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Resposta/In reply

As actuais recomendacoes de tratamento,
nomeadamente as elaboradas pelo National
Comprehensive Cancer Network?, recomen-
dam a utiliza¢do de erlotinib, pemetrexedo
ou docetaxel em doentes com carcinoma do
pulmio de nao pequenas células (CPNPC)
avancado ou metastizado com faléncia a,
pelo menos, um regime de quimioterapia,
independentemente do tipo de histologia.
Pode, portanto, inferir-se que estas recomen-
dagoes reconhecem eficdcia semelhante entre
as trés opgoes terapéuticas mencionadas no
tratamento de uma populagio de doentes
com CPNPC avangado ou metastizado, que
representa a populagao-alvo do erlotinib, do
pemetrexedo e do docetaxel. Nesta medida,
entende-se que a populacio considerada na
nossa andlise', e que representa a populacio
incluida nos ensaios clinicos principais reali-
zados com cada medicamento, representa os
doentes elegiveis, na prdtica clinica, para tra-
tamento com os medicamentos citados.

A informagio obtida através da realizacio
de ensaios clinicos aleatorizados, comparati-
vos e controlados, é o método mais fidvel

REVISTA PDRTUGUESA

Current practice guidelines, particularly
those of the National Comprehensive Can-
cer Network?, recommend the use of erlo-
tinib, pemetrexedo or docetaxel in patients
with advanced or metastised non-small cell
lung cancer (NSCLC) with at least one
failed chemotherapy regime, independent
of the histology type. It can thus be inferred
that these recommendations recognise a
similar level of efficacy among these three
therapeutic options for treating a popula-
tion of patients with advanced or metastised
NSCLC, the target population of erlotinib,
pemetrexed and docetaxel. This is the thus
the population taken for our analysis', one
which represents the population included in
the main clinical trials held for each drug,
meaning the patients eligible in clinical
practice for treatment with the abovemen-
tioned drugs.

Informed gleaned from randomised, com-
parative and controlled clinical trials is the
most reliable method for demonstrating
evidence of possible differences in health re-
sults obtained from different therapeutic
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para a demonstragio de evidéncia de possi-
veis diferencas dos resultados em satide, ob-
tidos com diferentes intervengoes terapéuti-
cas. Na auséncia de ensaios clinicos em
paralelo, a comparagao indirecta é adequada
e recomendada por organizagbes como o
National Institute for Health and Clinical
Excellence (NICE)3.

Na nossa andlise!, a populagio considerada
corresponde a uma coorte hipotética de
doentes portugueses com CPNPC avancado
ou metastizado em que se observou faléncia
a, pelo menos, um regime de quimioterapia,
e que sdo tratados com erlotinib, pemetrexe-
do, docetaxel ou tratamento de suporte.
Considerando que nao existem ensaios cli-
nicos que comparem directamente as trés
opeoes de tratamento activo referidas, a in-
formacao utilizada no nosso modelo baseia-
-se em dados clinicos obtidos a partir de
ensaios clinicos principais de fase III e alea-
torizados: o BR.21 (erlotinib vs tratamento
de suporte)?; Shepherd FA ez al., que com-
parou docetaxel vs tratamento de suporte’, e
Hanna N ¢z al., que comparou pemetrexedo
vs. docetaxel®. As caracteristicas dos doentes
incluidos nos ensaios clinicos de erlotinib? e
de pemetrexedo vs. docetaxel® eram seme-
lhantes, nomeadamente em termos demo-
gréficos, terapéutica prévia e histologia do
tumor” Quadro I

Um pressuposto do modelo consiste em as-
sumir que as sobrevivéncias livre de progres-
sa0 e global sao idénticas entre os bragos er-
lotinib, docetaxel e pemetrexedo. Este
pressuposto baseia-se nos dados dos ensaios
clinicos com erlotinib, docetaxel e pemetre-
xedo mencionados. Os resultados destes en-
saios clinicos indicam que o erlotinib e o
docetaxel apresentam vantagens em termos
de sobrevivéncia em relacio ao tratamento
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interventions. In the absence of parallel
clinical trials, indirect comparison is suit-
able and recommended by bodies such as
the National Institute for Health and Clini-
cal Excellence (NICE)3.

The population considered in our analysis!
is a hypothetical cohort of Portuguese pa-
tients with advanced or metastised NSCLC
who have had at least one failed chemothe-
rapy regime and who receive erlotinib, pe-
metrexed, docetaxel or support treatment.
As there are no clinical trials directly com-
paring the three abovementioned active tre-
atment options, the information used in
our model was based on clinical data obtai-
ned from leading phase III and randomised
clinical trials: BR.21 (erlotinib »s. support
treatment)?; Shepherd FA ez al. comparing
docetaxel vs. support treatment® and Hanna
N et al. comparing pemetrexed vs. doceta-
xel®. The caracteristics of patients enrolled
on the erlotinib* and pemetrexed vs. doceta-
xel® clinical trials were similar, particularly
in terms of demographics, prior treatment
and tumour histology” Teble!,

One supposition of the model was assuming
that free of progression and overall survival
were identical in the erlotinib, docetaxel
and pemetrexed arms. This presupposition
was based on data from the abovementioned
erlotinib, docetaxel and pemetrexed clinical
trials. The results of these clinical trials indi-
cated that erlotinib and docetaxel presented
advantages in terms of survival over support
treatment, while there was no statistically
significant difference between pemetrexed
and docetaxel" ™! just as NICE stated in
20078 pe-7,

Median global survival among the patients
treated with docetaxel and pemetrexed® was
higher than in patients treated with erlo-
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de suporte, enquanto nao hd diferenga esta-
tisticamente significativa entre pemetrexedo
e docetaxell> Qudro I como, alids, é referido
pelo NICE em 20078 ps 7,

A sobrevivéncia global mediana entre os
doentes tratados com docetaxel e pemetre-
xedo® é superior a dos doentes tratados com
erlotinib no ensaio clinico BR.21" Quadro I,
No entanto, esta diferenca na sobrevivéncia
global mediana pode ser explicada pelo fac-
to dos doentes tratados com erlotinib no
ensaio BR.21 apresentarem um eastern coo-
perative oncology group performance status
(ECOG PS) superior aos doentes tratados
com docetaxel ou pemetrexedo. No ensaio
clinico BR.21 existe uma propor¢io supe-
rior de doentes com ECOG PS 2-3, parti-
cularmente com ECOG PS 3 (cerca de
99%) 1 Quadrel De acordo com Socinski MA et
al.’, o factor mais importante com impacto
na sobrevivéncia de doentes com CPNPC ¢
o PS.

Adicionalmente, os doentes do ensaio com
erlotinib receberam mais terapéuticas pré-
vias para o CPNPC avangado do que os
doentes incluidos nos outros ensaios. Glo-
balmente, isto demonstra que os doentes
envolvidos no ensaio com erlotinib encon-
travam-se numa pior situagio clinica com-
parativamente aos incluidos nos ensaios cli-
nicos com docetaxel e pemetrexedo.

Este é um resultado importante, mas é ne-
cessdrio demonstrar que a sobrevivéncia glo-
bal ¢ influenciada pelo ECOG PS. Esta rela-
¢io foi analisada e a avaliagio ECOG
mostrou uma relacio estatisticamente signi-
ficativa com a sobrevivéncia global, confor-
me indicado no Quadro I. Foram efectua-
dos trés testes estatisticos: para testar se a
correlagio entre a sobrevivéncia global e o
ECOG PS ¢ nula, para testar se a sobrevi-
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tinib in clinical trial BR.21% Tble1 This dif-
ference in median global survival could be
explained by the fact that the patients treat-
ed with erlotinib in trial BR.21 had a higher
Eastern Cooperative Oncology Group Per-
formance Status (ECOG PS) than the pa-
tients treated with docetaxel or pemetrexe-
do. There was a higher proportion of ECOG
PS 2-3 patients in the BR.21 clinical trial,
particularly patients with ECOG PS 3
(around 9%)t bkl Socinski MA et al.® con-
sider PS the factor with the most bearing on
NSCLC patient survival.

Further, the erlotinib clinical trial patients
had received more prior treatment for
NSCLC than the patients in the other trials.
Overall, this shows the erlotinib clinical
trial patients were in a worse clinical situa-
tion than the docetaxel and pemetrexed
clinical trial patients.

This is a significant result but it is necessary
to show that global survival is influenced by
ECOG PS. This relationship was analysed
and the ECOG evaluation revealed a statis-
tically significant relationship with global
survival, as Table I shows. Three statistical
tests were performed; to test if the correla-
tion between global survival and ECOG PS
was null; to test if global survival did not
differ in patients with different ECOG PS
and to test if there was an association be-
tween global survival and ECOG PS. Each
test had an alternative hypothesis, shown in
Table I. The p value indicates in each case if
the hypothesis being tested is very impro-
bable in the light of the data gleaned.

The key result shown in Table I refers to
the second test (ANOVA). The results of
this test indicated than median global sur-
vival is different in patients with different

ECOG PS. This seems to indicate that the
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Quadro | - Estatistica de Cochran-Mantel-Haenszel

Estatistica Hipétese alternativa Graus de liberdade Valor Valor p
1 Correlagao diferente de zero 1 22,8156 <0,0001
2 Diferenga entre médias 1 22,8156 <0,0001
3 Associagao geral 1 22,8156 <0,0001

Table | - Cochran-Mantel-Haenszel statistics

Statistics Alternative hypothesis Degress of freedom Value p value
1 Correlation different from zero 1 22.8156 <0.0001
2 Difference between means 1 22.8156 <0.0001
3 General association 1 22.8156 <0.0001

véncia global nao difere em doentes com
diferentes ECOG PS e para testar se nio
existe uma associagio entre a sobrevivéncia
global e 0 ECOG PS. Cada teste tem uma
hipétese alternativa, apresentada no Quadro
I. O valor p indica, em cada caso, se a hipé-
tese a ser testada é muito improvavel tendo
em consideragio os dados obtidos.

O resultado-chave apresentado no Quadro I é
referente ao segundo teste (ANOVA). Os re-
sultados deste teste indicam que a sobrevivén-
cia global mediana é diferente em doentes com
diferentes ECOG PS. Isto parece indicar que a
diferenca encontrada na sobrevivéncia global
entre o erlotinib e o docetaxel poderd ser expli-
cada pela diferenca encontrada no ECOG PS
dos doentes incluidos nos ensaios clinicos
principais. Ou seja, é possivel que o facto de a
sobrevivéncia mediana ser inferior nos doentes
tratados com erlotinib se deva a uma popula-
¢ao com um status clinico mais critico e nao
esteja associada a diferencas na eficdcia (embo-
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difference found in global survival between
erlotinib and docetaxel could be explained
by the difference found in ECOG PS in
the patients enrolled in the principle clinical
trials. Put another way, it is possible that
median survival being lower in patients
treated with erlotinib is due to a popula-
tion with a more critical clinical status and
not associated to differences in efficacy, al-
though in the absence of data from other
trials it is difficult to specify if erlotinib
would maintain a lower median survival
and if this difference would attain statisti-
cal significance.

Accordingly, given the improbability of dif-
ference in median global survival between
erlotinib, docetaxel and pemetrexed attain-
ing statistical significance, while a tighter
pairing of trial populations would reduce
this difference, it is assumed that global
survival in the docetaxel and pemetrexed
arms is equivalent to the erlotinib arm.
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ra sem dados de outros ensaios seja dificil espe-
cificar se erlotinib se manteria com uma sobre-
vivéncia mediana inferior e se esta diferenca
seria estatisticamente significativa).

Assim, dada a improbabilidade da diferenca
da sobrevivéncia global mediana entre o er-
lotinib, docetaxel e pemetrexedo ser estatis-
ticamente significativa, sendo que um me-
lhor emparelhamento das populagoes entre
ensaios reduziria esta diferenca, assume-se
que a sobrevivéncia global para os bragos do
docetaxel e pemetrexedo é equivalente a do
erlotinib. Desta forma, o modelo utiliza as
curvas de sobrevivéncia do erlotinib para re-
presentar a sobrevivéncia nestes bracos.
Adicionalmente, a sobrevivéncia a um ano e
as taxas de resposta globais obtidas nos en-
saios clinicos de erlotinib! e pemetrexedo s
docetaxel® foram igualmente compardveis.
Nio existe evidéncia publicada que sugira
diferenca significativa em termos de eficicia
entre docetaxel, pemetrexedo e erlotinib.
Adicionalmente, e para além do jd referido
reconhecimento nas actuais recomendagdes
de tratamento de que erlotinib, docetaxel e
pemetrexedo tém eficdcias semelhantes, pu-
blicagbes recentes referem-se igualmente a
outcomes semelhantes em termos de activi-
dade antitumoral e eficdcia entre eles'*!.
Esta eficdcia compardvel entre as diferentes
opgoes terapéuticas justifica a utilizagio da
andlise de minimizagao de custos, que alids
tem sido utilizada em diversas avaliagoes
econdémicas de erlotinib s docetaxel e/ou
pemetrexedo!>7.

Em conclusio, consideramos que a populagao
incluida na nossa andlise (que representa a po-
pulacio incluida nos ensaios clinicos princi-
pais de cada medicamento) reflecte a popula-
¢ao elegivel para o tratamento com as opgoes
terapéuticas consideradas na prética clinica.
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Thus, the model used the erlotinib survival
curves to represent the survival of these
arms.

Additionally, survival at one year and the
global response rates obtained in the erloti-
nib! and pemetrexed vs. docetaxel® clinical
trials were equally comparable.

There is no published evidence suggesting
significant difference in efficacy between
docetaxel, pemetrexed and erlotinib. In
addition, and beyond the abovementioned
recognition of the current therapeutic
guidelines in which erlotinib, docetaxel
and pemetrexed have similar efficacy, re-
cent publications also cite similar out-
comes in compared anti-tumoural activity
and efficacy'®!".

This comparable efficacy between the dif-
ferent therapeutic options justifies the use
of a minimised cost analysis, as has already
been used in several economic evaluations
of erlotinib vs. docetaxel and/or pemetre-
X€d12’17.

In conclusion, we consider that the popula-
tion in our analysis, one which represents
the population enrolled in the main clinical
trials of each drug, reflects the eligible po-
pulation for treatment with the therapeutic
choices considered in clinical practice.

The rationale presented supports the metho-
dology used in that there are as yet no clini-
cal trials with parallel arms which gather
direct information on the efficacy, utility,
toxicity and use of health resources for the
therapeutic choices compared. We add that
to minimise the model’s limitations, we per-
formed deterministic and probabilistic sen-
sitivity analyses which confirmed the results’
robustness.

The results gleaned in our analysis should
thus be considered as estimated costs to the
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O racional apresentado suporta a metodologia
utilizada, uma vez que até a0 momento nio
existem ensaios clinicos com bragos em paralelo
que reinam informagio directa sobre eficicia,
utilidades, toxicidade e utilizacio de recursos de
satide para as opgoes terapéuticas comparadas.
Acresce que, no sentido de minimizar as limita-
¢oes do modelo, efectuaram-se andlises de sen-
sibilidade deterministicas e probabilisticas, que
confirmaram a robustez dos resultados.

Os resultados obtidos na nossa andlise devem,
portanto, ser considerados como estimativas
de custos para o sistema de satide portugués
no que diz respeito ao tratamento de um
doente com CPNPC avan¢ado ou metastiza-
do, podendo ser utilizados como uma ferra-
menta para a tomada de decisoes clinicas.
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