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Pneumorel® and Pneumorel retard®: revoked

Quick Read
On account of potentially life-threatening arrhythmia, Pneumorel® and Pneumorel retard® (fenspiride) 
have been withdrawn from the market.

Fenspiride is an antitussive and expectorant agent with anti-bronchoconstrictive and anti-inflammatory properties. It acts 
through various mechanisms: H1 histamine receptor antagonism, papaverine-type spasmolysis, reduction of the production 
of proinflammatory factors. It was indicated in upper and lower respiratory conditions. The only cardiovascular adverse 
effects previously listed had been palpitations/tachycardia and hypotension.

Ana Isabel Severiano

The Marketing Authorisations of medicinal products containing fenspiride have been revoked as the result of a 
European safety data review. All available evidence was taken into account, including reported cases of QT interval 
prolongation and torsades de pointes, lab tests, published literature and stakeholder contributions. The cases 
reported and the non-clinical studies did indeed show that fenspiride has proarrhythmic potential.

Since cardiac rhythm problems can be serious and supervene without warning, patients at risk cannot be pre-emptively 
identified, and fenspiride was indicated merely for non-serious symptoms (cough and sputum), the Pharmacovigilance 
Risk Committee (PRAC) has concluded that these products’ benefit-risk balance for the approved indications is 
now unfavourable. As a consequence, marketing  of fenspiride-containing products has ceased.

In Portugal the Marketing Authorisations of Pneumorel xarope 2mg/ml e Pneumorel retard comprimidos gastrorresistentes 
80 mg have been revoked; they had been suspended earlier on 12-02-2019 and withdrawn from the market.
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Safety of antirheumatic medicines in pregnancy

Systemic rheumatic disease encompasses a broad spectrum of conditions, namely systemic lupus erythematosus 
(SLE), antiphospholipid syndrome, rheumatoid arthritis, systemic sclerosis and systemic vasculitides. Autoimmunity 
can affect fertility and pregnancy. The conflict of interests between maternal needs and foetal well-being is a real 
pharmacotherapeutical challenge when approaching those conditions during pregnancy.

With the advent of new drugs most women with rheumatic conditions can now contemplate pregnancy. Inspite of 
recent breakthroughs available data concerning immunosuppressive drugs and pregnancy have been accumulating 
only slowly and piecemeal (Table 1).

*  No data available.
+ Theoretical risk or decribed in clinical case studies only. 
COX: cyclooxygenase; IBD: inflammatory bowel disease; IUGR: intrauterine growth restriction; NSAID: nonsteroidal anti-inflammatory drug; PRM: premature rupture of 
membranes; SGA: small for gestational age; SLE: systemic lupus erythematosus; VSD: ventricular septal defect.
Source: Bermas B (2010) Management of rheumatologic disorders during pregnancy. 

Table 1. Toxicity of non-biological anti-rheumatic therapy in humans. 

Effects on parents Effects on foetusDrug

None

PRM 

*

Kidney failure 

*

*

*

Decreased fertility in 
both men and women 

None

None

PRM 

Hypertension 

Glucose intolerance 

Osteoporosis

Osteonecrosis

Aspirin / NSAID 

Azathioprine

6-mercaptopurine 

Ciclosporin A  

Mycophenolate 
mofetil 

Methotrexate

Leflunomide

Cyclophosphamide 

COX-2 inhibitors

Sulfasalazine

Glucocorticoids

Premature closure of the arterial duct (discontinue in the 3rd trimester)

SGA; D category but used in post-transplant patients

SGA; Prematurity; IUGR; Cleft palate; Literature on IBD suggests 
it is safe  

SGA; Used in pregnant post-transplant patients

Clinical case study reports of short 5th finger and other 
abnormalities (contraindicated in pregnancy).

Embryotoxicity; Skeletal abnormalities; Facial abnormalities 

Embryotoxicity

Teratogenic (contraindicated) 

Unknown

Cleft palate; VSD; Coarctaton of the aorta (but considered safe 
during pregnancy)

SGA; Adrenal hypoplasia; Promotes pulmonar maturation; Cleft 
palate+; Stillborn+



Pedro Freitas (Rheumatology Registrar, HUC), 
Pedro Caetano (Rehabilitation Medicine Registrar, CMRRC)

Portuguese Pharmacovigilance E-book 
In Chapter 7.2. Cardiovascular Adverse Reactions (Pedro Marques da Silva)

To read more online or download the E-book click here

Cardiovascular adverse reactions often mirror the pharmacodynamic characteristics of the drug and of the indication 
condition. This chapter focusses mostly on typical clinical practice situations: drug-induced pro-arrhythmic effects 
(including detection and assessment guidelines), the cardiotoxic pleiotropism of antineoplastic agents, high blood 
pressure caused by drugs, and the cardiovascular safety of oral antidiabetic agents (and of insulin).

Table 2. 2016 EULAR recommendations on the use of anti-rheumatic drugs during pregnancy

In 2016 the European League Against Rheumatism (EULAR) set up a task force to reach a consensus on drugs 
used in rheumatic conditions and their indications in pregnancy (Table 2). These recommendations brought about 
a consensus in a controversial but crucial field in rheumatology. However, inspite of multiple international efforts, 
evidence on the safety of a substantial number of medicines used in pregnancy is still limited, and further research is 
needed.

In conclusion, effective pharmacological treatment of active inflammatory rheumatic conditions is possible to achieve 
with a reasonable degree of safety for the foetus. To this end, good pre-conceptional control of disease activity is 
necessary.

†  Grade A: Class I evidence from meta-analyses of controlled, randomized studies or from at least one controlled, randomized study. Grade B: Class II evidence 
from at least on controlled, non-randomized study or from at least one quasi-experimental study or from extrapolation from class I recommendations. Grade C: 
Class III evidence from descriptive studies such as comparative studies, correlation studies or case-control studies, or from extrapolation from class I and II 
recommendations. Grade D: Class IV evidence from expert consensus, from specialist opinion and/or clinical experience, or from extrapolation from class II or III 
recommendations.

‡ Conventional synthetic disease modifying anti-rheumatic drugs. 
§ Targeted synthetic disease modifying anti-rheumatic drugs.
¶ Biological disease modifying anti-rheumatic drugs.

Recommendation 
grade†

B

B

B

B

B-D

B

D

To consider when using anti-rheumatic drugs in pregnancy  

csDMARDs‡ acceptable in pregnancy are hydroxychloroquine, chloroquine, sulfasalazine, 
azathioprine, ciclosporin, tacrolimus and colchicine. They should be continued during 
pregnancy for sustained remission or for the treatment of disease flares.

csDMARDs‡ considered to be teratogenic are methotrexate, mycophenolate mofetil and 
cyclophosphamide – they should be suspended before pregnancy.

NSAIDs and prednisolone should be considered in pregnancy, if necessary, fto control active 
disease symptoms. NSAIDS should be used in the first and second trimester only.

Pulses of methyprednisolone, intravenous immunoglobulin or even cyclophosphamide  
should be considered in the first or second trimester, in the case of severe or refractory disease.

csDMARDs‡, tsDMARD§ and anti-inflammatory agents with insufficient data on use during 
pregnancy should be avoided until further evidence becomes available. This applies to 
leflunomide, tofacitinib and to selective COX II inhibitors.

Of the bDMARDs¶, continuing therapy with tumour necrosis factor (TNF) inhibitors should be 
considered in the earlier stages of pregnancy. Etanercept and certolizumab can be considered 
throughout the gestation given their low rates of transplacental transference.

bDMARDs¶ (rituximab, anakinra, tocilizumab, abatacept, belimumab and ustekinumab) with 
scarce pregnancy safety data should be replaced before conception by other drugs. They 
should be used in pregnancy only when maternal disease cannot be effectively controlled by 
any other drugs that are safer during pregnancy.

https://www.infarmed.pt/web/infarmed/institucional/documentacao_e_informacao/publicacoes/lista-publicacoes/-/journal_content/56/15786/3142440?tagName=outras-campanhas&queryValues=WzMxNDI2MzQsMjg1MTg5NSwyODUxODEyLDE5MzcxNTYsMTg0ODkzNCwzMTQyMTM5LDE4NDkwMDQs%20MjU4MzAyNCwxODQ5MDc0LDE4NDkxMTQsMTg0OTI1NCwxODQ5Mjk2LDE4NDkzMzEsMjA3OTM4MSwx%20ODQ5MzY2LDE4NDk0NDAsMTkzNjk3MiwxODQ4NzcyXQAEIOUAEIOU


Adalimumab

Idacio

Atezolizumab

Tecentriq

Bortezomib

Bortezomib Stada

Bortezomib

Bortezomib Teva

Caplacizumab

Cablivi

Etinilestradiol 
+ Etonogestrel

Mystrelle

Inotersen

Tegsedi

Emicizumab

Hemlibra

17-07-2019

18-07-2019

22-07-2019

17-07-2019

15-07-2019

29-07-2019

25-07-2019

04-07-2019

Alert card

Guide for Patients/Caregivers

Information card

Guide for healthcare professionals 
on immunological adverse 
reactions

Guide: reconstitution, dosage and 
administration

Brochure: reconstitution, dosage 
and administration

Patient’s alert card

Checklist for prescribers

Alert card

Guide for the lab professional 

Reconstitution poster

Graph: induction regime before 
transplantation
Reconstitution poster

Posology ruler

Dose calculation ruler

Induction regimes before 
transplantation

Patient’s safety card

Paediatric patient’s safety card

Patients

Patients

Patients

Physicians: pneumologists experienced in lung cancer 
treatment; urologists experienced in bladder cancer treatment; 
oncologists experienced in lung and/or bladder cancer 
treatment

Physicians: haematologists
Pharmacists: hospital
Nurses: hospital

Physicians: haematologists

Physicians: potential prescribers (haematologists and 
nephrologists) and internists

Physicians: gynaecologists and general/family medicine 
physicians who undertake family planning clinics

Patients

Lab professionals of Reference Centres for the Treatment of 
Congenital Coagulopathies 

Guide for the healthcare 
professional

Physicians: immuno-haemotherapists who treat patients 
with haemophilia, or in exceptional cases, haematologists 
expected to prescribe Hemlibra

Patients
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http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Tecentriq/Tecentriq_Cartao_Alerta_Doente_versao3_31-05-2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Hemlibra/Hemlibra_Guia_Para_Doentes_e_Cuidadores_v2_08-05-2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Mystrelle/Mystrelle_cartao_doente_versao_1_12_06_2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Tecentriq/Tecentriq_Guia_PS_Info_RAM_imunitarias-Versao3_31-05-2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Tecentriq/Tecentriq_Guia_PS_Info_RAM_imunitarias-Versao3_31-05-2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Bortezomib%20Stada/BoztezomibStada_Guia_reconstituicao_dosagem_administracao_v1_15042019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Bortezomib%20Stada/BoztezomibStada_Guia_reconstituicao_dosagem_administracao_v1_15042019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Bortezomib_Teva/Bortezomib_Teva_brochura_reconstituicao_dosagem_administracao_versao_1_18_01_2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Bortezomib_Teva/Bortezomib_Teva_brochura_reconstituicao_dosagem_administracao_versao_1_18_01_2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Cablivi/CABLIVI_Cartao_Doente_versao_1_12_04_2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Mystrelle/Mystrelle_lista_verificacao_prescritores_versao_1_12_06_2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Tegsedi/TEGSEDI_cartao_do_doente_versao_2_22-07-2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Hemlibra/Hemlibra_Guia_para_Profissionais_de_Laboratorio_v2_08-05-2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Bortezomib%20Stada/BoztezomibStada_Poster_reconstituicao_v1_15042019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Bortezomib_Teva/Bortezomib_Teva_grafico_regime_inducao_antes_transplante_versao_1_18_01_2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Bortezomib_Teva/Bortezomib_Teva_grafico_regime_inducao_antes_transplante_versao_1_18_01_2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Bortezomib_Teva/Bortezomib_Teva_poster_reconstituicao_versao_1_18_01_2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Bortezomib%20Stada/BoztezomibStada_Regua_posologica_v1_15042019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Bortezomib_Teva/Bortezomib_Teva_regua_calculadora_dose_versao_1_18_01_2019.XLSX
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Bortezomib%20Stada/BortezomibStada_Regimes_inducao_anteriores_transplante_v1_15042019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Bortezomib%20Stada/BortezomibStada_Regimes_inducao_anteriores_transplante_v1_15042019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Idacio/Idacio_Cartao%20seguranca%20doente_versao_1_17_06_2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Idacio/Idacio_Cartao%20seguranca%20doente%20pediatrico_versao_1_17_06_2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Hemlibra/Hemlibra_Guia_para_Pofissional_Saude_v2_08-05-2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Hemlibra/Hemlibra_Guia_para_Pofissional_Saude_v2_08-05-2019.pdf
http://app7.infarmed.pt/infomed/


Compiled by Magda Pedro 

Roflumilast

Daxas

Sarilumab

Kevzara

Selexipag

Uptravi

Tenofovir

Viread

Tisagenlecleucel

Kymriah

30-07-2019

24-07-2019

19-07-2019

31-07-2019

17-07-2019

Patient’s card

Alert card

Educational leaflet

Educational material for the prescriber

Alert card

Introduction card for the 
healthcare professional

Educational brochure: treatment of 
children and  adolescents with chronic 
hepatitis B

Training guide for pharmacies, cell labs and 
perfusion centres

Guide (slide kit) for physicians

Titration guide

Patients

Patients

Patients

Physicians: pneumologists and general/family medicine 
physicians

Physicians: new prescribers specialized in the treatment 
of pulmonary arterial hypertension and who do the 
hospital follow-up of patients on this product 
Pharmacists: new hospital pharmaceutical services 
procuring this product

Physicians: infectious diseases, internal medicine, 
gastroenterology and paediatrics specialists who follow 
HBV-infected patients; heads of hospital paediatrics 
departments

Physicians: haematologists, immuno-haemotherapists 
and oncological paediatricians
Pharmacists: hospital
Cryopreservation lab technologists 
Nurses: hospital

Report an adverse drug reaction here.
Find answers to your questions about the ADR Portal here.
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http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Daxas/Daxas_cartao_doente_versao_2_06-06-2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Kymriah/KYMRIAH_cartao_alerta_doente_versao_1_20_03_2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Kymriah/KYMRIAH_folheto_educacional_doente_versao_1_20_03_2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Daxas/Daxas_material_educacional_prescritor_versao_2_06-06-2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Kevzara/KEVZARA_Cartao_Alerta_Doente_versao_1_22_05_2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Uptravi/Uptravi_Carta_%20Apresentacao_PdS_versao_2_31-05-2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Uptravi/Uptravi_Carta_%20Apresentacao_PdS_versao_2_31-05-2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Viread/Viread_brochura_educac_ind_pediatrica_VHB_versao_3_12-07-2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Viread/Viread_brochura_educac_ind_pediatrica_VHB_versao_3_12-07-2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Viread/Viread_brochura_educac_ind_pediatrica_VHB_versao_3_12-07-2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Kymriah/KYMRIAH_guia_formacao_farmacias_laboratorio_centro_perfusao_versao_1_20_03_2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Kymriah/KYMRIAH_guia_formacao_farmacias_laboratorio_centro_perfusao_versao_1_20_03_2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Kymriah/KYMRIAH_Guia_Kit_slides_medicos_versao_1_20_03_2019.pdf
http://app7.infarmed.pt/infomed/downloadMatEduc.php?filename=Uptravi/Uptravi_Guia_titulacao_PdS_versao_2_31-05-2019.pdf
http://www.infarmed.pt/web/infarmed/submissaoram
http://www.infarmed.pt/documents/281/1992697/Volume+21,+n%C2%BA.+11,+November+2017/bb0ad1e5-d7d8-402e-9e4d-571f1d62679a?version=1.0
http://app7.infarmed.pt/infomed/

