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ABSTRACT

Objective: To describe of the translation from English to Portuguese and adaption process of
subitems of the Functional Assessment of Cancer Therapy — Multiple Myeloma. Methods: In the
first phase, translations from English into Portuguese of two subitems of Functional Assessment
of Cancer Therapy — Multiple Myeloma were performed. Subsequently, a consensus and back
translation were conducted, and, finally, translation and back translations were reviewed by four
independent bilingual experts. In the second phase, the translated subitems were applied, along
with a questionnaire, to 10 native Portuguese speakers patients with multiple myeloma. Results:
There was a recognition of the translation process in its first version applied to 10 patients
with multiple myeloma, whose reported no difficult to understand the translated and validated
instrument. Patients also did not find the content irrelevant or offensive, and they did not suggested
changes. Conclusion: The subitems of the Functional Assessment of Cancer Therapy — Multiple
Myeloma were translated from English into Portuguese following the proposed methodology and
there was not need of readjustments. This process allowed this instrument of quality of life, which
is widely known to be beneficial in the management of patients with multiple myeloma, to be used
among our population.

Keywords: Quality of life; Multiple myeloma; Surveys and questionnaires

INTRODUCTION

Multiple myeloma (MM) is defined as a hematological neoplasm characterized
by the proliferation of clonal plasma cells secreting immunoglobulin in the
blood and urine (M protein). This disease incidence is estimated to account
for 1% of all neoplasia. Multiple myeloma affects 4.5 cases/100 inhabitants
per year, and accounting for 10% of all hematological neoplasms. In Brazil,
there are no accurate statistics on incidence of MM provided by the records of
the National Cancer Institute José Alencar Gomes da Silva (INCA - Instituto
Nacional de Cancer José Alencar Gomes da Silva).(*

The MM is a disease of the elderly and the mean age of its diagnosis is 70
years. Of diagnosed cases 1% is under 40 years and 50% over 65 years. In Brazil,
the mean age at diagnosis is 10 years lower than those reported in published
literature, and this fact can be explained given that the most of diagnoses occur
at advanced stages.*>
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The clinical presentation of MM is variable, and the
chain of myeloma development, which possibly begins
from monoclonal gammopathy, may be mediated by
a condition called “smoldering myeloma”. This, as
suggested by its name, does not present symptoms
despite the presence of 10% plasma cells and evidence
of a monoclonal protein (diagnostic criterion).)

Classically, MM, in its symptomatic form, has
its main manifestations grouped under the acronym
CRAB, which stands for hypercalcemia (calcium), renal
failure, anemia, and bone lesions.®”) In addition to the
symptoms already related and secondary to the target
organ lesion, many patients with MM complain of
fatigue, even in the asymptomatic phase.©

Cancer-related fatigue is not clearly defined. The
National Comprehensive Cancer Network (NCCN)
classifies it as a stressful, persistent, subjective feeling
of tiredness or emotional, cognitive, and physical
exhaustion related to cancer or its treatment. In
addition, cancer-related fatigue is recognized as not
related to individual’s recent activity, or not capable of
interfering with their usual activities.”)

In cancer disease, fatigue is considered multicausal,
i.e., it is not only associated with the neoplastic process,
but also to the therapy used and the comorbidities
(physical and emotional). The importance of fatigue
is also highlighted because it is a persistent symptom,
which can continue after the end of treatment and may
affect negatively the continuity of treatment.®

Conceptually, MM is treated in the symptomatic
form, however, this is debatable for patients in the
smoldering phase stratified as high risk, considering the
speed of progression to the symptomatic disease.”

The myeloma treatment model is derived from the
importance given, until the 1990s, to autologous bone
marrow transplantation for young patients. This was
because the use of alkylating agents was affected due
to the impairment of the mobilization of hematopoietic
cells in the pre-transplant phase, and at that time,
melphalan was a major chemotherapeutic agent. For this
reason, although sometimes the role of transplantation
has been questioned, it is still used as a consolidation,
and patients are still divided by their transplant eligibility
criteria for the choice of the therapy.®

Coleman et al., evaluated a population of newly
diagnosed MM patients who were eligible for
chemotherapy, and showed that in a total of 187
patients, 50% reported fatigue, with 19.3% of cases
being classified as severe. Among those patients treated
intensively, this complaint was observed in 100% of
individuals and fatigue was associated with a drop in
performance.!?)
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A recent systematic review published by Rogers et
al., highlighted as important the evidence that fatigue
and pain are the symptoms that most impact the quality
of life of patients with myeloma.

Given the particularities of myeloma and its
treatment, such as pain complaints, difficulty in walking,
recurrent infections and even incurability. Despite gains
in survival with new therapies, some instruments used
in oncologic routine for quality of life assessment, i.e,
those considering patients’ symptoms and limitations,
need to be individualized according to the specificities
of each group of patients. Among these instruments,
one of them is the Functional Assessment of Cancer
Therapy - General (FACT-G).("?

The FACT-G is a psychometric measurement
instrument published in 1993 that was translated into
several languages. This instrument aims at assessing the
quality of life in cancer patients. It is a test widely used
in clinical practice as well as in publications that focus
on quality of life. The preference of many professionals
for this test is due to its format, which has the goal to
maintain the sensitivity of the test that is often quick to
be completed by patients. In addition, this instrument
has been subdivided over the years to be adapted to
differences of each neoplasm subtype.(1219

Functional Assessment of Cancer Therapy -
Multiple Myeloma (FACT-MM) is the name used for
the instrument designed for MM that was developed
using a structured and interactive process. The FACT-
MM is composed by a literature review, according to
the opinion of experts and patients, and this aims to
identify the components that affected the quality of life
of this neoplasia, such as, e.g., limitations triggered by
bone pain."®

The FACT-G has its translation and adaptation into
Portuguese, aswell as some of its other subscales, but, so far,
its complementary approach to MM has not be translated
to Portuguese language. The use of measurement scales
aims to create a form of measurement that reduces
subjectivity and allows assessment, interpretation and
follow-up in an interdisciplinary manner. For this reason,
the process of translation and adaptation of an instrument
and its subscales requires the following to cross-cultural
adaptation methodology.*1>

The cross-cultural adaptation process was created
with theintention tomaintain the instrumentequivalence
in another language and culture. It consists not only of
a translation performed by experienced professionals,
but also in retro translation of the translated version
into the language of origin, followed by its review by
a specialized committee, and its application as a test.
Consequently, the instrument can then be assessed for
equivalence and finally applied to clinical settings.(®
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OBJECTIVE

To describe the process and methodology used in
the translation from English into Portuguese and
cross-cultural adaptation of specific subitems (MM1
and LEU3) for multiple myeloma of the Functional
Assessment of Cancer Therapy - Multiple Myeloma
quality of life instrument.

METHODS

The original English version of the FACT-MM subscale
was developed and validated and made available by
the Functional Assessment of Chronic Illness Therapy
(FACIT) Group at https://www.facit.org/. After registration
and approval by this organization, the process of
translation and adaptation of the subitems (MM1 and
LEU3) of the FACT-MM subscale was performed
according to the methodology proposed by Bonomi et
al., this methodology were followed and supervised by
the FACIT Group.!®

The FACT-G has 27 items that are subdivided into
four domains of quality of life: physical well-being (seven
items), social/family well-being (seven items), emotional
well-being (six items), and functional well-being (seven
items). In addition, there are 14 items associated with
the FACT-MM subscale, which can sometimes be
shared with other subtypes of neoplasms. For each item,
there is a numerical scale from zero to four, where zero
means none and four means very much. The answers
to the 27 items of the FACT-G will be added to the 14
items belonging to FACT-MM, in which, the higher the
sum the better the patient’s quality of life.121317)

In the proposed MM subscale, 27+14 items
are associated. Of these two parameters were not
previously translated, according to the methodology: “I
have trouble walking because of pain” (MM1) and “I
feel discouraged about my illness” (LEU3). The LEU3
parameter is also foreseen in the subscale for leukemia
patients and, at the date of conducting of this study, this
had not been previously translated, unlike the other
remaining 12 items.

The following items of the FACT-MM subscale “I
have trouble walking because of pain” (MM1) and “I
feel discouraged about my illness” (LEU3) were sent
for two independent translators.

The initial translation was done by two Brazilian
translators, and, at the end, there was a process of
reconciliation, followed by the retrotranslation into
English also conducted by two Brazilian translators.
Finally, two versions were submitted to the review of
four independent bilingual experts who approved and
verified if the Brazilian Portuguese version was also
appropriate to the European Portuguese.

After submission to the Ethics Committee of the
intitution Faculdade de Medicina do ABC (opinion
number: 554,669; CAAE: 18726314.0.0000.0082), the
FACT-MM translated from English into Portuguese
was randomly applied to 10 patients with a confirmed
diagnosis of MM.

The selected participating patients were followed-up
in a Brazilian university outpatient clinic in the ABC
region, a district of the city of Sao Paulo, that belongs
to the Brazilian Public Health System (SUS - Sisterma
Unico de Satide). After participants signed the informed
consent, they were asked to answer a questionnaire,
which was previously sent by the institution
proposing the study, namely the FACIT Group. The
questionnaire included directed questions about the
FACT- MM subscale, and comments on the difficulty of
understanding information, event at sentence level, and
the degree of relevance of the item (Annex 1).

The choice of an university outpatient clinic aimed
to recruit patients who reflected the sociodemographic
profile of the SUS. The collection of data from patients’
medical record including details on the staging of the
underlying disease and the time for diagnosis were not
part of the methodology of this study.

RESULTS

The subitems MM1 and LEU3 were, respectively,
translated and culturally adapted to Portuguese as
“Tenho dificuldade em andar por causa de dor” and “Sinto
desanimado/a em relacdo a minha doenca”. These sub-
items were forwarded, and a consensus was conducted
to the proposed methodology, their first version were
accepted both by the Brazilian and Portuguese experts
and then these were recognized by the FACIT Group.

After drafting, reviewing, and approving the
proposed translation of FACT-MM subitems MM1
and LEU3, the cross-cultural adaptation process
moved on to the testing phase, in which the forwarded
questionnaire (Appendix 1) was randomly applied to
10 patients diagnosed with MM.

The population of MM patients who answered the
questionnaire was characterized by equal distribution
between genders, aged between 51 and 75 years (median
61 years), and eight of them were under treatment at the
time of the survey. Of the total, 9 patients reported in
the performance analysis provided by the questionnaire
that they had some performance alteration/symptoms,
and two mentioned to be bed rest.

Regarding the FACT-MM and the questions
directed to the validation of its translation, none of
the ten patients reported difficulty in understanding
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the translated subitems, they did not find the content
irrelevant or offensive, and they did not suggest any
changes. Regarding the answers to each translated sub-
item, from the total of patients, 6 reported some degree
of discouragement about their disease (LEU3) and
seven reported difficulty in walking because of the pain
(MM1) (Figure 1).

After application, all questionnaires were
electronically saved, so that they could be evaluated by
the responsible institution for the instrument and, then,
the translation were considered accurate and culturally
adapted to the Portuguese language.

Responses to MM1 ™ Responses to LEU3

a4

3 3 3 3 3
2 2 2
1 1
0 0 00 00
1 2 3 4 5 6 7 8 9 10
Response to MM1: “| have trouble walking because of pain” ; Response to LEU3: | feel discouraged about my illness” ;1
not at all; 2: more or less; 3: very; 4: very much.1- 10: Naming the study participants.

Figure 1. Application of the subitems “I have trouble walking because of pain”
(MM1) and “I feel discouraged about my illness” (LEU3) and their scores

DISCUSSION

Despite the gains in responses with new therapies
developed in recent years, MM is still an incurable and
extremely symptomatic disease. Reasons are either by
disease-related symptoms, such as bone pain, or general
symptoms such as fatigue. The patient with myeloma
acquires a chronicity profile with constant losses related
to his/her quality of life.(!316-1%

A study carried out by Sherman et al., described
59% impairment in activities of daily life. Of these,
58% of individuals had moderate pain and 80% of
patients diagnosed with MM and who were eligible
for transplantation presented fatigue.!” Mols et al., in
a prospective populational study, assessed quality of
life over a 10 years period in patients with MM. They
reported impairment of quality of life throughout this
period among patients with MM compared with the
general population.©”

The knowledge of the interference of symptoms
in the quality of life of these patients is evident in the
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published literature."-2” In addition, a study conducted
by the Mayo Clinic including 453 newly diagnosed
patients with MM, between 2009 and 2014, showed,
by means of quality of life scores, that symptoms such
as pain and fatigue were predictive factors of survival.
These factors also suggested that the adaptation of
risk stratifications, which is traditionally based on
laboratory data, when presented, need to be classified
as higher risk symptoms.©?%

Quality of life in MM is a current concern and
requires monitoring given that treatment priority may
often be the control of symptoms, even in case of
prolonged survival.(®81519)

To guarantee that the measurement of subjective
symptoms, such as fatigue, to be consistently interpreted
among different raters, there is a need to develop
and validate scales of quality of life. This would allow
to create a common language and an adequate data
interpretation. Among the various instruments with this
purpose and also recognized in the published literature,
with emphasis on the support of the oncologic patient,
there is the FACT-G, which was previously validated for
Portuguese and adopted in clinical trials.(4!>

Uwer et al., conducted a study to compare the
equivalence of quality of life measurements using the
European Organization for Research and Treatment
(EORTC), Quality of Life Questionnaires (QLQ-C30,
QLQ-CR38) and Functional Assessment of Cancer
Therapy-Colorectal (FACT-C), which were applied to
colorectal cancer patients. The authors emphasized the
importance of FACT-G, since it is a global score that is
easy to be applied to clinical research, while maintaining
the ability to measure symptoms and satisfaction with
daily life activities.!

Previously, Kelmer et al., compared the FACT-G
with the EORTC and the QLQ-C30, which are other
tests with broad practical-scientific applicability, and
they found that the first presented reproducibility
among obtained results.®?

Therefore, in addition to the benefits associated
with the reproducibility and easiness of applying the
FACT- G, this is a self-completion test by patients. In
the current scenario of patient-centered medicine,
such a completion model is valued, as well as because
it provides team work, and ensures individualization of
treatment and measurement of heterogeneity of effects
and reactions.*2%

The participation of patients is believed to increase
their involvement in care and, consequently, in the
decisions, allowing more engagement in issues related
to their health, which may reflect positively in quality of
care and satisfaction.®*»)
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King et al., published an investigation including
various instruments of quality of life for oncologic
patients in the context of evolutive indicators that
measurements included the patient’s own response
(Patient Reported Outcome Measures - PROMS).
Their results showed that FACT-G fulfills this important
criterion in the concept of patient-centered care, and it
also maintains its equivalence to the EORTC-30.%%

Furthermore, the FACT-Gvalidation process, aiming
to meet the profile of the Brazilian population, also had
its translation and adaptation applied to a public service
by using as sample a population of oncology inpatients
and outpatients - which included the most varied cancer
subgroups. For this reason, the test can be considered
reliability to be adopted in Brazilian clinical trials.(%!>)

Regarding the safety of reproducibility, of note is that
the process of translation and validation of a symptom
measurement instrument must follow a method that
aims to remove the subjectivity of understanding and
maintain the objectivity proposed by the use of a scale.
Consequently, the proposed cross-cultural adaptation
methodology was rigorously followed and monitored
by the proposing institution. Although it was not the
objective of this study, it was possible to observe some
degree of impairment of activities in nine out of ten
subjects analyzed in this study.(%1516:17.19)

As numerous measurement instruments were
created, the Scientific Advisory Committee (SAC)
demandedthateightpropertiesneeded tobe guaranteed,
including a conceptual and measurement model with
validity, reliability, responsiveness and interpretability,
with administrative capacity, alternative forms and the
object of this study, that is, the possibility of translation
and adaptation to other cultures.

Therefore, the translation and adaptation into
Portuguese of the FACT-G subitems specifically
intended for MM was conducted according to
international standards, so that it can be safely used to
reproduce its original characteristics.?” Additionally, it
is fundamental that research in our field, particularly
involving patients with MM, should rely on a quality
of life scale specific for this disease and adapted to
Portuguese speakers.

This study had limitations, such as the small number
of patients included and the lack of validation of this
translation of the FACT-MM into Portuguese, which
will be the object of a later study. Our goal was to
demonstrate the rigorousness of a translation process
of subitems of a scale that applications benefits are
previously known and widely used. In addition, this
study was limited in terms of the interpretation of
the responses obtained after the application of the
questionnaire, since the complex of characteristics of its
underlying disease was not evaluated, in order to allow
correlation with the data that were obtained.

As demonstrated by the review of literature on
the importance of the test and its participation in the
current scenario of patient-centered care, we highlight
the importance of this future validation respecting
the rigorousness of the process. This is particularly
important to allow the instrument to be tested and,
consequently, to be widely adopted in clinical practice
or in clinical trials, given the concern of negative
implications for the quality of life of patients with MM
that is even related to their survival curve.

CONCLUSION

The subitems (MM1 and LEUE) of the Functional
Assessment of Cancer Therapy - Multiple Myeloma
were translated from English into Portuguese and
cross-culturally adapted using the method proposed by
the Functional Assessment of Chronic Illness Therapy
Group. After the translation and validation process,
there was no need for readjustments, a fact that enabled
the quality of life instrument, which is widely known
to be beneficial for the management of patients with
multiple myeloma, to be used among our population
after its formal validation.
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Cross-cultural translation and adaptation of Functional Assessment of Cancer Therapy — Multiple Myeloma tool - MM1 and LEU3

Annex 1. FACT-MM subscale translation form

1. Numero de identificacdo do paciente:POR1243

*Patient Identification Number

2. Local do teste piloto:
*Pilot Testing Site

3. Data da entrevista:

*Date of Interview

4. Idioma:

S S

Dia  Més Ano
*Day  *Month *Year

*Language
5. Sexo:
*Gender

6. Ano de nascimento:

[Jreminino [ Masculino

*Female *Male

*Year of Birth

7. Pais de nascimento:

*Country of Birth

8. Diagnostico:

*Diagnosis (Please translate the diagnosis to English. Thank you).

9. Data do diagnéstico: I S S
Dia  Més Ano
*Date of Diagnosis *Day  *Month *Year
10. Vocé esta recebendo tratamento atualmente? [1Sim [CIN&o
*Are you currently receiving any treatment? *Yes *No

1. Auto-avaliagdo do estado de desempenho do paciente (0 - 4):
(Por favor pega para o paciente avaliar o seu nivel de afc/tividade com base nas descrigdes abaixo e escreva o nimero correspondente na linha acima.)

*Patient Rated Performance Status Rating (0 - 4)
(Please ask the patient to rate his or her activity level based on the descriptions below and write the corresponding number on the line above.)

4
4

AVALIAGAO DO ESTADO DE DESEMPENHO
*PERFORMANCE STATUS RATING

INDIQUE A AFIRMAGAO QUE MELHOR DESCREVE O SEU NiVEL DE A(C)TIVIDADE ATUAL:
*PLEASE INDICATE WHICH STATEMENT BEST DESCRIBES YOUR CURRENT ACTIVITY LEVEL:

Atividade normal, sem sintomas
*Normal activity, without symptoms

Alguns sintomas, mas nao preciso ficar de cama durante o dia enquanto estou acordado/a
*Some symptoms, but do not require bed rest during waking day

Preciso ficar de cama menos de 50% do dia enquanto estou acordado/a
*Require bed rest for less than 50% of waking day

Preciso ficar de cama mais de 50% do dia enquanto estou acordado/a
*Require bed rest for more than 50% of waking day

Nao consigo me levantar da cama
*Unable to get out of bed

*Yes (if yes, continue to question 12b)

*No (if no, skip to question 12c)

12a. Ha no questionario algum item dificil de entender?
*Were there any items on the questionnaire that were difficult to understand?

[ Sim (Em caso afirmativo, continue para a pergunta 12b)

[] Nao (Em caso negativo, passe para a pergunta 12¢)

continue...
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12c. Ha algum item no questionério que lhe pareceu irrelevante ou ofensivo?

12b. Poderia dizer quais perguntas foram dificeis de entender, e por que foram dificeis? Poderia sugerir uma melhor maneira de fazer essas perguntas?

*Would you please tell me which items were difficult to understand and why they were difficult? Also, could you suggest a better way to phrase these items?

ltem Number ~ Comentarios e sugestoes

Item Number ~ *Comments and suggestions

Portugués Traduzido para o inglés

*Were there any items on the questionnaire that were not relevant or were offensive to you?

[ Sim (Em caso afirmativo, continue para a pergunta 12d)

*Yes (if yes, continue to question 12d)

[] Nao (Em caso negativo, passe para a pergunta 12e)

*No (if no, skip to question 12e)

12d. Poderia especificar quais perguntas considerou irrelevantes ou ofensivas, e por que? Poderia sugerir uma melhor maneira de fazer essas perguntas?

*Would you please tell me which items were not relevant or were offensive, and why? Also, could you suggest a better way to phrase these items?

[tem Number ~ Comentarios e sugestoes
*

Item Number ~ *Comments and suggestions

Portugués Traduzido para 0 inglés

12e. Ha mais alguma coisa relativa a sua doenga que deveria ter sido incluida?

*Is there anything else that should have been included related to your illness?

[] Néo (Em caso negativo, passe para a pergunta 13)

*No (if no, skip to question 13)

[ Sim (Em caso afirmativo, continue para a pergunta 12f)

*Yes (if yes, continue to question 121)

f. Poderia especificar o que deveria ter sido incluido?
*Would you please tell me what should be added?

Em portugués Traduzido para o inglés

14

14

Agora gostaria de fazer algumas perguntas sobre itens especificos. Ndo ha respostas certas nem erradas para estas perguntas. S6 queremos saber a sua opinido, entao por favor
use as suas proprias palavras ao responder as perguntas sobre o significado das palavras ou frases. Este questionario foi traduzido do inglés para o portugués. Agradecemos 0s seus
comentarios, que nos ajudardo a identificar problemas na traducéo.

*Now [ would like to ask you about some items in particular, There are no right or wrong answers to these questions. | would simply like to know your opinion, so please use your own
words when answering questions about the meaning of words or phrases. This questionnaire was translated from English into Portuguese. Your feedback is appreciated and will help
identify problems in the translation.

a. Agora eu irei lhe fazeralgumas perguntas sobre o item LEU 3 na pagina 3: “Sinto-me desanimado/a em relagéo a minha doenca”. Sobre o que vocé pensa quando responde a este item?
* [ will now ask you some questions about item LEU 3 on page 3: “I feel discouraged about my illness”. What did you think about when answering this item?

(=

0O que a palavra "desanimado” significa neste item?
*What does the word “discouraged” mean in this item?

Agora eu irei Ihe fazeralgumas perguntas sobre o item MM1 na pagina 3: “Tenho dificuldade em andar por causa da dor". Por favor explique o significado deste item nas sua
proprias palavras.
* [ will now ask you some questions about item MM!1 on page 3: “I have trouble walking because of pain”. Please explain the meaning of the item in your own words.

continue...
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30. Vocé possui algum outro comentério com relagao ao questionario FACT-MM?
*Do you have any other comments regarding the FACFMM questionnaire?
[ Nao (if no, skip to question 31)
*No (if no, skip to item 31)
[ Sim (if yes, list them below)

*Yes (if yes, list them below)

Comentarios e sugestoes
*Comments and suggestions

Em portugués Traduzido para 0 inglés

31.  Muito obrigada por nos ajudar neste projeto. Seu comentario ira nos ajudar a nos certificar de que a versao em portugés do questiondrio foi corretamente traduzido e pode ser usado
internacionalmente.

*Thank you very much for helping us with this project. Your comments will help to ensure that the language version of the questionnaire has been properly translated and can be used internationally.

32. Assinatura do entrevistador:

*Signature of interviewer:

33. Comentdrios do entrevistador (por favor indicar se o paciente necessitous de ajuda ou ndo para o preenchimento do questionario, e relacionar algum comentario que vocé possa ter):
*Interviewer comments (please indicate whether or not the patient required assistance filling out the questionnaire, and also list any comments you may have):

Appendix one describes original material in Portuguese that was approved and forwarded by the FACIT Group to our group.
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