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CORONOVIRUS (COVID-19) OUTBREAK

On 11 March 2020 the World Health Organiza-
tion (WHOQO) has officially declared the outbreak
of novel coronavirus disease, COVID-19, a glob-
al pandemic. The European Commission (EC),
all the European Union (EU) Members States, US
government and other government authorities
throughout the world started to cooperate more
closely to slow down spreading the virus and pro-
tect businesses.

The WHO website publishes guidance and in-
formation about an impact of COVID-19 on world.
It includes Questions & Answers on coronavirus,
what everybody needs to do in case of travel and
other advice or trainings. The website is updated
daily.

Europe

In March,the European Medicinal Agency (EMA),
the European Commission (EC) and national
competent authorities in the Member States have
organised the first meeting of the EU Executive
Steering Group on shortages of medicines
caused by major events. The aim of the meeting
was to discuss the potential impact of COVID-19
on the supply of medicinal products for human
and veterinary use in the EU and to work with
pharmaceutical industry associations, companies
and manufacturers in the EU. The group will also
ensure that patients and healthcare professionals
across the EU are kept informed in a consistent
and transparent manner about the risks and the
remedial actions taken.

At the EU's Response to COVID-19 webpage
the EC informs about taken preventions by EU,
cooperation with China and answers to many
questions related to COVID-19.

In addition, the European Commission launched
a special call for expressions of interest to support
research on COVID-19 vaccine development,
treatment and diagnostics with an initial budget
of €10 million, furthermore, up to € 45 million in
Horizon 2020 funding will support additional re-
search through the Innovative Medicines Initiative
(IMI).

EMA published several guidance for stakehold-
ers during coronavirus pandemic and advices for
health professionals and patients on current treat-
ments and vaccines on COVID-19.

EMA in agreement with the Clinical Trials Expert
Group (CTEG) of the European Commission, the
Clinical Trials Facilitation and Coordination Group
(CTFG) and the GCP Inspectors’ Working Group
published guidance on the management of clini-
cal trials during the COVID-19 (coronavirus) pan-
demic.

The guidance has been issued without prior
public consultation due to rapidly evolving situ-
ation and new versions of the guidance are pos-
sible. The EMA underlines that guidance is a rec-
ommendation for sponsors, investigators and the
health authorities but specific national legislation
and guidance take priority over offered guidance.

The guidance instructs how to proceed with on-
going trials during COVID-19 pandemic, ongoing
recruitment and continued involvement of partici-
pants in the trial, or on starting of new trials needs
to be considered. It is recommended to consider
phone or video visits rather than physical visits.
In case an impact on subject’s safety to be sub-
mitted a temporary halt of the trial to national
Competent Authorities and Ethics Committees. In
some clinical trials to be considered suspension
or slowdown of recruitment, or extending of the
duration of the trial. Regarding consent forms the
guidance allows to use verbal consent form from
subjects in the presence of an impartial witness
in accordance Art 2 (j) of Directive 2001/20/EC
but in every case national and local restrictions
should be considered.

The EMA underlines that in the COVID-19 sit-
uation protocol deviations are unavoidable and
all such deviations must be recorded and GCP

inspection will not trigger the actions required by
GCP § 5.20.

www.cromsource.com

Regulatory Newsletter Issue 29 Page 3


http://www.cromsource.com
https://www.who.int/emergencies/diseases/novel-coronavirus-2019
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The European Union national competent au-
thorities (NCAs) and ethics committees (ECs) also
published in their press releases or announce-
ments instructions on conducting clinical trials
with medicinal products and medical devices
during COVID-19 pandemic. The regulatory re-
quirements are different from country to country
but NCAs and ECs explain mostly an implications
of COVID-19 on methodological aspects of on-
going clinical trials, their accessibility during pan-
demic, communication with them, supply of study
medication to patients and possible monitoring
activities (e.g. cancellation, postponement or
extension on-site monitoring visit or use various
electronic systems for monitoring).

Examples of guidance informing about the
changes in management of clinical trials during
coronavirus pandemic published recently by EU
countries:

e Austria ¢ Norway

e Bulgaria e Poland

e Belgium e Portugal

e Cyprus Romania

e Czech Republic Slovakia

e Denmark Slovenia

e Estonia Spain

e Finland Switzerland swiss-
e Germany PEI medic

e Germany BfArM Switzerland swiss-
e Greece ethics

e Hungary Sweden

e Ireland The United King-
o ltaly dom MHRA

e Latvia The United King-
e Lithuania dom HRA

e Malta The United King-
e The Netherlands dom NIHR.

In addition, several European Union member
states offer fast-track review of clinical trials with
medicinal products, medical devices or vaccines
to initiate for COVID-19 trials and ensure that this

kind of research can start as soon as possible. This
means that researchers and sponsors receive ap-
proval to begin the clinical trials with a products
to be used for COVID-19 treatment much more
quickly than the usual timelines, sometimes in
a matter of hours. The health authorities, ethics
committees, agencies, scientists, health care pro-
viders and funders work in close collaboration to
start pre-clinical trials, feasibility and clinical trials
for COVID-19 treatment.

North America

United States of America

FDA issues Letter to Sponsors, Applicants and
Regulated Entities on COVID-19 issued on 30
April 2020. This FDA letter further clarifies and
updates FDA's operations from those described
in the letter issued on April 24,2020. FDA is lever-
aging technology to host teleconferences rather
than in-person meetings. The Document Control
Center (DCC) will not process any submissions re-
ceived by mail or courier including submissions
provided on paper and electronic media (e.g.,
CDs, USB drives) after Wednesday, April 29, until
further notice. Extension of response due dates
for device marketing applications currently on
hold and more.

https://www.fda.gov/media/136501/download

Summary of FDA & EMA Global Regulators
Meeting on Data Requirements Supporting First-
in-Human Clinical Trials with SARS-CoV-2 Vac-
cines issued on 18 March 2020. The teleconfer-
ence of global regulators convened jointly by the
European Medicines Agency (EMA) and US Food
and Drug Administration (FDA) under the aus-
pices of the International Coalition of Medicines
Regulatory Authorities (ICMRA) discussed regu-
latory considerations related to the development
of SARS-CoV-2 vaccine candidates and preclini-
cal data requirements to support proceeding to
first-in-human (FIH) clinical trials.

https://www.fda.gov/news-events/fda-meet-
ings-conferences-and-workshops/summa-
ry-fda-ema-global-regulators-meeting-data-re-
quirements-supporting-first-human-clinical-trials
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https://www.fda.gov/news-events/fda-meetings-conferences-and-workshops/summary-fda-ema-global-regulators-meeting-data-requirements-supporting-first-human-clinical-trials
https://www.basg.gv.at/en/market-surveillance/official-announcements/detail/update-covid-19-aenderungen-fuer-klinische-pruefungen
https://www.bda.bg/bg/информация-за-фирмите/62-clinical-examinations-biz/
https://www.famhp.be/en/news/coronavirus_belgian_guideline_for_the_management_of_clinical_trials_during_the_coronavirus
https://www.moh.gov.cy/moh/phs/phs.nsf/dmlindex_gr/dmlindex_gr?OpenDocument
http://www.sukl.eu/medicines/opinion-of-sukl-s-department-of-clinical-trials-on-medicinal-1
https://laegemiddelstyrelsen.dk/en/news/2020/extraordinary-measures-for-clinical-trials-due-to-covid-19/
https://ravimiamet.ee/en/guidance-clinical-trial-management-context-covid-19-pandemic
https://www.fimea.fi/-/kliiniset-laaketutkimukset-koronavirusepidemian-covid-19-aikana
https://www.pei.de/EN/regulation/clinical-trials/electronic-submission/el-sub-applications-node.html
https://www.bfarm.de/DE/Arzneimittel/Arzneimittelzulassung/KlinischePruefung/KPs_bei_COVID-19.html
http://www.eof.gr/web/guest/home?p_p_id=62_INSTANCE_0eNL&p_p_lifecycle=0&p_p_state=maximized&p_p_mode=view&_62_INSTANCE_0eNL_struts_action=%2Fjournal_articles%2Fview&_62_INSTANCE_0eNL_groupId=12225&_62_INSTANCE_0eNL_articleId=4783142&_62_INSTANCE_0eNL_version=1.0
https://www.ogyei.gov.hu/information_on_the_continuity_of_clinical_trials_under_covid_19_coronavirus___25032020
https://www.hpra.ie/homepage/medicines/regulatory-information/clinical-trials/covid-19-(coronavirus)-and-cts
https://www.aifa.gov.it/documents/20142/871583/Comunicato_gestione_studi_clinici_in_emergenza_COVID-19_07.04.2020.pdf/34d8c749-a329-990b-9ce3-2ea044cecc80
https://www.zva.gov.lv/lv/jaunumi-un-publikacijas/jaunumi/iespejamas-izmainas-klinisko-petijumu-veiksana-saistiba-ar-covid-19
https://www.vvkt.lt/index.php?2578362221
http://www.medicinesauthority.gov.mt/clinicaltrialsa?l=1
https://english.ccmo.nl/latest/news/2020/03/16/recommendations-for-the-conduct-of-clinical-research-at-the-time-of-restrictive-measures-due-to-the-coronavirus
https://legemiddelverket.no/godkjenning/klinisk-utproving/endringer-som-folge-av-covid-19-
http://www.urpl.gov.pl/pl/komunikat-prezesa-z-dnia-24-marca-2020-r-w-sprawie-trybu-sk%C5%82adania-dokumentacji-do-urz%C4%99du
https://www.infarmed.pt/
https://www.anm.ro/anunt-important-13-03-2020/
https://www.sukl.sk/hlavna-stranka/slovenska-verzia/klinicke-skusanie-liekov/pokyny/mimoriadne-opatrenia-pre-klinicke-skusania-v-dosledku-covid-19?page_id=5303
https://www.jazmp.si/obvestilo/news/detail/News/koronavirus-covid-19-obvestilo-glede-poslovanja-jazmp/
https://www.aemps.gob.es/informa/notasinformativas/medicamentosusohumano-3/2020-medicamentosusohumano-3/medidas-excepcionales-aplicables-a-los-ensayos-clinicos-para-gestionar-los-problemas-derivados-de-la-emergencia-por-covid-19/
https://www.swissmedic.ch/swissmedic/en/home/news/coronavirus-covid-19.html
https://www.swissmedic.ch/swissmedic/en/home/news/coronavirus-covid-19.html
https://www.swissethics.ch/en/covid-19
https://www.swissethics.ch/en/covid-19
https://www.lakemedelsverket.se/sv/behandling-och-forskrivning/coronavirus
https://www.gov.uk/guidance/managing-clinical-trials-during-coronavirus-covid-19
https://www.gov.uk/guidance/managing-clinical-trials-during-coronavirus-covid-19
https://www.hra.nhs.uk/covid-19-research/covid-19-guidance-sponsors-sites-and-researchers/
https://www.hra.nhs.uk/covid-19-research/covid-19-guidance-sponsors-sites-and-researchers/
https://www.nihr.ac.uk/news/dhsc-issues-guidance-on-the-impact-on-covid-19-on-research-funded-or-supported-by-nihr/24469
https://www.nihr.ac.uk/news/dhsc-issues-guidance-on-the-impact-on-covid-19-on-research-funded-or-supported-by-nihr/24469
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In March 2020, FDA issued new guidance en-
titted Notifying FDA of a Permanent Discontinu-
ance or Interruption in Manufacturing Under Sec-
tion 506C of the FD&C Act, Guidance for Industry.
FDA has been closely monitoring the medical
product supply chain with the expectation that it
may be impacted by the COVID-19 outbreak, po-
tentially leading to supply disruptions or shortag-
es of drug and biological products in the United
States.

https://www.fda.gov/regulatory-informa-
tion/search-fda-guidance-documents/notify-
ing-fda-permanent-discontinuance-or-interrup-
tion-manufacturing-under-section-506c-fdc-act

FDA Guidance on Conduct of Clinical Trials of
Medical Products during COVID-19 Public Health
Emergency issued in March 2020. FDA issued
this guidance to provide general considerations
to assist sponsors in assuring the safety of trial
participants, maintaining compliance with good
clinical practice (GCP), and minimizing risks to
trial integrity during the COVID-19 public health
emergency. The appendix to this guidance fur-
ther explains those general considerations by
providing answers to questions that the Agency
has received about conducting clinical trials dur-
ing the COVID-19 public health emergency.

FDA Guidance on Conduct of Clinical Trials of
Medical Products during COVID-19 Pandemic:
Guidance for Industry, Investigators, and Institu-
tional Review Boards.

Canada

Health Canada issues notification entitled Man-
agement of clinical trials during the COVID-19
pandemic: Notice to clinical trial sponsors on 3
April 2020. Notification addresses management
of Clinical Trial Applications (CTA) during the
COVID-19 pandemic.

Management of Clinical Trials during the COV-
ID-19 pandemic: Notice to Clinical Trial Sponsors
- Canada.ca

www.cromsource.com
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https://www.fda.gov/regulatory-information/search-fda-guidance-documents/notifying-fda-permanent-discontinuance-or-interruption-manufacturing-under-section-506c-fdc-act
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https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/announcements/management-clinical-trials-during-covid-19-pandemic.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/announcements/management-clinical-trials-during-covid-19-pandemic.html
https://www.canada.ca/en/health-canada/services/drugs-health-products/drug-products/announcements/management-clinical-trials-during-covid-19-pandemic.html
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MEDICINAL PRODUCTS/DRUGS

Europe

News from the European
Commission

EDPB Statement on the Processing of Per-
sonal Data in the Context of the COVID-19

Outbreak

The European Data Protection Board (EDPB)
made a public statement on 19 March 2020. The
statement informs that EU data protection law
permits “competent public health authorities and
employers to process personal data in the con-
text of an epidemic, in accordance with national
law and within the conditions set therein.” EDPB
says that emergency measures are permissible,
but only for the duration of the emergency like
during epidemic circumstances. The adequate se-
curity measures and confidentiality policies need
to be in place. Anonymous use of mobile location
data is also permissible but should be avoided,
if possible. For the processing of personal data,
including special categories of data by compe-
tent public authorities, “the EDPB considers that
articles 6 and 9 GDPR enable the processing of
personal data, in particular when it falls under the
legal mandate of the public authority provided by
national legislation and the conditions enshrined
in the GDPR

https://edpb.europa.eu/our-work-tools/our-doc-
uments/other/statement-processing-person-
al-data-context-covid-19-outbreak_en

https://www.unich.it/sites/default/files/edpb_

guidelines_202003_healthdatascientificresearch-
covid19_en_1.pdf

Revision of Annex 21 of EU GMP Guide

European Commission published a draft guide-
line on Annex 21 of European Union Good Man-
ufacturing Practise (GMP) which sets out the
principles and guidelines of good practice re-
quirements applicable to a manufacturing and
importation authorisation (MIA) holder, which im-
ports medicinal products (human and veterinary)
through the EU/European Economic Area (EEA)
borders. The EC encourages all stakeholders in
the supply chain of medicinal products to send
the comments to draft consultation document.
The consultation end date is 20 June 2020.
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Newsfromthe EuropeanMedicines
Agency (EMA)

The source of each news item below is the EMA
website: https://www.ema.europa.eu/

EU Post Authorisation Studies (PAS) Register
FAQ

The European Medicines Agency has released
Frequently Asked Questions (FAQs) about the
European Union (EU) post authorisation studies
(PAS) register. The EU PAS Register is a publicly
available register of non-interventional post-au-
thorisation studies (PAS). All non-interventional
PAS regardless of whether they are initiated, man-
aged or financed by a marketing authorisation
holder (MAH), or whether they are conducted by
a research centre that is a partner of the Europe-
an Network of Centres for Pharmacoepidemiolo-
gy and Pharmacovigilance (ENCePP) network or
any other research centre, including from outside
the European Union, should be registered in EU
PAS register. In addition, EU PAS Register has
been technical upgraded with new functionalities
like date of first registration or delayed protocol
publication. There are additional possibilities to
search by different categories: by country, by
(primary) lead investigator or by EU PAS Register
study number.

Mandatory Use of the ISO ICSR Format for
Reporting Side Effects in Patients Across the
World

In January 2020, the EMA's Management Board
announced for the mandatory use of a consistent
international format, the International Organi-
zation for Standardization (ISO) Individual Case
Safety Report (ICSR) format, for reporting indi-
vidual cases of suspected side effects in patients
across the world. The ISO ICSR is prepared based
on ICH E2B(R3) modalities. The EMA agreed to
use also ISO standard terminology on pharma-
ceutical dose forms and routes of administration
for adverse reaction reporting in the EU.

The use of the new international standard will
become mandatory as of 30 June 2022 for all
reporting to EudraVigilance, the European da-
tabase of suspected side effects with medicines
authorised in the European Economic Area (EEA).
Currently, ICSRs are also accepted in the previous
ICH E2B(R2) ICSR format and are converted to the
ISO ICSR format (defined in ICH E2B(R3)) upon re-
ceipt in EudraVigilance.

European Union Clinical Trial Regulation-
EMA Management Board Update

In March 2020, the EMA’'s Management Board
endorsed the audit methodology for Clinical Tri-
als Information System (CTIS) enabling the pro-
cess for the selection of the supplier for the audit
of the system to commence. EMA with CTIS pro-
viders will firstly assess the critical items prior to
the audit and then focus on a further operation-
al assessment (including of the public portal) to
determine the full scope of the auditable version.
The audit of the system should commence by end

of December 2020.
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Guidance for Applicants on a Pilot for
Simultaneous National Scientific Advice

The EMA in cooperation with the Heads of Med-
icines Agency (HRA) launched pilot program for
developers of medicinal products or medical de-
vices and other technologies seek national sci-
entific advice or regulatory advice in European
Union countries. The program is called Simulta-
neous National Scientific Advice (SNSA) and es-
tablishes that in one single step national scientific
and/or regulatory advice can be requested with
two National Competent Authorities (NCA) si-
multaneously. Currently ten NCAs participate in
the SNSA and offer several SNSA procedures for
example questions on quality, safety and efficacy
of medicinal products for human use, questions
to clinical trial applications/concepts including
questions on study design and statistical aspects
or scientific advice requests related to drug-de-
vice combination products. Implementation of
the pilot project has started on 1 February 2020.
The SNSA will be widened in a next project phase
to have more than two NCAs participating in the
advice process and will be opened for new NCAs
to join.

ICH M9 guideline on Biopharmaceutics
Classification System-Based Biowaivers

The guideline has been adapted by the Euro-
pean Medicinal Agency (EMA) and will come
into effect on 30 July 2020. This guideline is pro-
posed to address biopharmaceutics classification
system (BCS)-based biowaivers. This guideline
provides recommendations to support the biop-
harmaceutics classification of medicinal products
and provides recommendations to support the
waiver of bioequivalence studies. This will result
in the harmonization of current regional guidance
and support streamlined global drug develop-
ment.

ICH E9 (R1) Addendum on Estimands and
Sensitivity Analysis in Clinical Trials to the
Guideline on Statistical Principles for Clinical
Trials

The ICH E9 (R1) addendum has been adapted
by the EMA in January 2020 and will come into
effectin the European Union on 30 July 2020. The
addendum provides clarification on some of the
concepts explained in ICH E9. It presents a struc-
tured framework for clinical trials planning, con-
duct, data collection and interpretation of data
analyses. The addendum also refines the role of
sensitivity analysis to explore robustness of con-
clusions from the main statistical analysis, both
aligned to the same estimand.
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News from Individual Countries

The United Kingdom

Combined Ways of Working (CWoW) Pilot -
Next Steps

The Medicines and Healthcare products Regu-
latory Agency (MHRA) and the Health Research
Authority (HRA) informed that Combined Ways of
Working (CWoW) pilot programme has reached
another significant milestone, a total of 100 appli-
cations authorised across whole United Kingdom.
The 100 approvals cover every phase of develop-
ment, including first-in-human studies, with appli-
cations from both commercial and non-commer-
cial sponsors. The main points of the CWoW is to
develop a single application route and a coordi-
nated ethics and regulatory review leading to a
single UK decision on a clinical trial. The CWoW
will help the UK to be ready when Clinical Trial
Regulation (CTR) No 536/2014 comes in to effect.
The CWoW reached next step and starting of 2
March 2020 a new automated technical solution
has been launched. This means that the CWoW
will be opened for more applicants, generate
more feedback and move to the next phase of
systems development.

Belgium
Fees Updated

Federal Agency for Medicines and Health Prod-
ucts (FAMHP), the Belgian Competent Authority
has updated its fees for 2020. Information on the
update can be found here.

Estonia

Medicinal Products Act amended

The Medicinal Products Act (MPA) in Estonia
has been revised and updated version imple-
mented. The MPA is applicable from 1 January
2020. It regulates the handling of medicinal prod-
ucts, issue of medical prescriptions, granting of
marketing authorisations, clinical trials and ad-
vertising of medicinal products, and supervision
over and responsibility in the area of medicinal
products for the purpose of ensuring the safety,
quality and efficacy of medicinal products used
in Estonia and promoting the use of medicinal
products for their intended purposes.

Denmark

Executive Order on Fees for Clinical Trials

Danish Medicines Agency (DMA) have been
updated the fees covering clinical trials. The fees
have been changes for commercial sponsors.
Clinical trials with medicinal products in develop-
ment stage phase | along with non-commercial
trials, will still no longer be subject to DMA appli-
cation fees.

Switzerland

The Guideline Amendments in Clinical Trials

Swissmedic revised the guideline amendments
in clinical trials to introduce the new form ,VO
Form Administrative Changes”. This new form
includes the notification of changes concerning
sponsorship, changes concerning the Swiss rep-
resentative and other administrative changes.
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North America

United States of America
News from FDA

Providing Regulatory Submissions in Elec-
tronic Format — Certain Human Pharma-
ceutical Product Applications and Related
Submissions Using the eCTD Specifications
Guidance for Industry

Implements the electronic submission require-
ments of section 745A(a) of the FD&C Act for the
electronic format of the content submitted in new
drug applications (NDAs), abbreviated new drug
applications (ANDAs), certain biologics license
applications (BLAs), and certain investigational
new drug applications (INDs).

https://www.fda.gov/regulatory-information/
search-fda-guidance-documents/providing-reg-
ulatory-submissions-electronic-format-cer-
tain-human-pharmaceutical-product-applica-
tions-0

Purple Book: Database of Licensed Biologi-
cal Products

The US Food and Drug Administration (FDA)
launches the first version of its searchable on-
line database of biological product information,
known as the Purple Book.

Guidance Document Update

Between January 2020 and 27 March 2020, FDA
published guidance documents, both draft and fi-
nal, for Industry. The list below contains links to
the documents that may be of interest to CROM-
SOURCE and its customers.

e Clinical Drug Interaction Studies — Cy-
tochrome P450 Enzyme- and Transport-
er-Mediated Drug Interactions Guidance
for Industry | FDA

e In Vitro Drug Interaction Studies — Cy-
tochrome P450 Enzyme- and Transport-
er-Mediated Drug Interactions Guidance
for Industry | FDA

e Regulatory Considerations for Use of Min-
imal Residual Disease in Development of
Drug and Biological Products for Treatment

e Pediatric Study Plans for Oncology Drugs:
Transitional Information until full Implemen-
tation of FDARA Section 504- draft

e Chemistry, Manufacturing, and Control
(CMC) Information for Human Gene Ther-
apy Investigational New Drug Applications
(INDs)

e Demonstrating Substantial Evidence of Ef-
fectiveness for Human Drug and Biological
Products.

Canada

News from the Health Canada
Other initiatives

The Revised ICH E8: A Guide to New Clinical
Trial Requirements

The International Council for Harmonisation of
Technical Requirements for Pharmaceuticals for
Human Use (ICH) was proposing a modernization
of ICH E8 and reached third step of implementa-
tion process. The revision covers:

e Identify a basic set of critical-to-quality fac-
tors that can be adapted to different types
of trials to support the meaningfulness and
reliability of trial results and to protect hu-
man subjects;

e Address a broader range of trial designs
and data sources;

® Provide an updated cross-referencing of all
other relevant ICH Guidelines that should
be referred to when planning clinical stud-
ies.

The modernisation of ICH E8 is the first step to-

wards the GCP Renovation plan.
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MEDICAL DEVICES

EUROPE

News from the European
Commission

Harmonised Standards for Demonstrating
Conformity Of Medical Devices

In order to demonstrate the conformity of a
medical device with the essential requirements
laid down in Directives 85/16/EC, 90/385/EEC,
93/42/EEC and 98/79/EC, 95/ the medical device
manufacturer must use harmonised standards as
adopted by the European Union. A harmonized
standard is defined as a standard developed by
a recognized European standards organization,
such as the European Committee for Standardiza-
tion (CEN), the European Committee for Electro-
technical Standardization (CENELEC) or the Eu-
ropean Telecommunications Standards Institute
(ETSI).

On 25 March, the EC adopted decisions on
harmonised standards which will allow manu-
facturers of critical devices such as medical face
masks, surgical drapes, gowns and suits, wash-
er-disinfectors, sterilisation to place them faster
on the market with less expensive conformity as-
sessment procedure. The updated list of the har-
monised standards to be used was published in
the Official Journal of the European Union on 25
March 2020.

Delay the Implementation of the Medical
Devices Regulation (MDR) by one year - EC
proposal

The European Commission has adopted a pro-
posal to postpone the application date of the
Medical Devices Regulation (MDR) for one year in
response to the COVID-19 outbreak.

The proposal still requires the approval of the
European Parliament and EU member states be-
fore it goes into effect. If approved, as expected,
implementation of the MDR would be delayed
until 26 May 2021.

News from Individual Countries

Denmark

New Enhanced Reporting Requirement

As of 3 March 2020, the Danish Medicines Agen-
cy (DMA) may impose an enhanced reporting re-
quirement on doctors, nurses, dentists and other
healthcare professionals if serious or non-serious
incident, which may have potential failure or de-
ficiencies in a particular type of medical device,
occurs. This is to give the DMA the possibility of
ensuring that all incidents are investigated thor-
oughly before any corrective actions are taken.

Recommendations on Applications for Au-
thorisation of Clinical Investigation of Medi-
cal Device due to the MDR

From the date of Medical Device Regulation
(MDR) applications, the Danish Medicines Agen-
cy (DMA) will no longer assess applications for
clinical investigation authorization under Execu-
tive order no. 1263 of 15.

The DMA recommended sponsors, who wish an
authorization for clinical applications under the
current executive orders, submit a complete ap-
plication at least 60 days prior the date of MDR
application. This is to enable the Agency to com-
plete the clinical authorization assessment before
the date of MDR applies.

Additionally, the Agency indicated that ap-
proved clinical investigations that hold authoriza-
tion under the current executive orders and have
started prior the date of MDR application, can be
continued.
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The United Kingdom

Clinical Investigations of Medical Devices -
Guidance for Manufacturers

In order to be able to CE mark medical devices,
manufacturers have to provide clinical data on said
devices. One of the ways to provide such data is to
conduct a clinical investigation.

In order to assist manufacturers on this matter,
the UK Medicines and Health products Regulato-
ry Agency (MHRA) released, on January 2020, the
5th version of their Guidance for manufacturers re-
garding Clinical Investigations of Medical Devices.

e https://assets.publishing.service.gov.uk/gov-
ernment/uploads/system/uploads/attach-
ment_data/file/865135/Guidance_for_mfrs_
on_clinical_trials_January_2020.pdf

e https://www.raps.org/news-and-articles/
news-articles/2020/1/mhra-updates-guid-
ance-on-clinical-investigations-o?utm_
source=MagnetMail&utm_medium=E-
mail%20&utm_campaign=RF%20Today%20
%7C%2027%20January%202020

e https://www.gov.uk/government/collections/
regulatory-guidance-for-medical-devic-
es?utm_source=909096de-cc63-4acc-8bbb-
7749cd1ea%b6a&utm_medium=email&utm_
campaign=govuk-notifications&utm_con-
tent=immediate

Guidance for Products Without an Intended
Medical Purpose (Annex XVI) under MDR

The MHRA's guidance helps manufacturers, im-
porters and distributors of such products to un-
derstand how they will be affected by Annex XVI
and how to best comply with the new rules (which
are to be read alongside Articles 10, 13 and 14 of
the MDR) on the UK market. Importantly, manufac-
turers of these products will need to demonstrate
compliance with common specifications that have
not yet been adopted.

e https://assets.publishing.service.gov.uk/
government/uploads/system/uploads/at-
tachment_data/file/748131/Guidance_leaf-
let_on_Annex_XVI_products_.pdf

e https://www.gov.uk/guidance/noti-
fy-mhra-about-a-clinical-investiga-
tion-for-a-medical-device

e https://www.gov.uk/guidance/
medical-devices-clinical-investiga-
tions-during-the-coronavirus-cov-
id-19-outbreak?utm_source=49d-
9c46a-2377-4a20-ad57-64a35eab-
c756&utm_medium=email&utm_cam-
paign=govuk-notifications&utm_con-
tent=immediate
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North America

United States of America

News from FDA

Due to the COVID-19 pandemic, FDA an-
nounced they are temporarily postponing all do-
mestic and foreign routine surveillance facility in-
spections. These facility inspections are assigned
biannually using a risk-based Site Selection Mod-
el.

Similarly, routine surveillance inspections in
support of the Bioresearch Monitoring (BIMO)
program are currently postponed. Postponed
inspections are being prioritized for completion
when travel restrictions are lifted.

Where possible, other pathways are being used
to inform decisions regarding pending applica-
tions including requesting existing inspection re-
ports from other competent authorities, request-
ing information from applicants, and requesting
records from facilities and other inspected enti-
ties directly.

Pre-approval and for-cause assignments
deemed mission-critical will still be considered
for inspection on a case-by-case basis.

https://www.fda.gov/drugs/coronavirus-covid-
19-drugs/manufacturing-supply-chain-and-drug-
inspections-covid-19

The FDA has also posted an updated COVID-19
Response At-A-Glance Summary. It contains up-
dates on major agency activities as well as some
important facts and figures.

Canada

News from the Health Canada

Vaccines and treatments for COVID-19: List of
all COVID 19 clinical trials authorized by Health
Canada. Currently, the treatment of COVID-19
includes supportive care and treatment of any
secondary infections, such as pneumonia. There
are no drugs or vaccines approved, but there are
now 20 clinical trials authorized in Canada with
diagnostic equipment, supportive care and/or
treatments for COVID-19.

https://www.canada.ca/en/health-canada/servic-
es/drugs-health-products/covid19-clinical-trials/
list-authorized-trials.html
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OTHER "HOT” TOPICS IN EUROPE

MDR-l|atest status

Medical Device Coordination Group (MDCG)
Joint Implementation/Preparedness Plan

on the New Medical Devices Regulation
2017/745 (MDR)

With the 26 of May around the corner, and as
response to the call from the Council of the EU
(EPSCO), the MDCG (Medical Device Coordina-
tion Group) has issued a document stating the
challenging joint responsibility Member States
and the Commission have, together with the con-
cerned stakeholders, to ensure that the new legis-
lation on medical devices is operational from the
aforementioned date.

Medical device shortages across the region
have been chief among the concerns floated by
industry and other stakeholders, particularly as
there may be insufficient capacity among notified
bodies. The MDCG says in its 8-page prepared-
ness plan: “It is difficult to quantify the size of this
challenge as no specific data has been presented
by the industry.”

And as far as only having 11 notified bodies un-
der MDR so far, the MDCG offered few specifics
but said, “It can be reasonably estimated that the
number of designated notified bodies will signifi-
cantly increase in 2020."

Some legacy devices that were marketed under
the previous directives will be afforded a grace
period until May 2024, but the MDCG explains
that the 55 notified bodies designated under the
current directives "have an important role in re-
viewing and renewing existing certificates, when
necessary. Such renewals have to be finalised be-
fore 26 May 2020."

Joint Implementation/preparedness plan on the
new Medical Devices Regulation 2017/745 (MDR)

Guidance on Significant Changes Regarding
the Transitional Provision under Article 120
of the MDR with Regard to Devices Covered
by Certificates according to MDD or AIMDD

The highly anticipated guidance provides med-
ical device manufacturers and Notified Bodies
(NB) with flowcharts to determine if devices cur-
rently covered by certificates under Medical De-

vice Directive (MDD) or the Active Implantable
Medical Device Directive (AIMDD) should consid-
er a change in their medical device as significant
when transitioning to MDR under Article 120(3).

MDCG released guidance to provide clarifica-
tion on the changesto a legacy device that should
be considered a “significant change in design or
a significant change in the intended purpose” un-
der MDR Article 120(3).

Guidance on significant changes regarding the
transitional provision under Article 120 of the
MDR with regard to devices covered by certifi-
cates according to MDD or AIMDD

Medical Device Coordination Group (MDCG)
Offers New Guidance:

e Guidance on BASIC UDI-DI and changes to
UDI-DI

e The European Medical Device Nomenclature
(EMDN) - the nomenclature of use in EU-
DAMED

e The CND Nomenclature -
general principles

background and

e Class | Transitional provisions under Article
120 (3 and 4) - (MDR)

e Implant Card relating to the application of Ar-
ticle 18 Regulation (EU) 2017/745 of the Euro-
pean Parliament and of the Council of 5 April
2017 on medical devices

Other MDCG endorsed guidance:
https://ec.europa.eu/growth/sectors/medi-
cal-devices/new-regulations/guidance_en
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Medical Devices: Latest Notified Body
Designations

The European Commission (EC) has announced
that the 10" Notified Body (NB) to be designated
under Regulation (EU) 2017/745 on medical de-
vices (MDR) is Norwegian notified body (NB) DNV
GL Presafe AS, 11% and the first in Ireland is the
National Standards Authority of Ireland (NSAI),
12t is CE Certiso Orvos- és Kérhaztechnikai El-
lendrzd és Tanusitd Kft in Hungary and first in that
country.

Key Brexit Updates

The transition period ends on 31 December
2020This is enshrined in UK law. The UK will
continue to stay aligned to EU law during the
transition period. The House of Commons has
publishedabriefing paperoutliningthe procedure
for negotiations. On 5 March 2020, Michel Barnier,
the European Commission’s Chief Negotiator,
sets out points of convergence and divergence
following the first round of negotiations. Due to
the coronavirus pandemic the second round of
negotiation has been postponed. However, the
European Commission to consider alternative
ways to continue discussions, including looking
at the possibility of video conferencing or
conference calls.

Medicines and Medical Devices Bill 2019-
21

In February, the UK government has introduced
a billto update its regulatory “to human medicines,
veterinary medicines and medical devices; make
provision about the enforcement of regulations,
and the protection of health and safety, in relation
to medical devices; and for connected purposes”.
The current stage of the Medicines and Medical
Devices Bill has been suspended in light of the
COVID-19 outbreak.
Withdrawal of the United Kingdom and EU
Rules For Medicinal Products- update for
Notice to Stakeholders

https://ec.europa.eu/info/sites/info/files/notice_
to_stakeholders_medicinal_products.pdf

Free Trade Agreement (FTA) with the
United States published by the UK

The UK has published its negotiating objectives
for a Free Trade Agreement (FTA) with the United
States

https://assets.publishing.service.gov.uk/
government/uploads/system/uploads/
attachment_data/file/869592/UK_US_FTA_
negotiations.pdf

For more information, see also:
e https://www.ema.europa.eu/en/about-us/
uks-withdrawal-eu/brexit-related-guidance-

companies

e UK withdrawal from the EU on 31 January
2020 | European Medicines Agency

¢ MHRA
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OTHER "HOT” TOPICS FROM UNITED STATES

The FDA has issued more than 35 guidance
documents to provide wupdated policies,
transparency, and regulatory flexibility to address
the vital medical products and public health issues
facing the U.S. during this COVID-19 pandemic.
These guidances are on diagnostics, personal
protective equipment, other medical devices,
investigational treatment with convalescent
plasma, conduct of clinical trials of medical
products, blood supply, hand sanitizers, food
safety and supply, telemedicine and others.

https://www.fda.gov/emergency-preparedness-
and-response/coronavirus-disease-2019-
covid-19/covid-19-related-guidance-documents-
industry-fda-staff-and-other-stakeholders

The FDA has worked with more than 380 test
developers who have said they will be submitting
Emergency Use Authorizations (EUAs) for tests
that detect the virus, and has been notified that
more than 235 laboratories have begun testing.
This includes issuing 53 individual EUAs for
test kit manufacturers and laboratories and 23
additional high complexity molecular-based
laboratory developed tests (LDTs) are authorized
for emergency use. Among the individual EUAs
are 9 serology tests to date.

There are 50 ventilators and accessories that
are authorized for emergency use, and the FDA
also has issued EUAs for other equipment to treat
patients.

Nearly 80 COVID-19 drug development pro-
grams are in progress, with multiple candidates
under investigation that may be able to effective-
ly treat patients before a vaccine is developed.
Over the coming months, the FDA anticipates re-
ceiving information from clinical trials, including:

e Antivirals intended to directly suppress or
eradicate SARS-CoV-2

¢ Immunomodulators intended to reduce the
marked inflammatory stage of the disease

e Convalescent plasma and hyperimmune
globulin, with the potential to lessen the se-

verity or length of illness for some patients

https://www.fda.gov/media/137005/download

The Emergency Use Authorization (EUA) au-
thority allows FDA to help strengthen the na-
tion’s public health protections by facilitating the
availability and use of medical countermeasures
needed during public health emergencies.

A list and descriptions of the diagnostic tests
and medical devices that have been authorized
for emergency use.

e More information about Emergency Use
Authorization (EUA) and a list of all current
EUAs

e FDA Combating COVID-19 With Medical
Devices

The FDA is facilitating development and availa-
bility of potential COVID-19 treatments.

e FDA Combating COVID-19 With Therapeutics
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About CROMSOURCE

CROMSOURCE is an ISO-certified international provider of outsourced services to the pharmaceutical, bio-
technology and medical device industries, specialising in clinical development and staffing solutions. CROM-
SOURCE was founded in 1997, almost 25 years ago. Its successful growth has been built on stability, integrity,
and high levels of customer satisfaction, all of which contribute to a high rate of repeat and referral business.
We have grown steadily, but responsibly, to become an organisation of over 500 organised and well-trained
experts.

A well-established full service CRO, CROMSOURCE is unique in offering an end-to-end guarantee covering
trial timelines, enrolment and contract price. This guarantees our clients that their trials are delivered on time
and within the contract price with no CRO-initiated change orders. CROMSOURCE operates through offices
across all regions of Europe and North America and delivers a comprehensive breadth of services.

CROMSOURCE supports the full spectrum of clinical development via our Pharmaceutical, Medical Device
and Staffing Solutions divisions. We seamlessly move biopharmaceutical products from first-into-human con-
ducted in our exceptional early phase unit, through all subsequent phases of pre- and post- approval research
internationally.

We also support medical device projects through regulatory planning and execution, to pilot and pivotal clin-
ical investigations in Europe and North America.

Global Reach

CROMSOURCE, with world headquarters in Verona, Italy, is a leading CRO in Europe and the US with a solid
infrastructure and operational subsidiaries in Belgium, Germany, Poland, Russia, Spain, Switzerland, the UK,
the Netherlands, and the US.

From our office locations across Europe and North America, CROMSOURCE employs experienced field-based
teams around the globe to provide expert capabilities in regions including the Middle East, Africa, APAC, and
South America.
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ON& TRIAL ON& PRICE™
High quality, on time, on budget.

It's a simple concept, really.
Quality data. On time.
On Budget. Guaranteed.

At CROMSOURCE we believe experts should keep
their word. With more than 20 years of success we
provide the industry’s only End-to-End Guarantee™.
Starting at the RFP stage with our uniquely detailed
Feasibility Plus™ process we guarantee:

1. Your study will start on time

2. We will enroll 100% of the contracted patients

3. We will finish on time with a set date for database lock

4. The price you contracted is the price you pay. There will
be no CRO-initiated changes-in-scope.

Guaranteed.

) one TRIAL ONE PRICE"
GUARANTEED FIXED PRICE BUDGET

FEASIBILITY PLUS"
GUARANTEED ENROLLMENT & TIMELINES

We know that budgets must be competitive, and
you can rest assured that our End-to-End Guar-
anteeTM does not come with a premium price.

As an ISO-certified organization, you can also
rest easy about quality.

Don't you owe it to your project to learn more?
Contact us to request more information.
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