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Ao editor/To the editor

As opgoes terapéuticas actualmente disponi-
veis para os doentes com cancro do pulmao
de nao pequenas células (CPNPC) incluem
terapéuticas-alvo para certos subgrupos his-
tolégicos (o pemetrexedo estd indicado para
“outros CPNPC que nao predominante-
mente escamosos , com eficdcia significati-
vamente superior neste subgrupo de doentes
versus o docetaxel). O custo das terapéuticas
¢ do maior interesse para os prestadores de
cuidados de satide e, na maioria dos casos, as
andlises de custo-efectividade sao considera-
das a abordagem-padrio ideal para fazer
comparagoes econdmicas das terapéuticas
disponiveis. Existe um considerdvel nimero
de orientagoes sobre os métodos para avalia-
¢do econdmica sob a forma de questiondrios
e listas detalhadas e outro material auxiliar’ e
comparagdes indirectas estao largamente dis-
cutidas na literatura®>. Infelizmente, os auto-
res da publicagio' nio evitaram alguns dos
vieses metodoldgicos que péem em causa a
validade das suas conclusoes.

De acordo com as orientagbes actuais para a
avaliagio econémica — incluindo as orientagoes
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Currently available therapeutic options for
patients with advanced non-small cell lung
cancer (NSCLC) include tailored therapies
for certain tumour histology subgroups
(pemetrexed indicated for ‘other than pre-
dominantly squamous’ NSCLC with sig-
nificantly higher efficacy versus docetaxel in
this subgroup)?. The cost of therapies are of
great interest for health care providers and
in most cases cost-effectiveness analyses are
considered the gold standard approach for
making economic comparisons of therapeu-
tic alternatives. Considerable guidance ex-
ists on the methods for economic evaluation
in the form of detailed checklists and study
aids® and indirect comparisons are thor-
oughly discussed in the literature*>. Unfor-
tunately the authors of the publication’ did
not manage to avoid some of the method-
ological pitfalls which undermine the valid-
ity of their conclusions.

According to current guidelines for eco-
nomic evaluation — including Portuguese
guidelines issued by Portugal’s National
Medicine and Health Products Body® — it
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portuguesas publicadas pelo INFARMED® —,
deve ser demonstrado que a populagio abran-
gida pelos estudos ¢ representativa da popula-
¢ao-alvo. Este é o primeiro viés: os autores uti-
lizam estudos realizados num periodo anterior
a diferente eficicia encontrada em certos gru-
pos histolégicos de CPNPC — a actual popula-
¢ao de doentes-alvo dos trés firmacos é diferen-
te’8%. A populacio incluida no estudo que
comparou o pemetrexedo us docetaxel nio é
representativa da populagio actualmente indi-
cada para o pemetrexedo'’. A eficicia do peme-
trexedo foi demonstrada ser superior em “ou-
tros CPNPC que nio predominantemente
escamosos’, que ¢ a sua populagio-alvo®. Por
isso, a andlise nao reflecte o uso do pemetrexe-
do no tratamento de segunda linha do CPNPC
porque nao considera o grupo de doentes em
que o pemetrexedo estd indicado, outros
CPNPC que nao predominantemente esca-
mosos. Por esta razio, outras conclusoes basea-
das na compara¢io de toda a populagio de
CPNPC nio sdo vélidas para a populagio-alvo
actual do pemetrexedo: outros CPNPC que
nio predominantemente escamosos.
Quando terapéuticas concorrentes sio com-
paradas em andlises de custo-efectividade,
na auséncia de evidéncia de estudos clinicos
comparativos, é pritica adequada comparar
através da comparagio indirecta ajustada
dos dados clinicos*’. No entanto, o que se
apresenta no artigo é uma comparacio indi-
recta nao ajustada de estudos, com algumas
duvidas relativas a validade actual (popula-
¢oes estudadas nao sio actualmente as
populagées-alvo e hd preocupagdes sobre os
rdcios de acontecimentos adversos!! poneos 3.14-
315 ¢ com diferengas nas caracteristicas dos
doentes.

Os pressupostos da andlise relativos a “sem
diferengas no tempo em que o doente per-
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must be demonstrated that the population
covered by the studies are representative of
the target population. This is the first pit-
fall: the authors used studies performed at a
time before different efficacies in certain
histology NSCLC subgroups were identi-
fied — current targeted patient populations
of the three drugs are different”?. The pop-
ulation included in the study comparing
pemetrexed with docetaxel is not represen-
tative of the currently indicated and used in
practice pemetrexed population'®. The effi-
cacy of pemetrexed has been demonstrated
to be higher in ‘other than predominantly
squamous histology’ NSCLC which is the
target population?. Hence the analysis does
not reflect use of pemetrexed in the 2nd line
treatment of NSCLC, because it does not
consider the patient group that pemetrexed
is indicated for, i.e. other than predomi-
nantly squamous NSCLC. This is why fur-
ther conclusions based on the comparison
of all NSCLC populations are not valid for
the current target population of pemetrexed:
other than pr edominantly squamous
NSCLC.

When competing therapies are compared in
cost-effectiveness analyses, in the absence of
head to head clinical trial evidence, it is best
practice to compare through an adjusted in-
direct comparison of the clinical data*’.
However, what is presented in the article is
an unadjusted indirect comparison of stu-
dies with some doubts concerning current
validity (populations studied are no longer
target populations and there are concerns
about adverse events ratios!! poins 3143.15 and
with differences in patient characteristics.
The presuppositions of the analysis con-
cerning ‘no differences in the time spent
free of progression or survival stages’ and no
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manece livre de progressio ou sobrevivéncia
ap6s progressao” e sem diferengas na sobre-
vivéncia global entre os tratamentos acti-
vos' pég 81535 nao sio suportados pelos da-
dos/evidéncia. Os dados de eficicia para a
populagio-alvo (outros CPNPC que nio
predominantemente escamosos’) foram pu-
blicados em 20072. Por isso, apés a mudan-
¢a da indicagao do firmaco, quaisquer con-
clusdes sobre a eficicia no tratamento de
segunda linha do CPNPC derivadas dos da-
dos utilizados pelos autores no é correcta.
Adicionalmente, os estudos comparados nio
sdo semelhantes. Trata-se de dois estudos clini-
cos aleatorizados em dupla ocultagao!®'? e um
estudo clinico aleatorizado aberto' com popu-
lagoes heterogéneas: desequilibrios importantes
estdo listados no Quadro [MQudelp-811 " sendo os
mais importantes: ECOG-PS mais elevado
para o estudo do erlotinib e o diferente niimero
de tratamentos prévios nos bragos comparado-
res dos trés estudos. A comparabilidade do
mesmo estudo clinico de dupla ocultagio foi
questionada pelo British National Institute for
Health and Clinical Excellence NICE) em res-
posta & submissao do erlotinib!!peros#5-46; aqui
os autores adicionam mais um estudo clinico
aberto. Diferencas entre os estudos podem re-
sultar em viés, e a direcgao deste viés é desco-
nhecida'!, gerando incerteza nos resultados.

O dltimo viés que gostarfamos de enfatizar é
a abordagem da andlise de minimizacio de
custos (AMC). Esta metodologia devera ser
usada apenas para fazer comparagio do custo
entre dois ou mais tratamentos ou procedi-
mentos em que o resultado é largamente
equivalente: “a Unica aplicagdo possivel da
AMC ¢ na situagao em que [...] duas op¢oes
s30 equivalentes em termos de efectividade™.
Obviamente, a equivaléncia de eficicia entre
etlotinib, docetaxel ou pemetrexedo nio foi
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difference in overall survival between active
treatments’ ¢ 815 35 are not supported by
present data/evidence. The efficacy data for
the target population (‘other than predomi-
nantly squamous NSCLC”) has been pub-
lished in 20072 Thus, after the change in
the drug label any conclusions on effective-
ness in the 2™ line treatment of NSCLC
derived from the data used by authors are
misleading.

Furthermore, compared studies are not sim-
ilar. Those are two double-blinded RCTs!!!
and one open—label RCT"? with heteroge-
neous populations: important imbalances
are listed in Table I"TbleLp811 — most impor-
tant is: higher ECOG-PS for erlotinib study
and the different number of prior treat-
ments in the compared arms of the 3 stud-
ies. Comparability of the same double-blind
RCTs was questioned by British National
Institute for Health and Clinical Excellence
(NICE) in reaction to erlotinib submis-
sion!l poins 4546 here quthors add one more,
open-label study. Differences between the
trials can result in bias and the direction of
this bias is unknown!?, which means uncer-
tainty of the results.

Last pitfall we would like to emphasize here
is a cost-minimization analysis (CMA) ap-
proach. This should only be used to perform
a comparison of cost between 2 or more
treatments or procedures where the out-
comes are broadly equivalent: “the only pos-
sible application of CMA is in situations
where [...] two options are equivalent in
terms of effectiveness”. Obviously equiva-
lence of efficacy between erlotinib, docetaxel
or pemetrexed has not been established in
any RCT. Furthermore the pivotal clinical
trial of erlotinib!? suggested a higher sur-
vival benefit in certain sub-groups of pa-
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estabelecida em nenhum estudo clinico alea-
torizado. Adicionalmente, o principal estudo
de erlotinib'? sugere um beneficio de maior
sobrevivéncia em certos subgrupos de doen-
tes, como os nunca/nao-fumadores, mulheres
e doentes de origem asidtica, enquanto a evi-
déncia actual mostra uma eficicia do peme-
trexedo dependente da histologia (por isso as
indicagoes estao restringidas a outros CPNPC
que nio predominantemente escamosos)>”.
Assim, as disparidades entre as populagoes
comparadas nos estudos nao suportam o pres-
suposto de equivaléncia de resultados necessd-
ria para justificar uma AMC: heterogeneidade
das populagées em termos de estddio da
doenga e niimero de tratamentos anteriores
estdo listados no artigo! QuadoLp- 811 Este facto
foi realcado em 2007 pelo NICE!: p- 4546,
Adicionalmente, excluir a sub-populagio com
certos estddios de doenga nio torna as popu-
lagoes iguais: a populagao-alvo do pemetrexe-
do ¢ simplesmente diferente. Isto significa
que os tratamentos comparados obviamente
nao sio equivalentes em termos de efectivida-
de e a andlise de minimizagio de custos nio
tem aqui justificagao. Vieses similares de me-
todologia (utilizagio inadequada de AMC
usada para comparar os trés estudos) foi jd cri-
ticada na Alemanha no Journal of Medical
Economics em 20071,

As andlises adicionais s3o inteiramente basea-
das no resultado da abordagem da andlise de
minimizagao de custos aplicada & compara-
¢ao indirecta nio ajustada. Infelizmente,
isto significa que resultados incertos inseri-
dos, mesmo num bom modelo, dario sem-
pre um resultado incerto. Neste caso, isto
significa que as conclusoes apresentadas po-
dem ser incorrectas e a relevincia para a pré-
tica clinica limitada.
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tients like never/non-smokers, females, and
patients of Asian origin while current evi-
dence shows histology-dependent efficacy
of pemetrexed (so indications are restricted
to other than predominantly squamous
population)?’. Existing disparities between
the populations compared in the trials
would not support the assumption of equi-
valence of results necessary to justify a
CMA: heterogeneity of those populations
in terms of stage of disease and number of
prior treatments is listed in the article! Tk
page 811 This was pointed out in 2007 by
NICE!: peins 45-46 Excluding subpopulation
with certain stage of disease does not make
populations equal: target population for
pemetrexed is simply different. This means
that compared treatments obviously are not
equivalent in terms of effectiveness, and
cost-minimization analysis has no justifica-
tion here. Similar methodological pitfall
(inappropriate CMA approach used to com-
pare same 3 trials) has already been criti-
cized in Germany in Journal of Medical
Economics in 2007%.

Further analyses are entirely based on the
result of the cost-minimization approach
applied to unadjusted indirect comparison.
Unfortunately, this means that uncertain re-
sults used as input for even a very good
model will always give uncertain output. In
this case this would mean that presented
conclusions can be misleading and relevance
to clinical practice is limited.

Wojciech Bartminski, MD MSc
European Outcomes Research

Health Outcomes Scientist

Oncology & Neuroscience, EMS AREA
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