ARMACO -
IGILANCIA

PRAC celebrates its 10th anniversary

The European Medicines Agency (EMA) Pharmacovigilance Risk Assessment Committee (PRAC) is in charge of assessing
and monitoring the safety of medicinal products for human use. It was created in 2012 to reinforce monitoring of the
safety of medicines across Europe.

The PRAC's work encompasses every aspect of risk management, including adverse drug reaction detection, assessment,
risk minimization and communication. The PRAC assesses post-authorization safety studies (i.e, studies undertaken when
medicines are already in the market) and issues recommendations on pharmacovigilance and risk management system
issues, including effectiveness monitoring.

The Committee has a chairperson, elected by its serving members, one member and an alternate nominated by each
of the EU Member States and EEA-EFTA States, six independent scientific experts, one member and one alternate
representing patients organisations, and one member and an alternate representing healthcare professionals, the ten
latter being nominated by the European Commission.

The central role of the PRAC in safeguarding medicinal product safety in Europe is well mirrored by the number of
meetings it has conducted since its inception — a total of 249 meetings to discuss more than 3,900 safety topics over ten
years. In this period of time the following were undertaken:

- 6,996 Periodic Safety Update Reports

- 5,673 Risk Management Plans

» 3,945 Post-Authorization Safety Studies

+ 2,117 sundry in-depth Reports

- 1,859 Responses to requests for advice etc
- 722 Safety Signals

- 67 Safety Assessments

The plenary meeting from last July marked the 10th anniversary of the PRAC. EMA's Executive Director, Emer Cooke,
gave a speech to underscore the relevance of PRAC work all these years. She praised and thanked the dedication and
contribution of the Committee members and highlighted how even more effort has had to be made in the last few
years to face up to new public health protection challenges in a context of rapid developments and urgency in decision
making.

Ana Sofia Martins and Marcia Silva, from the Medicines Risk Management Dpt, have been representing Infarmed at the
PRAC since 2016.

PRAC meeting highlights, agendas and minutes can be found here

Alerts and News at the Infarmed website
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https://www.ema.europa.eu/en/committees/prac/prac-agendas-minutes-highlights

Excipients:

safety information in patient leaflets - part 7

L Yy
Route(s) of Information Comments
administration = in Patient Leaflet

Lactitol Oral
(E966)

Lactose Oral
Lanolin Topical
(wool fat)

Latex All
(natural

rubber)

If you have been told by your doctor that you have an
intolerance to some sugars contact your doctor

before taking this medicinal product.
May have a mild laxative effect.

Calorific value 2.7 keal/g lactitol.

Ifyou have been told by your doctor that you have an
intolerance to some sugars, contact your doctor before
taking this medicinal product.

Contains x g lactose (x/2 g glucose and x/2 galactose) per
dose. This should be taken into account in patients with
diabetes mellitus.

May cause local skin reactions (e.g. contact dermatitis).

The container of this medicinal product contains latex
rubber. May cause severe allergic reactions.

« Used as a non-cariogenic substitute
for sucrose and as a diluent for solid
formulations. In high doses it can

be used in the treatment of hepatic
encephalopathy and as a laxative.

« Itis not absorbed by the small
intestine but is degraded by colonic
microflora.

- Stable in hot and humid
environments.

- Patients with rare hereditary
problems of fructose intolerance,
galactose intolerance, galactosaemia
or glucose-galactose malabsorption
should not take lactilol-containing
medicines.

« It can be used as an excipient in
tablets and capsules as well asin
powder for inhalation.

- Patients with rare hereditary
problems of galactose intolerance, total
lactase deficiency or glucose-galactose
malabsorption should not take lactose-
containing medicines.

« Widely used in topical pharmaceutical
formulations and in cosmetics. It can
be homogeneously mixed in twice its
weight of water, thus producing stable
emulsions for storage.

- Not a common excipient.



Ribociclib

adverse events of special interest

Ribociclib is a selective inhibitor of cyclin-dependent kinase (CDK) 4 and 6. These kinases play a crucial role in signalling
pathways that lead to cell division and cellular proliferation.

Ribociclib is indicated for the treatment of women with hormone receptor (HR)-positive, human epidermal growth factor
receptor 2 (HER2)-negative locally advanced or metastatic breast cancer in combination with an aromatase inhibitor or
fulvestrant as initial endocrine-based therapy, or in women who have received prior endocrine therapy.

The final results of the recent MONALEESA-2 clinical trial, including global survival figures, have confirmed the
long-term benefits of the combination of ribociclib with letrozole as first line therapy for HR-positive, HER2 receptor-
negative post-menopausal women.

Follow-up has demonstrated that global survival has gone beyond the 5 year mark. No new safety signals
emerged but grade 3 and 4 adverse events of special interest were detected for the ribociclib + letrozole
combination compared to letrozole in monotherapy, namely: neutropenia, hepatobiliary toxicity with raised
transaminases, QT interval prolongation, and pulmonary interstitial disease or pneumonitis.

Given the above adverse events, section 4.2 Posology of the Summary of the Product’s Characteristics as well as the
corresponding section of the Patient Information Leaflet now include a“dose modifications”option with adjustment
tables according to the grade (1 to 4) of the ADRs.

The safety results from MONALEESA-2 highlight the need for ADR monitoring in that ADRs can have an impact on
the medicine’s dose and/or posology, thus affecting the drug’s benefit-risk ratio.

Rita Baido

What do they mean?

ADR Adverse Drug Reaction

EMA FEuropean Medicines Agency

MA  Marketing Authorization

PL Patient Information Leaflet

PRAC Pharmacovigilance Risk Assessment Committee (EMA)

SmPC Summary of Product Characteristics



ADRs in the Literature

Why hospital healthcare professionals don’t report ADRs more

ADR underreporting is a worldwide problem. This Australian study using a mixed methodology survey tried to
identify factors associated with reporting decisions.

The survey was completed by 133 healthcare professionals. The following factors were identified as ADR reporting
predictors:

- knowing how to report an ADR
- having received training in ADR reporting
- dealing with ADR cases in clinical practice

Reporting promotion interventions should consider the following three action categories:
- changing the reporting process

- enabling clinicians to report ADRs
- creating a positive ADR reporting culture

«LiR et al. Why hospital-based healthcare professionals do not report adverse drug reactions: a mixed methods
study using the Theoretical Domains Framework. Eur J Clin Pharmacol. 2022 Jul:78(7):1165-1175.

Portal RAM

Notificacdo de Reacdes Adversas
a Medicamentos

Report an adverse drug reaction here.
Find answers to your questions about the ADR Portal here.


https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9043508/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC9043508/
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
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INN Target Materials

Medicinal product Online publication date
Adalimumab Patients Patient safety card (adult)
Amgevita

Paediatric patient safety card

10-06-2022

Yuflyma Adult patient safety card

Paediatric patient safety card

01-06-2022

Avelumab Patients Information brochure

Bavencio
Alert card

08-06-2022

Belantamab mafodotin  Physicians: haematologists Guide on corneal adverse reactions
Blenrep

Physicians: ophthalmologists Guide on corneal adverse reactions

Patients Guide on corneal undesirable effects

Eye screening form
Patient card

Eyedrop card for pharmacies

02-07-2022

[}

Brolucizumab Patients uide

Beovu

Audio guide

23-06-2022

[

uide

Daratumumab Physicians: haematology department directors,
Darzalex haematologists and immunohaemotherapy directors at
departments where this product is used

Healthcare professionals: at blood banks Guide for blood bank professionals

Patients Patient card

31-07-2022

Cont'd overleaf »


https://extranet.infarmed.pt/INFOMED-fo/
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/6/29141/79710c72468a42e0b4d87b33ee59ba4f_Amgevita_Cartao_doente_adulto_v3_17-12-2021.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/6/29141/e8fddac28e03423b857133b0a0b5cfdb_Amgevita_Cartao_doente_pediatrico_v3_17-12-2021.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/6/28061/d8df30450a0845a98180c44a519bcc44_Yuflyma_Cartao_doente_adulto_v1_26-04-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/6/28061/c5189b23438b4d1f964591a3a2db9608_Yuflyma_Cartao_doente_pediatrico_v1_26-04-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/6/28581/96678a0f57104c31ad1a135c0fd31748_Bavencio_Brochura_Informacao_Doente_versao_4_27-04-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/6/28581/9a37227d0c69476b82503c88ad993280_Bavencio_Cartao_Alerta_Doente_versao_4_27-04-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/30641/9f0740c9cb4e4b25a8cac2f6ba70975e_Blenrep_Guia_hematologistas_v2_30-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/30641/4f947531ced34b4cbab0b1f43c191d7c_Blenrep_Guia_oftalmologistas_v2_30-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/30641/2a22ebcd70ad47d680f80306c31e7538_Blenrep_Guia_doentes_v2_30-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/30641/cf189b770fe94145b238efc2e8f07dff_Blenrep_Folha_rastreio_oftalmologico_v2_30-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/30641/e4001ae2601f4a21b5e5a6ecdb0fcdfd_Blenrep_Cartao_doentes_v2_30-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/30641/57976abae1f54e0d94433f1df9e527b3_Blenrep_Cartao_colirios_farmacias_v2_30-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/6/29901/77868cbd36f4453eaca5ccca6147c988_BEOVU_Guia_Doente_versao_3_20-05-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/6/29901/0f0f0dae00404ee2861d7ac1d8e53537_Beovu_Audio_Guia_Doente_Versao_3_20-05-2022.wav
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/31621/9d91a962092e4b3980a39b6e92c7e285_Darzalex_Guia_Profissionais_Saude_v4_30-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/31621/db89bb0086e44a509163896b704b08dc_Darzalex_Guia_Profissionais_Bancos_Sangue_v4_30-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/31621/6612e065091e4ed2858db036d7db3da7_Darzalex_Cartao_Doente_v4_30-06-2022.pdf
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INN Materials
Medicinal product Online publication date
Emicizumab Healthcare professionals: immunohaemotherapists Guide
Hemlibra treating patients with haemophilia, or in exceptional
cases, haematologists who are expected to prescribe
Hemlibra; emergency department and nursing service
directors at reference centres for the treatment of
congenital coagulopathies
Laboratory professionals: at reference centres for the Guide
treatment of congenital coagulopathies
Patients Guide for patients/caregivers
Patient card
09-07-2022
Fentanyl Physicians: at pain units, palliative care units and Important information on risk
Breakyl 200 ug, 400 ug oncology services minimization

0u 600 ug, pelicula bucal

Pharmacists: hospital pharmaceutical services and
community pharmacies

Patients and Caregivers

Important information on risk
minimization

21-06-2022
Hemin Healthcare professionals: at reference centres for Guide
Normosang porphyria , including internists, specialists in metabolic
diseases, haematologists, gastroenterologists,
hepatologists
20-07-2022
0zanimod Physicians: neurologists and gastroenterologists Checklist for the prescribing
Zeposia physician
Patients Patient/caregiver guide
Specific pregnancy alert card
01-07-2022
Quetiapine Physicians: neurologists, psychiatrists, internists and Guide
Quet/.ap/'na Farmoz SR general/family medicine specialists 20-07-2022
Quetiapina Sandoz
Guide
09-07-2022
Vedolizumab Physicians: gastroenterologists Guide
Entyvio
07-07-2022

Cont'd overleaf »


https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/31461/9d3ff702d2094330a602315045198f8e_Hemlibra_Guia_Profissional_Saude_versao_3_06-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/31461/44adb4b002b6458dba5d1ac8518e270d_Hemlibra_Guia_Profissionais_Laboratorio_versao_3_06-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/31461/991db7a4589f45d5ac38fce30be0cae9_Hemlibra_Guia_Doente_Cuidador_versao_3_06-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/31461/c0a38f7a2ebd4c4396e594de59d762dc_Hemlibra_Cartao_Doente_versao_2_06-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/6/29701/27e5979056154101aefc9ca83b10e385_Informacao_importante_sobre_minimizacao_de_risco_para_Prescritores_e_Farmaceuticos_versao_2_12-04-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/6/29701/27e5979056154101aefc9ca83b10e385_Informacao_importante_sobre_minimizacao_de_risco_para_Prescritores_e_Farmaceuticos_versao_2_12-04-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/6/29701/73579a877a344af797bbb1913dc36951_Informacao_importante_sobre_minimizacao_de_risco_para_doentes_e_cuidadores_versao_2_12-04-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/6/29701/73579a877a344af797bbb1913dc36951_Informacao_importante_sobre_minimizacao_de_risco_para_doentes_e_cuidadores_versao_2_12-04-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/32241/70bcec606c7f48efbf06afda19e4d0aa_Guia_para_profissionais_saude_versao_1_05-07-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/30501/e0c66173be784d22a68f165efc9906a0_Zeposia_Lista_verificacao_medico_v3_06-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/30501/e0c66173be784d22a68f165efc9906a0_Zeposia_Lista_verificacao_medico_v3_06-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/30501/00e737e027494be68a99d73ff80d3a9e_Zeposia_Guia_doente_cuidador_v3_06-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/30521/2de3d594acf849d9858e1ce15fdd5c09_Zeposia_Cartao_gravidez_v2_18-04-2021.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/32281/a1aaf6eea46643bf91d3ca10597ac32b_Quetiapina_Farmoz_SR_medicos_v01_29-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/31421/9b17882838a74c36aa20b4860e595ba2_Quetiapina_Sandoz_Guia_medicos_prescritores_versao_3_06-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/31121/89ee2b3a3b7240e28ba19483be3cd8d5_Entyvio_Guia_profissionais_saude_versao_3_27-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/
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Materials

Online publication date

Rituximab Physicians: rheumatologists and internists Guide for non-oncological
Truxima - . . indications
Physicians: oncologists treating lymphomas,
heamatologists, rheumatologists and internists Information
Nurses: at day hospitals
Pharmacists: hospital
Patients Guide for non-oncological
indications
15-07-2022
Vandetanib Physicians: nuclear medicine specialists and onco- Educational material
Caprelsa endocrinologists treating thyroid conditions

Patients

Patient and paediatric patient
caregiver dosing and monitoring
guide

Warning card
19-07-2022

Compiled by Patricia Cataldo

Communications to Healthcare Professionals published

on the Infomed product information webpage

Click on the links.

INN
Medicinal product

Materials

Online publication date

Cetrorrelix Physicians: gynaecologists/obstetricians specialized in Temporarily out of stock
Cetrotide medically assisted reproduction techniques
12-07-2022
Defibrotide Physicians: specialized in haematopoietic stem cell Do not use for prophylaxis of
Defitelio transplantation veno-occlusive disease (VOD)
Ph ists: licable health o following haematopoietic stem cell
armacists: at applicable healthcare organizations transplantation (HSCT)
13-06-2022
Dexmedetomidine Physicians: anaesthetists and intensivists; heads Increased risk of mortality in

Dexdor, Dexmedetomidina...
Accord, Altan, B. Braun, Ever
Pharma, Kalceks, Mylan, Teva

of anaesthesiology and intensive care departments;
Portuguese Society of Anaesthesiology and Portuguese
Society of Intensive Care Medicine

Pharmacists: hospital

patients aged <65 years in intensive
care units

16-06-2022

Obeticholic acid
Ocaliva

Physicians: hepatologists, gastroenterologists,
internists and immunologists

New contraindication in the
treatment of primary billiary
decompensated liver cirrhosis
or with a history of hepatic
decompensation

09-06-2022

Compiled by Patricia Cataldo


https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/31741/6172927542fc401bb42594eb39bc9795_Truxima_Guia_Prof_saude_ind_nao_oncologicas_v3_12-07-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/31741/6172927542fc401bb42594eb39bc9795_Truxima_Guia_Prof_saude_ind_nao_oncologicas_v3_12-07-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/31741/cd90b720c67e4d3f87dfab844816ab78_Truxima_InfoMedicamento_Prof_saude_v3_12-07-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/31741/65c6d35ec6824e59994c1ca09f814ac6_Truxima_Guia_Doente_ind_nao_oncologicas_v3_12-07-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/31741/65c6d35ec6824e59994c1ca09f814ac6_Truxima_Guia_Doente_ind_nao_oncologicas_v3_12-07-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/32161/06f22d23f5294f97b5843529262a42d0_CAPRELSA_Guia_do_prescritor_versao_3_17-05-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/32161/038994c53ada464693db3ec1631ec108_CAPRELSA_Guia_do_doente_versao_2_17-05-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/32161/038994c53ada464693db3ec1631ec108_CAPRELSA_Guia_do_doente_versao_2_17-05-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/32161/038994c53ada464693db3ec1631ec108_CAPRELSA_Guia_do_doente_versao_2_17-05-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/7/32161/0a6b06398cf14aa085d7bff0b788cc0c_CAPRELSA_Cartao_para_doente_versao_3_17-05-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/6/28881/f1e17003dd5d4fdf96e8d4896bf7d11d_DHPC_Defitelio_versao_final_08-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/6/28881/f1e17003dd5d4fdf96e8d4896bf7d11d_DHPC_Defitelio_versao_final_08-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/6/28881/f1e17003dd5d4fdf96e8d4896bf7d11d_DHPC_Defitelio_versao_final_08-06-2022.pdf
https://extranet.infarmed.pt/INFOMED-fo/download-ficheiro.xhtml?tipo_doc=MMR&filename=SEGURANCA/2022/6/28881/f1e17003dd5d4fdf96e8d4896bf7d11d_DHPC_Defitelio_versao_final_08-06-2022.pdf
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