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Letter  to  the  Editor

Discrepancies Between GEMA and GINA in the

Classification of Inhaled Corticosteroids�

Discrepancias en la  clasificación de los glucocorticoides
inhalados entre GEMA y GINA

To the Editor,

We  read with interest the letter signed by  Doctors Entrenas-
Costa and Entrenas-Castillo1 in  which they suggest that the
classification of the dose of 100 �g  of fluticasone furoate (FF) once
a day (OD) that appears in the GEMA guidelines as medium dose2

should be “corrected” and classified in line with the GINA guidelines
as low dose.1

GEMA is a clinical practice guideline drawn up  by  independent
experts from 15 different scientific societies.2 The classification of
100 �g FF OD as a  medium dose is evidence-based and consis-
tent with the approved Summary of Product Characteristics (SPC)
for FF3 and with the classifications of other relevant international
guidelines, such as SIGN 158 in the UK and the Australian Asthma
Handbook. Few direct comparisons are available with FF and other
inhaled glucocorticoids, particularly at low doses, so it is difficult
to establish the exact equipotent dose (equivalent in efficacy and
safety) of FF. According to the SPC, a  daily dose of 100 �g of FF  in
asthma is approximately equivalent to 250 �g  of fluticasone pro-
pionate (FP) twice a  day (BID, medium dose), while 200 �g FF OD
is approximately equivalent to 500 �g  FP BID (high dose).3 A  low
dose of FF is not approved in  asthma. Evidence of efficacy and safety
with 50 �g of FF OD in mild-moderate asthma is low and inconsis-
tent, although at least one of the published studies indicates greater
efficacy than placebo and approximately similar efficacy to that of
low-dose FP (100 �g BID) in mild asthma.4

With regard to safety, the authors comment that the dose of
100 �g FF does not suppress cortisol, based on a  pharmacoki-
netic/pharmacodynamic model and limited data from a  6-week
study.1 However, in a 52-week study of 503 adults and adolescents
with asthma specifically designed to assess safety, 24-h urinary
cortisol excretion at the medium dose of 100 �g  FF OD was  sim-
ilar to that obtained at the high dose of 500 �g FP BID after 1 year
of treatment, and about 10% of patients treated with 100 �g FF
had persistently low urinary cortisol levels (<40 nmol/24 h) during
treatment.5 All inhaled glucocorticoids present a risk of systemic
(e.g. pneumonia, cortico-adrenal axis suppression, osteoporosis,
glaucoma, etc.) and local (candidiasis, etc.) adverse effects, all of
which are dose-dependent.

As a result, until new data become available, we believe that  the
classification of 100 �g FF as a  medium dose is  the most correct
and prudent option. Treatment for asthma maintenance should be
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administered at the minimum dose required to maintain disease
control2 in order to minimize the risk of adverse effects.
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Inmunología Clínica (SEAIC), Servicio de Alergia, Hospital
Universitario La Paz, Madrid, Spain
d Comité Ejecutivo de GEMA, Sociedad Española de
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y  Comunitaria (SEMFYC), Centro de Salud Francia, Fuenlabrada
(Madrid), Spain
l Comité Ejecutivo de GEMA, Sociedad Española de Pediatría
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Response to the GEMA Executive Committee�

Respuesta al Comité ejecutivo de GEMA

Dear Editor,

We  thank the GEMA Executive Committee for their comments
on  our letter on discrepancies in the classification of inhaled glu-
cocorticoids (IGC) between the GEMA and GINA classifications.1 As
they point out, clinical practice guideline recommendations must
be based on solid evidence, something that is  lacking in this particu-
lar area. GEMA’s positioning is  therefore in line with the indications
of the Summary of Product Characteristics and the therapeutic posi-
tioning report recently published by  the AEMPS.2

In their argument in favor of classifying a dose of 100 �g/24 h
fluticasone furoate (FF) as medium, they cite the 2  papers that
constitute the few references that compare ICGs in  terms of
equipotency. In the Bateman study,3 different doses of FF versus
fluticasone propionate (FP) 100 �g/12 h  (low dose) were compared
over a period of 8 weeks. The dose of FF 100 �g/24 h was not infe-
rior that of FP 100 �g/12 h in terms of FEV1, and did not  produce
a significant decrease in  cortisol. The study of Busse et al.,4 specif-
ically designed to assess safety at 52 weeks, showed that urinary
cortisol values for FF 100 �g/24 h were normal for 90% of patients
at baseline. Throughout the study, urinary cortisol at all visits was
normal in 72% of cases, low in 10%, and high in 17%.

GEMA positioning on the medium dose is consistent with most
clinical practice guidelines. However, an example of the difficulty
that persists in  establishing the exact equipotent dose of FF is that
the UK guidelines (SIGN 158),5 published by the British Thoracic
Society (BTS), use 3 categories (low, medium and high dose) to
classify ICG. Specifically, they situate FF/vilanterol 100 �g/24 h in
the medium dose section, while simultaneously including it in half
of the low-dose step. The BTS standpoint is a  very good reflec-
tion of the limitations we still encounter in establishing the exact
equipotent dose of FF.
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2. Agencia Española del Medicamento y  Productos Sanitarios. Informe de Posi-
cionamiento Terapéutico de Furoato de Fluticasona/Vilanterol (Relvar Ellipta® ,
Revinty Ellipta®) en  asma y EPOC. Dsiponible en: https://www.aemps.gob.es/
medicamentosUsoHumano/informesPublicos/docs/IPT fluticasona-vilanterol
revlar-v2.pdf?x27726 [consultado 13.03.20].

3. Bateman ED,  Bleecker ER, Lötvall J, Woodcock A, Forth R, Medley H, et  al. Dose
effect of once-daily fluticasone furoate in persistent asthma: a  randomized trial.
Respir Med. 2012;106:642–50, http://dx.doi.org/10.1016/j.rmed.2012.01.004.

4.  Busse WW,  O’Byrne PM,  Bleecker ER, Lötvall J, Woodcock A, Andersen L, et al.
Safety  and tolerability of the novel inhaled corticosteroid fluticasone furoate
in combination with the �2 agonist vilanterol administered once daily for 52
weeks in patients >=12 years old with asthma: a randomised trial. Thorax.
2013;68:513–20, http://dx.doi.org/10.1136/thoraxjnl-2012-202606.

5. British Thoracic Society. NHS Scotland. SIGN158 British guideline on the
management of asthma; July 2019. Available from: https://www.sign.
ac.uk/assets/sign158.pdf [accessed 13.03.20].

Luis Manuel Entrenas Costaa,b,c,∗, Marta Entrenas Castilloa,b

a Unidad de Gestión Clínica de Neumología, Hospital Universitario
Reina Sofía, Córdoba, Spain
b Facultad de Medicina y Enfermería, Universidad de Córdoba,
Córdoba, Spain
c Instituto Maimónides de Investigación Biomédica de Córdoba
(IMIBIC), Córdoba, Spain

∗ Corresponding author.
E-mail address: lmentrenas@uco.es (L.M. Entrenas Costa).

https://doi.org/10.1016/j.arbr.2020.03.010
1579-2129/ © 2020 SEPAR. Published by Elsevier España, S.L.U. All rights reserved.

mailto:vplaza@santpau.cat
https://doi.org/10.1016/j.arbr.2019.10.009
http://crossmark.crossref.org/dialog/?doi=10.1016/j.arbr.2020.03.010&domain=pdf
dx.doi.org/10.1016/j.arbres.2019.06.018
https://www.aemps.gob.es/medicamentosUsoHumano/informesPublicos/docs/IPT_fluticasona-vilanterol_revlar-v2.pdf?x27726
https://www.aemps.gob.es/medicamentosUsoHumano/informesPublicos/docs/IPT_fluticasona-vilanterol_revlar-v2.pdf?x27726
https://www.aemps.gob.es/medicamentosUsoHumano/informesPublicos/docs/IPT_fluticasona-vilanterol_revlar-v2.pdf?x27726
dx.doi.org/10.1016/j.rmed.2012.01.004
dx.doi.org/10.1136/thoraxjnl-2012-202606
https://www.sign.ac.uk/assets/sign158.pdf
https://www.sign.ac.uk/assets/sign158.pdf
mailto:lmentrenas@uco.es
https://doi.org/10.1016/j.arbr.2020.03.010

	Discrepancies Between GEMA and GINA in the Classification of Inhaled Corticosteroids
	References
	Response to the GEMA Executive Committee
	References

