treat” analysis.

10. The results of statistical comparisons between the groups were reported for at least one
key outcome.

11. The study presented both accuracy measures as measures of vanability for at least one
key outcome.

Yes=1 MNo=10

*This item did not receive a score

Qualitative analysis: To summarize and evaluate the data from the studies included
in this systematic review, qualitative, descriptive analyses were performed on the

data collected.

Statistical analysis: From the systematic review, we selected comparable studies
that used the same measurement instrument (EORTC QLQ-C30/H&N35) and
combined these results in a meta-analysis. This technique allowed us to obtain a
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more accurate estimation of quality of life in patients undergoing surgical treatment
compared with chemoradiotherapy alone.

The included studies measured quality of life with respect to five variables:
overall quality of life, social functioning, cognitive functioning, emotional well-being
and physical well-being. The result of the meta-analysis represented the
combination of this mean difference and the 95% confidence interval, taking into

account the weight assigned to each study.
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Results

The search strategy identified 321 studies by searching all the databases and

141516 of the included

reviewing the references of the selected studies. Only three
studies observed comparable methodological designs and standardized
instruments for measuring quality of life and were therefore subjected to meta-
analysis.

Of the nine studies reviewed and included in this systematic review, seven
14.1516,17.18.19.20 \ware described as retrospective nonrandomized (ERNR), one®' as
prospective nonrandomized and one®? as randomized and retrospective (ERR). In
the assessment of the methodological quality using the PEDro scale, eight

14,15,16,17.18,1920.21 oceived grade four and one?? received a score of seven.

studies
The choice of treatment modality and the selection of subjects for the assessment

of instruments to measure quality of life are summarized in Table 1.
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TABLE 1. General Characteristics of the Sample

Author Year Quality Method Decision Selection
Score therapy subject
Terrel et al& 1998 7 ERR Randomized TF/SED
Major et al'” 2001 4 ERNR Mo mention TF/SED
Nordgren et al?! 2003 4 EPNR THM T0 —all
T1/2/3/6/12 — survivors
Hanna et al™* 2004 4 ERMR Patient TF/ SED
LoTempio et al'® 2005 4 ERNR Patient TF/SED
El-Deiry et al'® 2005 4 ERNR THM TF/SED
Boscolo-Rizzo et al'® 2008 4 ERMR THM/Patient TFISED
Trivedi et al?® 2008 4 ERNR THM/Patient TF/SED
Guibert et al'® 201 4 ERNR multidisciplinary TF/SED
team

ERR - randomized retrospective study; ERNR - retrospective nonrandomized study; EPMR - a prospective and
nonrandomized study; TNM - World tumor staging classification, TF / SED - Treatment finalized / no evidence of
disease

Assessment of quality of life

A large variety of instruments for measuring quality of life were used. Four'#1>16:21

of the nine included studies used the European Organization for Research and
Treatment of Cancer Quality of Life associated with the specific module for head
and neck (EORTC QLQ - C30 / H & N35), whereas the other instruments used
were only once each: University of Michigan Head and Neck Quality of Life
(HNQOL); Health Status Questionnaire - 12 (HSQ - 12), University of Washington
Quality of Life Instrument (UW - QLQ), Health-Related Quality of Life (HRQOL) and
Functional Assessment of Cancer Therapy (FACT- H & N). Table 2 indicates which
instruments were used in the studies, the composition of each group within these
studies and the average time interval (in retrospective studies) between the end of

15,16,17,20,21,22

the treatment and the assessment of the instruments. Six of these
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studies revealed  statistically  significant  differences  between  the
chemoradiotherapy group and the surgery plus radiotherapy group with respect to
specific items on the measurement scales, whereas other studies'*'®'® detected
no significant differences or trends or improved scores on specific items.
Analysis of the study findings revealed that of the nine included studies, two'%?2
found that long-term quality of life was better in the chemoradiotherapy group. The
other studies reported that long-term overall quality of life differed between the two
groups based on the effects of each treatment on anatomical structures and

function. Table 2 presents the included studies that reported significant differences

between the two treatment groups and the authors related conclusions.
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TABLE 2. Specific characteristics of the studies

Autor n T3+T4 Treatment Instruments Mensuration Results Conclusion
total performed (months)
Terrel et al 46 33 LT+RETX HNQOL: 5F- 1,2.4.8
13 CRT 36
Major et al'? 24 a LT+ETX HEQ-12 428
15 CET 307
Mordgren et 6 13 LT+RETX EORTC QLG 0,1.2.3.6,12,
al?! 73 CET C-30/H&N33 &0
Hanna et al™# 42 27 LT+ETX EQETC QLQ 36
15 CRT C-30/H&N3S
LoTempio et 49 34 LT+RETX UW-QLQ 40
al'® 13 CRT 3
El-Deiry et al’® 54 1 LT+ETX HEQOL 321
9 CRT 280
Boscolo-Rizzo 67 39 LT+RTX EQRTC QLQ 30
et al'® 28 CET C-30/H&N35 20
Trivedi et al®® 40 19 LT+ETX FACT-H&N 22
CET 20
Guibert et al'® 63 46 LT+ETX EOQRETC QLQ 41
17 CRT C-30/H&N3S5 50

Grey shade representing a statistically significant difference; clear shade is no statistically significant difference

Laryngeal organ preservation and function

The studies included in this review considered organ preservation and laryngeal
function as synonymous with successful treatment for patients undergoing

chemoradiation.

Statistical analysis

|14 |15

The results of the meta-analysis of the studies by Hanna et al'”, Bocolo-Rizo et a
and Guibert et al'®, given in Figures 3-8, demonstrate favorable results for the CRT

group with respect to the overall quality of life as well as the social, functional and
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physical quality of life as measured by the EORTC QLQ C - 30 / H & N35. The
study by Boscolo-Rizo et al.'® was given more weight in the meta-analysis (> 60%
for all variables), which ultimately determined the outcome of the meta-analysis.
This weight was calculated based on the study size and the precision of the

estimates.

FIGURE 3. Meta-analysis — Global Quality of Life

5urgery Quimio Mean difference
Study Total Mean 3D Total Mean SD | MD 95%-C1 W(fixed)
Hanna 2004 27 658 2370 15 636 27.50 — 220 [-14.22;18.62] 16.4%
Boscolo-Rizzo 2008 39 758 2345 28 869 11.86 o -11.0 [-19.67;,-2.53]  60.0%
Guibert 2011 48 66.0 2530 17 75.0 24.50 — -9.00 [-2267; 4.67] 23.6%
Fixed effect model 114 60 —_— 843 [15.07;-1.79] 100%

Heterogeneity: l-squared=0%, fau-squared=0, p=0.3698 I

FIGURE 4. Meta-analysis — Social functioning

5urgew Quimio Meﬂn diﬁerencﬁ
Study Total Mean SD Total Mean SD MD 95%-Cl Wifixed)
Hanna 2004 27 617 3130 15 744 3380 ————7— -1270 [-33.48; 8.08] 14.1%
Boscolo-Rizzo 2008 39 803 2622 28 946 1212 L | -14.30 [-23.67,-4.93] 69.3%
Guibert 2011 48 840 3210 17 B4.0 3540 —— 0.00 [-19.12;19.12] 16.6%
Fixed effect model 114 60 ~= -11.69 [-19.50;-3.89]  100%

Heterogeneity: I-squared=0%, fau-squared=0, p=0.4184 1
[ ] T ] I I |

-30 -20 10 0 10 20 30
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FIGURE 5. Meta-analysis — Cognitive functioning

Surge.w Quimio Mean difference
Study Total Mean SD Total Mean 3D _ MD 95%-Cl Wifixed)
Hanna 2004 27 79.0 2240 15 844 2040 —F T -0.40 [-18.74; 7.94] 18.6%
Boscolo-Rizzo 2008 39 B89 17.89 28 90.8 1277 —-a -1.90 [-9.24; 5.44] 61.6%
Guibert 2011 48 8401970 17 100.0 2460 ——— -16.00 [-28.95;-3.08] 19.8%
Fixed effect model 114 60 e -5.34 [-11.10; 0.42]  100%
Heterogeneity: Fequared=41.9%, tau-squared=22.82, p=0.1786 F
71T T T 1

=20 <10 0 10 20

FIGURE 6. Meta-analysis — Emocional functioning

sllrgenl qmmio Mean difference
Study Total Mean 5D Total Mean SD | MD 95%-C1 Wifixed)
Hanna 2004 27 664 304 15 730 27.00 | 660 [2444;11.24] 13.4%
Boscolo-Rizzo 2008 39 769 19.9 28 851 13.41 - | -8.20 [-16.18;-0.22] 67.0%
Guibert 2011 48 750240 17 750 2750 —-—i— 000 [-1473;1473] 19.6%
Fixed effect model 114 60 -<’:=—| 6.37 [-12.90; 0.16]  100%

Heterogeneity: Isquared=0%, tau-squared=0, p=0.631

FIGURE 7. Meta-analysis — Role functioning

Su rgery Quimio Mean difference
Study Total Mean SD Total Mean SD MD 95%-Cl Wi(fixed)
Hanna 2004 27 703 2970 15 722 29.30 -1.9 [-2048,16.68) 11.9%
Boscolo-Rizzo 2008 39 B7.6 1943 28 958 1199 - 82 [-15.74;-0.66) T2.3%
Guibert 2011 45 100.0 26.60 17 66.0 30.10 —=—— 3.0 [17.83;5017] 157%
Fixed effect model 114 60 0.8 [-T.22; 561] 100%

Heterogeneity: l-squared=30.7%, tau-squared=477.5, p<0.0001

40 20 0 20 40
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FIGURE 8. Meta-analysis — Physical functioning

Surgery Quimio Mean difference
Study Total Mean  SD Total Mean SD | |
Hanna 2004 27 6962900 15 VBT I ————
Boscolo-Rizzo 2008 39 758 18.82 28 859 671 —s=— |
Guibert 2011 48 B7.0 16.60 17 87.0 20.80 ! —_—
Fixed effect model 114 60 -

Heterogeneity: I-squared=580.1%, tau-squared=122.2, p=0.0066 j

MD 95%-C1 W(fixed)

910 [-26.88; 8.68]
2010 [-26.51; -13.69)
0.00 [-10.95; 10.95]

1445 [-19.73; -8.17]

f T 1 T
20 <10 0 10

39

20

8.8%
67.9%
23.3%

100%



Discussion

Regardless of the treatment modality, our systematic review demonstrates that
treatment for advanced laryngeal cancer will impact quality of life due to the
anatomical and functional sequelae of both treatment options. The meta-analysis
of the quality of life study suggested that chemoradiotherapy may represent a more
favorable approach because organ preservation eliminates the visual impact of
surgery and allows the social functions and autonomy that are enabled by
communication. However, some relevant points of this review should be
considered before assuming that the quality of life following treatment for advanced
laryngeal cance is tied only to the choice of therapeutic approach.

The limitations of this systematic review with meta-analysis include variations in
methodological quality and the use of different standardized instruments to
measure quality of life. The main drawback of this study is that of the nine studies

reviewed, seven 4 15 16,17, 18 19, 20

were nonrandomized retrospective studies,
which analyzed the medical records and databases of patients treated for
advanced laryngeal cancer to identify individuals to invite to participate in the
research by answering questionnaires specific to quality of life. One®'  study
employed a prospective nonrandomized study design; as described above, this
study did not use random allocation of the subjects, and the treatment decision
was made by the clinical criteria of the medical staff or, if given the option, by the
family and the patient. Only one?® study used a randomized retrospective design,

where subjects were randomly distributed between two therapeutic groups that

were initially similar in their prognostic indicators and previous therapies at the time
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of the study. Additionally, all retrospective articles reported that the subjects who
answered to the questionnaires of quality of life had achieved therapeutic success,
thereby generating a bias in the analysis of the results; the lack of data from
patients with treatment failure could mascarade the final analysis of overall quality
of life. For these reasons, we observed low scores on the PEDro scale, indicating
poor methodological quality of the included studies, and therefore it is not
advisable to reproduce these studies to compare the quality of life between
treatment modalities.

A variety of instruments for measuring quality of life used in the included studies
precluded the comparison and analysis of the scores of overall quality of life and
specific items of each instrument. The only instrument that was used in more than
one of the studies was the EORTC QLQ - C30 / H & N35, and items were
comparable only if they were common to all studies. The use of only common
items introduces other biases, as the items in the particular part of the instrument
(EORTC - H & N35) that could describe more specific alterations of the functions of
speech, voice, chewing and swallowing were not reported in all studies and thus
were not analyzed. Another disadvantage of this systematic review identified as a
bias in all the included studies was the time interval between the end of treatment
and the assessment of instruments for measuring quality of life. In our clinical
practice, we observed that the major sequelae of surgical treatment, including
adaptations to the new conditions, breathing patterns, communication difficulties
and changes in smell and taste, are more pronounced in the first months after

surgery; with length of time, the individual finds strategies to overcome these
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changes, reducing their impact on quality of life. Treatment with organ preservation
suggests that the toxic effects of radiation therapy added by chemotherapy affect
the quality of life of the patient throughout treatment and may persist for up to 24
months after completion. The most common complaint of patients undergoing
chemoradiation was xerostomia which often leads to a condition of intense
mucositis in the oral and oropharyngeal region associated with laryngeal edema.
Sore throat and respiratory disorders are the most frequent sequelae witch lead to
enteral nutrition with feeding tube and tracheostomy, which can also lead to
dysphagia and communication difficulties. Thus, the greater the length of time
between the treatment and the quality of life assessment, the more the individual is
able to adapt to his new living conditions and the less harm to his quality of life.
Studies report that functional alterations of speech and swallowing were minimized
through the rehabilitation process. The use of tracheoesophageal prostheses as a
method of voice rehabilitation is considered effective to meet communication
challenges. For changes in swallowing, studies report quotations from a speech
therapist but do not specify which therapeutic techniques were used. Additionally,
the time and frequency of rehabilitative therapy is not specified. The ASCO
consensus (2005)"" recognizes that speech and swallowing are highly complex
neuromuscular functions that can be interrupted by either the presence of disease
or the therapeutic modality, thereby justifying the involvement of a multidisciplinary
team. Surgical sequelae are visual and are thus more easily identified and
addressed, whereas chemoradiotherapeutic sequelae are silent and difficult for the

patient to convey. Therefore, careful evaluation and timely intervention are
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necessary for chemoradiotherapeutic patients. A multidisciplinary approach can
minimize many of the sequelae of these treatments, and the increasingly
participation of these professionals will result in a better quality of life for their

patients.

Functionality and laryngeal preservation

Laryngeal preservation and laryngeal function are two different concepts that are
often used synonymously. Preserving the body does not necessarily imply
preservation of function. According to the ASCO consensus (2005)', the presence
of persistent dysphagia, tracheostoma and tracheal aspiration failures are not
considered functional organ preservation therapy because the vital functions of
breathing and swallowing are altered such that other clinical complications or death
may occur. However, our clinical practice suggests that the concept of laryngeal
function may be as subjective as quality of life and that one may be crucial to the
other. The definition of function may differ between patients and between a patient
and his therapist. For some patients, the fact that only food of specific
consistencies may be taken orally indicates treatment failure, as this restriction will
result in significant changes in the patient eating habits that will ultimately influence
his oquality of life. Furthermore, clinically, we do not include voice quality scores in
the evaluation of laryngeal function, although for some patients, vocal quality or

vocal fatigue and stress may directly impact quality of life.
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CONCLUSION

Although the meta-analysis of this systematic review suggests that chemoradiation
treatment is the best therapeutic option for patients with respect to quality of life,
further prospective randomized studies that include data on patient rehabilitation
are in need to conclude that the therapy, in itself, influences the overall quality of
life of patient. Understanding patients quality of life and their post-treatment organ
function is necessary for multidisciplinary teams to better define their goals and
interventions in the search for better quality of life for patients treated for advanced

laryngeal cancer.

44



References
1- The Whoqol Group. Development of the WorldHealth Organization WHOQOL-

bref. Quality of Life Assesment 1998. Psychol Med 1998;28:551-558.

2 - Fleck MP, Leal OF, Louzada S, et al. Development of the Portuguese version of
the instrument for assessing quality of life of the WHO (WHOQOL-100) .Rev

Bras Psiquiatr 1999;21:21-28.

3- McDonough EM, Varvares MA, Dunphy FR, et al. Changes in quality-of-life
scores in a population of patients treated for squamous cell carcinoma of the head

and neck. Head Neck. 1996;18:487-493

4- Biazevic, MG; Antunes, JL; Togni, J et al. Immediate impact of primary surgery
on health-related quality of life of hospitalized patients with oral and oropharyngeal

cancer. J Oral Maxillofc Surg 2008;66:1343-1350

5 - Filho VW. The epidemiology of laryngeal cancer in Brazil. Sao Paulo Med J

2004;122:188-194

6 - Curado MP, Martins E. Incidence and mortality of cancer of the head and neck

in Brazil. Rev. Cir. Cabeca Pescoco 2006;35:136-141

7 - INSTITUTO NACIONAL DO CANCER (Brazil). Cancer de Laringe. [200-].
Available in:<http://www.inca.gov.br/conteudo_view.asp?id=332>. Accessed on 23

45


http://www.ncbi.nlm.nih.gov/pubmed/8902560
http://www.ncbi.nlm.nih.gov/pubmed/8902560
http://www.ncbi.nlm.nih.gov/pubmed/8902560

September 2013

8 - Al-Sarraf M. Treatment of Locally Advanced Head and Neck Cancer: Historical

and Critical Review. Cancer Control. 2002;5:387-399

9 - Wolf GT, Fisher SG, Hong WK. Departament of veterans affairs laryngeal
cancer study group: Induction chemotherapy plus radiation compared with surgery
plus radiation in patients with advanced laryngeal cancer. N Engl J med

1991,;324:1685-1690

10 - Clayman G, Weber R, Guillamondegui, et al. Laryngeal preservation for
advanced laryngeal end hypopharyngeal cancers. Arch Otolaryngol Head Neck

Surg. 1995;121:219-223

11 - Pfister DG, Laurie SA, Weinstein GS, et al. American Society of Clinical
Oncology clinical practice guideline for the use of larynx-preservation strategies in

the treatment of laryngeal cancer. J Clin Oncol. 2006;24:3693-3704.

12 - Lefebvre JL, Ang KK. Larynx Preservation Consensus Panel. Larynx
preservation clinical trial design: key issues and recommendations--a consensus

panel summary. Head Neck. 2009;31:429-41

13- Maher CG, Sherrington C, Herbert RD, et al. Reliability of the PEDro scale for
rating quality of randomized controlled trials. Phys Ther. 2003;83:713-21

46


http://www.ncbi.nlm.nih.gov/pubmed/16832122
http://www.ncbi.nlm.nih.gov/pubmed/16832122
http://www.ncbi.nlm.nih.gov/pubmed/16832122
http://www.ncbi.nlm.nih.gov/pubmed/19283793
http://www.ncbi.nlm.nih.gov/pubmed/19283793
http://www.ncbi.nlm.nih.gov/pubmed/19283793
http://www.ncbi.nlm.nih.gov/pubmed/12882612
http://www.ncbi.nlm.nih.gov/pubmed/12882612

14 - Hanna E, Sherman A, Cash D, et al. Quality of life for patients following total
laryngectomy vs chemoradiation for laryngeal preservation. Arch Otolaryngol Head

Neck Surg. 2004;130:875-9

15 - Boscolo-Rizzo P, Maronato F, Marchiori C, et al. Long-term quality of life after
total laryngectomy and postoperative radiotherapy versus concurrent

chemoradiotherapy for laryngeal preservation. Laryngoscope 2008;118:300-6

16- Guibert M, Lepage B, Woisard V, et al. Quality of life in patients treated for
advanced hypopharyngeal or laryngeal cancer. Eur Ann Otorhinolaryngol Head

Neck Dis. 2011;128:218-23

17- Major MS, Bumpous JM, Flynn MB, et al. Quality of life after treatment for

advanced laryngeal and hypopharyngeal cancer. Laryngoscope 2001;111:1379-82

18- LoTempio MM, Wang KH, Sadeghi A, et al. Comparison of quality of life
outcomes in laryngeal cancer patients following chemoradiation vs. total

laryngectomy. Otolaryngol Head Neck Surg. 2005;132:948-53

19- El-Deiry M, Funk GF, Nalwa S, et al. Long-term quality of life for surgical and

nonsurgical treatment of head and neck cancer. Arch Otolaryngol Head Neck Surg.

2005;131:879-85

47


http://www.ncbi.nlm.nih.gov/pubmed/15262766
http://www.ncbi.nlm.nih.gov/pubmed/15262766
http://www.ncbi.nlm.nih.gov/pubmed/18030164
http://www.ncbi.nlm.nih.gov/pubmed/18030164
http://www.ncbi.nlm.nih.gov/pubmed/18030164
http://www.ncbi.nlm.nih.gov/pubmed/21613002
http://www.ncbi.nlm.nih.gov/pubmed/21613002
http://www.ncbi.nlm.nih.gov/pubmed/11568572
http://www.ncbi.nlm.nih.gov/pubmed/11568572
http://www.ncbi.nlm.nih.gov/pubmed/15944570
http://www.ncbi.nlm.nih.gov/pubmed/15944570
http://www.ncbi.nlm.nih.gov/pubmed/15944570
http://www.ncbi.nlm.nih.gov/pubmed/16230590
http://www.ncbi.nlm.nih.gov/pubmed/16230590

20- Trivedi NP, Swaminathan DK, Thankappan K, et al. Comparison of quality of
life in advanced laryngeal cancer patients after concurrent chemoradiotherapy vs

total laryngectomy. Otolaryngol Head Neck Surg. 2008;139:702-7

21- Nordgren M, Abendstein H, Jannert M, et al. Health-related quality of life five
years after diagnosis of laryngeal carcinoma. Int J Radiat Oncol Biol Phys.

2003;56:1333-43

22- Terrell JE, Fisher SG, Wolf GT. Long-term quality of life after treatment of

laryngeal cancer. The Veterans Affairs Laryngeal Cancer Study Group. Arch

Otolaryngol Head Neck Surg. 1998;124:964-71

48


http://www.ncbi.nlm.nih.gov/pubmed/18984267
http://www.ncbi.nlm.nih.gov/pubmed/18984267
http://www.ncbi.nlm.nih.gov/pubmed/18984267
http://www.ncbi.nlm.nih.gov/pubmed/12873678
http://www.ncbi.nlm.nih.gov/pubmed/12873678
http://www.ncbi.nlm.nih.gov/pubmed/9738804
http://www.ncbi.nlm.nih.gov/pubmed/9738804

49

4.Conclusoes
Gerais



Conclusoes Gerais

Com essa revisédo sistematica concluimos que poucos estudos nas areas
de cirurgia de cabeca e pescoco, oncologia e fonoaudiologia abordam qualidade
de vida pds tratamento para cancer avancado de laringe comparando abordagem
cirurgica e quimioradioterapica. Nesse contexto, a realizagdo de metanalise torna-
se desafiante devido aos diferentes desenhos metodoldgicos dos estudos e a
diversidade de instrumentos de mensuragéao de qualidade de vida.

Apesar da metanalise desta revisdo sistematica ter sido favoravel para o
tratamento quimioradioterdpico nota-se a necessidade de realizacdo de estudos
prospectivos randomizados que incluam dados da reabilitacdo dos pacientes para
entdo concluirmos que a escolha terapéutica, de forma isolada, influencia na
qualidade de vida global do paciente. O entendimento do que é preservagao e
funcionalidade do 6érgdo também se faz necessario para que a equipe
multidisciplinar tenha mais claro seus objetivos na busca e interveng¢do por uma

melhor qualidade de vida ao paciente tratado por cancer avancado de laringe.
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