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Executive Summary
Aims and scope

In the medical field, translational researobjective is first of all, to transfer scientific
knowledge from laboratory and prtinical research talinical research on human subjects

and translate&knowledge and advances generated in biomedical research into positive impacts
on human healthFurthermore, translational/clinical research is the necessary step to move
from clinical research to clinicalgatice, applying scientific findings to the routine healthcare

that is daily providedagl@ a2 &l & NRIFIRéX AyOfdzZRAYy3a GKS
clinical practice to research).

The purpose of this report is to search for and verify if there egal Irequirements
concerning informed consent in translational/clinical research, with a special focus on
vaccination, within the EU legal framework. Another essential aspect deals with checking the
extent to which these standards are implemented in anmthioaized through the sigelected
countries considered in this task (Austria, France, Germany, lItaly, Spain and the United
Kingdom). Besides assessing the consistency of the legal framework, the focus will be on
verifying whether or not gender and multittulal issues are taken into account by hard law

and soft law.

Methodology

The report adopts a narrative approach. After carrying out an analysis of the definition of
translational research, legal issues are considered. Legal systems taken into accthent are
international one, the European one and six national laws of EU Member States (Austria,
France, Germany, Italy, Spain and the United Kingdom). In addition, documents and opinions
issued by national bioethics committees and research ethics committeekected countries

are also reviewed.

In this report, rules of conduct with no legal binding force are considered soft law (e.g.
guidelines or recommendations). These rules are analysed together with institutional
documents approved by national and imtational bioethics committees, which often contain
norntbinding opinions and recommendations. All legal instruments of positive law (laws,
regulations and authoritative decisions, as well as-lzagpare considered as hard law.

Concerning the study selection process, pairs of reviewers independently performed the
search following the inclusion and exclusion criteria. For LUMSA, L. Nepi and L. Persampieri
analysed national legal systems, while M. Daverio and V. Ferro exploredtioteal and EU

legal systems. L. Palazzani, F. Macioce and A. Rinella proceeded to screen critically the
proposed results and findings. In a subsequent phase, independent and external reviewers (L.

RQ! @1 012 /@ tSIONRYAZ 9 @ first rdi2od theKrép@itSso @SBy I & |



highlight any lack of information, and to propose other or different data and resources.
FISABIO carried out a literature review to assess if there is a commonly accepted definition of
translational research in the sctdic literature (J. Fons Martinez) and the analysis of the
Spanish legal system.

Furthermore, international experts from academia, having considerable expertise in the field
(also at the institutional level) were invited for internal workshops to acinsights and
opinions on the development of the report. These experts were selected within the six
countries considered in the research protocol and the information gathered was taken into
account, as reference for our review.

Findings were reported in tHfaal draft by the members of the LUMSA research unit.

For further information, see annex;Research Protocol.

Main findings

First of all, the report attempts to provide a definition of translational research, pointing out
that there is not a commonlgccepted definition neither in literature, nor in regulations.
Nevertheless, the idea that always appears behind each definition is the objective of
"translating" knowledge and advances generated in biomedical research into positive impacts
on human health(treatments, policies ...), overcoming existing obstacles in this process.
Therefore,it is difficult to determine which legal requirements should be taken into account
in this type of researchynless we consider as translational research each step bewic
research to clinical practice and health decision makitgps from a phase to another in
clinical trials should equally be considered relevant. For this reason, the report also analyses
regulations concerning innovative therapies;laffel use, compassionate use, observational
studies and firsin-human clinical trials, to find analogies and differences between
translational research and these kinds of research.

CKSNE Aa Iy AYONBlI 434V ESBRRAYSRXQARYS (i eS8 04 84
using randomized clinical trials to establish the best treatment for the average patient) to the
WIWISNBR2Y AT SR YSRAOAYSQ Y2RSt 2NJ WaidNY GATASFE
differences among individual patients or homogeneous giowyen though they are both

currently implemented in clinical practice. In the European legal systems, there is no specific
regulation on translational research, but there are European and national regulations on the
categories that translational researcaépplies to, such as firgt-man clinical trials,
observational studies, compassionate care and innovative treatments. The legal framework in

this field is homogeneous.

The Clinical Trials Regulation (No. 536/2014) does not refer explicitly to travaslegsearch,
but it implicitly promotes it. The regulatory analysis points out that obtaining informed



consent is necessary, both for interventional and -mb@rventional studiesConcerning
clinical trials, which are interventional studies, the levelisi and its communication can
change depending on the trial phase or the nature of the research. Thus, risk communication
is of paramount importance in translational research and the informed consent process
requires an even more careful and effectivadiang, due to the acceleration of research, to
early access to innovative treatments, highly sensitive safety issues and the blurred
boundaries between research and therapy.

Safety risk for participants is a central factor to consider from a legal poiewo There are

a2YS aLISOAFTAO LINRPo6fSYa NBfFTGSR G2 GNrvyatl i
YSYiGA2yYSR Ay GKS HIYNIYE O d2f-MINdz V- y&ESin (i chsie, B APNA

peculiar legal issues are strictly connected to the posgitdealence of the emphasis of
research with human subjects on advancements in scientific knowledge over the protection
of and the best interest of those who participate in the research; uncertainty, as preclinical
research can fail to predict the risks fmumans (it can predict clinical benefits that are not
confirmed in humans, as well as risks that do not exist in humans); safety of research
participants (benefits and risks should be carefully balanced, as the focus of research must
always be placed oi KS LI GASYy(GQa AYyGSNBaloT YAYAYL
OKNBaK2tftR 2F GYAYAYFf NR&a1é Aa | LINARYLF NE
populations are involved.

Informed consent plays a central role, as people involved in a clinical trial have to understand
that exploratoryexperimental studies do not have a direct therapeutic objective and if
volunteers misunderstand this, they may provide invalid informed candgffective
strategies of risk communication (in terms of accuracy, clarity and understanding, tailored to

O

RAFTFSNBYG KSFfOGK fAGSNY Oe fS@Sta FyR OdzZ (dzNY

full awareness of the extent of risk involved in ecHfic type of research (i.e. with regard to

its nature and phase) and providing them with the necessary information to make a conscious
decision with respect to the possible consequences of their enrolment, while overcoming
misconception barriers linkedotgaps at any stage of the informed consent process.
Whenever new evidence arises, in any phase of research, with regard to specific risks for
research participants, they should be immediately informed and reminded of their right to
revoke consent withouany negative consequences for them. Researchers have the duty to
fully inform research participants about the nature and extent of increased risk for their
health, in case they decide to stay in the research.

Clinical trials for experimental vaccines barconsidered part of translational research, as an
example of health research involving humans, with a special focus. Risk assessmeint-in first
KdzYly GNRFf& F2N) O OOAySa Aa alLISOATFAOINTf @
Products for Human 4¢ (CHMP). During decades of vaccine development and application,
cases of severe damage caused by the products have been uncommon; in general, vaccines
have an excellent safety record. Nonethelessifirbiuman clinical trials are a critical turning

N



point between preclinical studies and first human exposure and subsequent larger clinical
trials in hundreds or (for many vaccines) thousands of subjects. For researchers, relevant risk
assessment for firsh-human clinical studies means careful design amlact of studies

that reduce potential risk for humans.

With particular regard to vaccine trials, these fall within interventional research and healthy
subjects are recruited. In this sense, there is a strong emphasis on safety and informed
consentprocedures.

Concerning validated vaccines and the topic of informed consent, consent can be formal,
verbal or implicit. When mandatory vaccination is established in relevant provisions in law
(Italy and France adopted hard law regulations in this sensEymied consent is
nevertheless required.

As for the informed consent process, gender and cultural differences are not explicitly taken
into account in the definition of legal requirements for the information provided and consent
recording. Neverthelesas a general principle, adequate and clear information must be given
to the subjects involved, assessing that it has been understood. Thus, translation and cultural
mediation may be used as means to fulfil those legal requirements and obtain a valid
informed consent and this aspect is highlighted in guidelines and soft law.

10



Tables of results

International

Soft Law

European

Soft Law

Translational research

World Medical Association (WMA
Declaration of Helsinki (196
current version 2013) states th:
the goal of generating ney
scientific knowledgean never takg
precedence over the rights an
interests of individual researg
subjects

WHO,World Report on Knowledg
for Better Healtl{2004)

recommends that stronge
emphasis should be placed (
translating knowledge into action
(bridging the gap between what
known and what is actually bein
done).

WHO, Guidelines for good clinic
practice (GCP) for trials ¢
pharmaceutical proddes (1995)
recalls the principles of th
Declaration of Helsinki as far
nor-therapeutic trials arg
concerned.

National Institute of Health (NIH
Biennial Report of the Directd
20062007 offers a definition o
translational research and i
phases.

UNESCO International Bioeth
Committee (IBC)Report on Socig
Responsibility and Health2010,
highlights that the gap betwee
medical knowledge and medic

European Research Infrastructure
Medicine (EATRIS) Firstin-Man
(FIM) Regulatory Manua{2009),
contains  ethical and legd
regulations about Firdh-Man
Trials.

EGEStatement on the Proposal f
a Regulation of the Europed
Parliament and the Council ¢
Clinical Trials on Medicinal Produ
for Human Use, and repealir
Directive 2001/2C (COM 2017
369 final(2013)

recommends independen
multidisciplinary ethical evaluatio
of clinical trial proposals.

EGEThe ethical implications of ne
health technologies and citizg
participation(2015)

highlights the relevance of citizel
engagement/participation in
medical research in relation to ne
health technologies; different form
of citizen engagemenin research
are ethically analed; specific
reference is made to expande
access and compassdaip care.

11



practice should be filled up.

The Council of Europe, (Steeri
Committee on Bioethics)in the
Guide for Research  Ethi
Committee Members (2010)
stresses ethical issues related
biomedical research and i
particular the connection betwee
research and the community.

CIOMS, International Ethica
Guidelines for HeaklRelated
Research Involvitgumang2016):

translational research is one of tf
reasons for the revisions of CION
guidelines.

Riskproportionate informed
consent

No specific reference: it is the
same asn clinical trials.

No specific reference.

Validated vaccines

WHO, Global Vaccine Action PJq
(2011%2020): six principle that cal
guide  the GVAP (countt
ownership, shared responsibility
and partnership, equity, integrity
sustainability, innovation) and thg
should be translated into differer
cultures.

WHO, Considerations regardin
consent in vaccinating children a
adolescents between 6 and
years old (2014) encourages td
develop an informed conse
procedure that is adapted to th
local situation.

The European Centre for Diseg
Prevention and Contr¢ECDC), e t
talk about prevention. Enhancir
childhood vaccination uptake, Pub
Health Guidancg2016): the guide
F20dzaSa 2y NRaj!

The European Centre for Diseg
Prevention and Control(ECDC)
Catalogue of intervention
addressing  Vaccine  Hesitan
Technical Report (2017: the
different kinds of interventiong
include a more effective
communication of benefits an
risks, to encourage vaccinations.

Clinical evaluation of vaccines

ICH,Good Clinical Practi¢E6)
(1996, amended in 2016@gscribes
informed consent as a process,
documented in a written form.

WHO,Guidelines on clinical

EMA, Guidelines on Strategies
Identify and Mitigate Risk for Firg
InrHuman Clinical Trials  wit
Investigational Medicinal Produc
(2007, first  revision 2017

12



evaluation of vaccines: regulatory|
expectationg2004)prescribes
written informed consent, inclusio
and exclusion criteria.

WHQ Ethical considerations fg
use of unregistered interventio
for Ebola viral disease: report of
advisory panel to WH@2014) in
the case of Ebola in West Afrig
WHO states that it is ethical
acceptable to offer unprove
interventions that have show
promising results in the laboratol
and in animal models but have n
yet been evaluated for safety ar
efficacy in humas as potentia
treatment or prevention (only ir
case of pandemics, and risk f
public health).

WHQ Global Vaccine Action PIg
(201%:2020).  promotes the
development of new vaccines.

CIOMS International Ethica
Guidelines  for  HealRelated
Research Immlving Humang2016)
concerning vaccines mainly foc
on the topic of risk. There is n
reference to the topic of informe
consent.

regulations for the starting dose f¢
a novel vaccine.

Meningitis

WHO, Position paper of
Meningococcal Vaccine(2015),
emphasizes the importance
completing mass  vaccinatig
campaigns in the African meningi
belt.

EMA European Medicines Agency
recommends approval of first
vaccine for meningitis B, 2012: it
recommends approval of first
vacine for Meningitis B.

European Centre for Disease
Prevention and ContrdExpert
opinion on the introduction of the
meningococcal B (4CMenB) vacci
in the EU/EE&017): the document
is intended to support national
decisioamaking in whether to
introducethe vaccine in the
national immunization programs.

13



HPV WHO Position paper on HPV ECDGEuropean Centre for Diseas
Vaccing2017): itrecommends Centre and Controlizuidancdor
that all countries proceed with the introduction of HPV vaccine in
nationwide introduction of HPV | European Countri€2008):
vaccination. guidelines for the introduction of

HPV vaccine in immunization
programs othe European
Countries.

RSV There is no WHO position paper ¢ EMA,Guideline on the clinical

RSVWHO,RSV Vaccine Research
and Development Technology
Roadmap(2017): it contains
priorities in implementing researc
on this vaccine.

evaluation of medicinal products,
indicated for the prophylaxis or
treatment of respiratory sygtial
virus (RSV) disea@817:guidelines
for clinical development programs
for medicinal products intended fo
the treatment of RSV.

14




Translational research

Informed consent and
risk communication

Pharmacovigilance fqg
medicines for human
use

Experimental vaccine

Vulnerability of clinica
research participants

EU
hard
law

There are no specific
EU regulations
regarding translational
research.

Regulation (EU) No.
536/2014 implicitly
promotes Translational
Research.

In nortinterventional
studies, the human
subject's participation
is informed and
voluntary, but
procedures are
simplified. There is a
lower risk than
interventional clinical
trials.

In interventional
studies, there are
different levels of risk
andcontents of
communication in
relation to clinical trial
phases (Regulation No
536/2014).

Pharmacovigilance is
considered as a nen
interventional study.

Rules governing
pharmacovigilance
for medicines for
human use:
Regulation (EU) no.
726/2004, as
amended by
regulation (EU) No.
1235/2010, and in
the Directive
2001/83/EC, as
amended by Directive
2001/84/EC;
commission
implementing
regulation (EU) no.
520/2012; Good
pharmacovigilance
practices (GVP).

Vaccine trials are
interventional
studies.

There ae no specific
European regulations
concerning vaccine
trials.

Vaccination policy is
competence of
national authorities.
The European
Commission supporty
EU countries to
coordinate their
policies.

Women during
pregnancy or
breastfeeding and
children are
considered patients
with increased risk.

Resolution of 14
February 2017 of the
European Parliament
(2016/2096 (IN1)),
calls on the Member
States, applying
Regulation (EU) No
536/2014, to
guarantee an
adequate
representation of
men and women in
clinical trals.

15



Country Soft lawon translational Informed consent and risk Soft law on Soft law on validated vaccines

research communication vaccine trials

Austria There are no specifi The Austrian Bioethic| There are ng The Austrian Bioethic
guidelines orl Commission devotes significal specific Commission places arehg focus
recommendations attention to research or guidelines on the ethical issues surroundir
regarding translational persons without the capacity t| regarding vaccination: The Opinion on
research. consent, with specig vaccine trials, aj VaccinatiorEthical Aspect

consideration of the concept ¢ they fall under| (2015)stresses the fact that exis
risk. In the Opinion oResearch ethical ing international surveillance]
on persons without the capaci] standards programmes are still too
to consemwith special| regarding drug heterogeneous and insufficien
consideration of the concept ( trials. the need for transparent and
risk (2013), it highlights the effective information to parents
need to provide a cleq on access to noost vaccination
definition of intewentions with schemes for children to avoid th
no or minimal risk and thos| phenomenon of vaccinatio
with no or minimal burden; a lig refusal motivated by econom
of no risk no burden reasons. Information an
interventions is devised scientific foundations pertainin
However, there is no mention ¢ to vaccines should be moi
different informed consen strongly included in the trainin
procedures tailored to the typ curricula of all health professiong
of risk involved in clinica

research/medical practice.

France There are no specifi The French National Institute { There are ng The Report by Sandrine Hul
guidelines orl Health and Medical Resear( specific (Rapport sur la  politiqu
recommendations (INSERM) recommends worki| guidelines vaccinale, Jan\2016) points out:
regarding translationa closely with patient associatior relaing to | the need for regular informatiof
research. to include them in the expen vaccine trials. | and communication (web, soci

appraisal process for clinic networks); the necessity ¢
research projects on humg transparency and clarity of th
subjects (e.g. patient| messages and thismplies a
associations shouldeview the steering of the system wher
information leaflets and conser each of the actors of thg
forms intended for volunteer vaccination policy finds his/hg
invited to take part in thesq place.
trials; this is meant to ensur
that the information leaflet and
consent forms are clea
accessible and complete.

Germany The document on In | There is no mention of differerf No  guideline§ Recommendations of the Standi

search of translationa
research. Report on th
Development and

informed consent pcedures
tailored to the type of rish
involved in translational/clinicg

are provided for,
experimental
vaccines and thg

Committee on Vaccination (STIK
at the Robert Koch Institut
(2017/2018) underline that it i

16



Current Understandin
of a New Terminology i
Medical Research an
Practice (2015), issue
by the Institute of
Research  Informatiof
and Quality Assuranc|
and the Berlin Institute
of Health highlights tha
GUGKS FAY 27
research is to suppor
an efficient translation
GFNRY 0SyOK
FYR G@FNRY
0SyOKé¢ = K §
laboratory basiq
research into clinicq
therapies and  vicq
BSNE I ¢ dzy
intrinsic multidirectional
nature; a clear
conceptual framework i
missing; the mora
dimension of
translational  researct
focuses on the lack ¢
implementation  when
translation fails to occurn
resulting in a shortagg
of effective therapies.

research/medical practice.

informed
consent
process, as they
fall under the
general
indications
regarding
clinical trials

0KS LIKeaiAOAlyQ
recommend the type an(
chronological order 0
vaccinations in each individu
case, considemng the indicationg
and, where applicable, existir
contraindications; as well as
inform patients of additiona
protective options;

In case of injury, offibel use hag
consequences for liability an
compensation and place
particular obligations on thg
physician  administering  th
vaccine regarding documentatig
and the provision of information.

Italy

There are no specifi
ethical guidelines o
recommendations  or
translational research
Nevertheless, an explic|
reference to
translational  research
can be found in
documents  promoting
initiatives, which focug
on: knowledge transfer

fostering the
implementation in
clinical  practice ol
research results
obtained both from
statefunded research
and the international
scientific community|

The Opinionon single patient
care and notvalidated
treatments, the saalled
“compassiéo noaH fe
the lItalian National Bioethig
Committee addresses  the
ethical issues oftherapeutic
treatments not validated by
regulatory authorities, devotin
attention to the analysis of th
different aspects of the right t
health, from freedom of care t
informed consent, and thg
doctor-patient relationship.

For patients who want to hav
I 00Saa G2 |

therapy there must be thé
guarantee of receiving complel

The Italian
National
Bioethics
Committee  in
the Opinion on
Vaccinations
(1995 recalls
that some
vacches are
mainly or
exclusively use(
in paediatric
population;
therefore, these
subjects cannol
be excluded
from clinical
research.
However, the

The Motion onthe importance of
immunization(2015) of the Italiarn
National Bioethics Committe
strongly recommends tg
implement effective advertisin
and information campaigns o
mandatory and recommende
vaccinations at national leve
grounded in scientific evidenc
Documents also highlight th
necessity for family doctors ar
pediatricians to give adequat
information to their patients on
how vaccination is one of th
most efficient treatments, with 3
very positive risk/benefit ratio.
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(see theltalian Miristry
of Health Nationa
Programme for Healtl
Research,PNRS, 2017
2018).

explanations on the potentis
dangers of this type o
treatment.

problem of
involving
participants
unable to

express a valig
consent and
directly protect
their own rights,
becomes
particularly
challenging in
this context.

United Kingdom

The goal of translationg
research is to targe
funding towards
translational  projects
that require an
interdisciplinary
approach and a critica
mass of researchers t
get therapies to the
point of clinical testing
However, there are n(
specific guideline
shedding light on the
ethical issues stemmin
from translational
research (see Medicqd
Research CounciMRC
Strategic Plan 2014
2019. Research Chang
Lives.

Even if the risks of harm we
within acceptable limits, and th
participant had given vali
consent to participate, the
research may be in breach
the guidelines if it could hayv
been carried out more safel
(see General Medical Coung
Good Medical Practic2013).

The Report of the Nuffiel
Council on Bioethics dbhildren
and clinical reswch: ethical
issues (2015) stresses thq
innovative therapies outside th
context of research arg
appropriate  in  cases ¢
GO02YLI aarz2yl 4s
specific cases, healt
professionals have the duty t
make sure that the informatio

about the outcome of
treatment and the clinica
O2dzNBES 2F GKS

is collected and made public
available

Although
guidelines have
attempted  to
tackle the
question of how
much risk  of
serious harm ¢
healthy
volunteer can
be exposed to, i
is unclear what
degree is
acceptable,
other than that
the risk has to
be very low (seg
Royal College g
Physicians,
Guidelines  on
the practice of
ethics
committees in
medical
research
involving human
subjects 1996,
2007).

The Briefing
Note of the
Nuffield Counci
on Bioehics on

According to the Nuffield Coung
on Bioethics in the documer
Public Health, Ethical Issu
(2007): vaccination policies th
go further than simply providin
information and encouragemen
to take up the vaccine may K
justified if they help reduce harr
to others, and/or protect childrer
and other vulnerable people. Th
document concludes thahere is
not sufficient justification in the
UK for moving beyond the curre
voluntary system for routing
childhood vaccinations.

18



Zika: ethical
considerations
(2016) focuses
on the ethical
problems
surrounding the
interactions
between
experimental
vaccines ang
multicultural
issues.
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Country

Harddaw regulation on
translational research

Informed consent and risk
communication

al/ 2YLI aana

and earlyaccess to
innovative
treatments

Hardlaw
regulation
on vaccine

trials

Mandatory
vaccines for
minors

Austria

There are no specifi
regulations regarding
translational research.

Simplified procedures fg

non-interventional studies.

Permitted by the
Drug Act
(Arzneimittelgesetz)
par. 8a in case o
unauthorized
medicinal productg
for human use,
indicated for
acquired  immune
deficiency
syndrome, vira
diseases, cance
neurodegenerative
disorder, diabetes
auto-immune
diseases and othe
immune
dysfunctions

There are
no specific
regulations
regarding
vaccine
trials.

No

France

There are no specifi
regulations regarding
translational research.

While requirements
concerning consent diffe
according to the nature an
level of risk, which is relate
to the research, the conten|
of the information due to the
subject is the same.

Permitted by art.
L512112, Code de |2
Santé Publique, if
case of treatment of
prevention for
serious or rare
diseases, no prope
treatment is
available, efficiency
and security arg
presumed according
to the scientific
knowledge.

There are
no specific
regulations
regarding
vaccine
trials.

Yes (Loi n°®
2017-1836)

Germany

There are no specifi
regulations regarding
translational research.

For clinical trials on a persd
who is suffering from a
disease which is to b
treated by the investigatione
medicinal product, the duty
to inform the patient is
heightened to avoic
therapeutic misconception

Permitted by the
Drug Act
(Arzneimittelgesetz
Chapter 4, Sectio
21.6, for
administration to
patients with a
seriously debilitating
disease or whosg
disease is life
threatening, and
who cannot be

There are
no specific
regulations
regarding
vaccine
trials.

No

20




treated satisfactorily
with an authorised
medicinal product.

Italy

There are no specifi
regulations regarding
translational research.

Even if the risk is minima
the [talian regulation
concerning informed conser
is the same.

Permitted by Law
no. 648/1996, Law
no. 94/1998,
Decreto leggslativo
219/20086, Law
57/2013, Law
79/2014, and two
Ministerial Decrees
of 2015 and 2017 fo
diseases with ng
therapeutic choice
Three types of
medications can bg
included: innovative
drugs authorized fo
sale abroad, but no
in Italy;
unauthorized drugg
which underwent
clinical trials; drug
to be used for 4
therapeutic
indication different
from those
authorized (offlabel
use).

There are
no specific
regulations
regarding
vaccine
trials.

Yes (Law
119/2017)

United
Kingdom

There are no specifi
regulations regarding
translational research.

The current UK lega
framework allows a risk
related approach in obtainin|
informed  consent, bul
informed consent must b
always obtained in writing.

Permitted by Acces
to Medical
Treatments

(Innovation) Act
2016 if there is 4
good clinical
evidence about
effectiveness  ang
safety of treatments
A public nationa
database  ensure
the effective
collection and
dissemination of
information  about
innovative

treatments.

There are
no specific
regulations
regarding
vacine
trials.

No
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To be able to specify the legal issues concerning informed consent in translational research
the first step is to define properly the conceptioti N> yaf F A2yt NBaSF NOKE
to discuss this concept, its models and phases.

Objective and methodology

The objective of this section is to assess if there is a commonly accepted definition of
GONIyatlraAz2ylf NBaohdrad@Keé o¢w0 Ay GKS aOASYydaA

Due to the existence of a systematic review done in this same field (the article entitled
éMapping the evolving definitions of translational reseérzh g K2 a4 S | dzil K2 NA | NB
TM, Shaw PL, Gutzman KE and Starren JB) actual (puinli2iddd by thelournal of Clinical

and Translational Sciende)y R LINJ} O A OF f f & ¢ BystkmailcKeviewdahdy S 2 0
analysis of definitions of translational researgrort et al., 201) the methodology followed

in this section is a narrativeview using as corner stone the mentioned article and deepening

in some of the most relevant articles of the field and other articles that were not included in

that research.

The information is presented and structured by topics as follows:

Conceptuaframework

Importance of Translational research

Different models to understand Translational Research
Phases/Blocks of Translational research

Conclusion

References

ook 0w

1.1 Conceptual framework

TR is a concept that has been subject of debate for more thaeat6, yan example of this is

GKS SRAG2NAIf Lzt AaKSR o0& (KS bSgThOReaft I yR
Gap between Bench and Bedsi@@/olf, 1974; even so Mola® | £ f  NIIZ 5Q9aGS>
Rafols point to the origin of this concept in 199@%en the US National Cancer Institute
developed the Specialized Programs of Research Excellence (SPORE), which promoted and
FFEOAEAGFGSR (GKS GOGNIyatl dA2yé (WwasGdlarteehaD, RA & O
2016). The importance of this tapihas increased since the beginning of the XXI century and
especially since 200@-ort et al., 2017Keramariet al, 2008 Droletand Lorenzj2017).

¢tKS Y2ad NBLISIFGSR aSyiaSyoSa dza Sfiem beAich RSTA Y S
bedsidé  #rdwd bénch to bedside and back agai® ! dzi K2 NA & dzOK | & al NA
importance of understanding translational research as a bidirectional'réa@ nc h t o Bed:
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and Bedside to BencliMarincola, 2008 so the observations of practitioners can also be

tested in the laboratory. This tweay point of view is recognized in most TR models, but the
majority of TR policy initiatives still consider it as unidirectional, focussing only in the first way
6a0SYOK (2 0SRaARS¢0: IYyROaBGEW$EIGRI0Ba0NRRAE
(MolasGallart et al., 2016

As Rubio et al. show in their article, the TR concept is not clearly defined and, to define it
conceptually, it is important to review the definitions of the other types of research (basic and
clinical research). The Members of the Evaluation Committee of the Association for Clinical
Research Training used the following definiti¢p810

1 Basic Research and Basic Scietfoey highlight the characteristics of this kind of research that the
director of the US Office of Scientific Development and Research mentioned in 1945, when he indicated
that* Basi c research is perfor med wigeneral unbwleddeandg ht of
an understanding of nature and its laws. This general knowledge provides the means of answering a
large number of important practical problems, though it may not give a complete specific answer to any
one of them."”
1 Clinical Researclthey propose the dart definition done by the National Institutes of Health (NIH)
5ANBOG2NRa tlySt 2y [/ tAYAOlIt wSaSINOK Ay mMbpTY
1. “ P a t-ariented research. Research conducted with human subjects (or on material of human
origin such as tissues, specimemsl cognitive phenomena) for which an investigator (or
colleague) directly interacts with human subjects. Excluded from this definition are in vitro
studies that utilize human tissues that cannot be linked to a living individual. #eateted
researchincludes: (a) mechanisms of human disease, (b) therapeutic interventions, (c) clinical
trials, or (d) development of new technologies.
2. Epidemiologic and behavioural studies.
3. Outcomes research and health services researct

f Translational researci: K S& RS @St 2SR G KS ¥ 2Trahshtiohalicseaxi2fbslersy 3 RS T
the multidirectional integration of basic research, patmignted research, and populatibased

research, with the longerm aim of improving the health of the pubiRubio et a].2010.

Sung et al(2003 refer to the blocks or phases of TR as obstacles that impede efforts to apply
science to improve human health in an expeditious manner. The obstacles that they identify
include: lack of willing participants; regulato burden; fragmented infrastructure;
incompatible databases; lack of qualified investigators; career disincentives; practice
limitations; high research costs and; lack of funding.

This concept of TR blocks as obstacles clearly shows the problem thias T® solve, that

0KS NBaSIkNOK FTAYRAYyIa R2y Qi NBFOK (2 | LINJ
human health. Wagner and Srivastava show the lack of connection between science and
clinical application and the function of TR connecting thermwhey say that t r ans | at i or
research is a missing component b@Vegneeetn basi
al., 2012

Drolet and LorenZR011) define translation as a processtfal e scr i bes t he tr an
knowledge through successive fields of research from a basic science discovery to public health
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i mp a érd Fishbein, Ridenour, Stahl and Sussn(@dl6 explain that translational
practicess t r ansf orm basiesscnhteocendtstovieonal i zed

The variations in the definition of translational research are related to the differences in the
models to understand it and in the definition of its phases or blocks and, as Fort et al.
indicate, they refict“ t he changing nature and understan:
and cl i ni @artletam@0) Thea differénces between the models and the phases

are analysed with more depth in this deliverable.

MollasGallartet al. highlight that TR represents different things for different stakeholders,
sayingthat' f or academics, TR represents (1) a cha
by basic science have the potential to translate into practical applica@dres) Opportunity

to gain observational insights and develop novel scientific hypotheses to be tested in the lab,
and (3) a means to gain legitimacy and improved access to research funding. However, for
clinical practitioners such as physicians or clisteffl, TR is viewed primarily as responding to

the need to shorten the path between scientific evidence and actual practice. Business
organizations view TR as a process to accelerate the development of a new drug or therapy
and as an opportunity to makeofpo-go decisions at an early stage in the biomedical
innovation processpotentially resulting in major savings by avoiding unproductive
investments. Also, the fact that public organizations conduct TR is seen by industry as an
opportunity to saveonresea&c h whose return@dl6are very uncert

1.2 Importance of Translational Research

Woolf (2008 points out the lack of agreement in a unique definition of TR, but highlights that
GKAA (AYR 2F NBaASIHNOK Aa Orears dieemMiBirgs foY LJ2 NI |
different people, but it seems important to almost evergofie

The importance that policy makers and the scientific community are giving to this type of
research is clear if we analyse the increase of budget addressed to centres oe$&archr
programs and activities of TR or the emergence of journals centred in this(fopietand
Lorenzj2011, Woolf, 2008 Dougherty andConway 2008;MolasGallart et al., 2016In USA,

the NIH is especially active in this area, launching the Roadmap Initiative, Clinical and
Translational Science Awards Program and the National Center of Advancing Translational
Sciences; in Europe there have also appeared initiatives that prdiRaaed the relationship
between basic scientist and healthcare professionals, such as the Networked Centres of
Biomedical Research (CIBER) in SipatasGallart et al., 2016

Fontanarosa and DeAngdl&001) wrote an editorial in the JAMA, calling f@pers on basic

science and TR. They identified TR as the ultimate goal of medical research and indicated that
its multidisciplinary natureffers medical research a virtually unlimited potential for discovery
“ranging from highly focused basic science
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about fundamental mechanisms of disease to individually tailored preventive and therapeutic
st r at (Eogtanargsa anBbeAngelis2007).

1.3 Different models to undstand Translational Research

In this section are presented two different classifications of models to understand TR, on the
2yS KIFIYR (GKS RAFTFSNBYOGAFGA2Y YIRS o6& C2NI
GYAESRE Y2RSt T | yike ofeynadé KSMoRaalkrE etlal Kdtweéh thé

Gt AYSENE |y RUNEKGS &idnéy 1SN X6 A0 ¢ wo

(0p))
[N

As stated before, Fortet 2019A RSY GAFASR o YI22NJ aFlF YA AS&E

1 ¢KS &3l :léey McatRBdir origin in the article writtenfpydzy 3 S KEénital chaffengesi n o &
facing the national clinical research entergri€g@ung et al2003); this model understands TR as the
bridge gap between the end points of traditional basic and clinical research to overcome the obstacles
to translate the knowledge generated into benefits for patients and / or the general population
1 ¢KS aO2yGAydediRE AGZRSANR IAY Ay GKS FINIAOES o6& VYKz2d
research in genomic medicine: how can we accelerate theopppte integration of human genome
RAAO2OSNASa AydG2 KSI (K009 TNSnew ghproathicénSders Basid aNd G Sy (
clinical research as part of a same process in which phases are relatively continuous. In this model, as
Fort el al saidscientific ideas are translated through& ont i nuous research spectr
continuum are | abeled by c(@onebah 2t ti ng or resear
1 ¢KS aYAESthas ity@igbif ffie artice The meaning of translationa
ma t t ritten’by Woolf(2008. This model, composed by a practically hybrid group of definitions,
has characteristics closer to the gap model (in the early structure) and to the continuum model (in the
inclusion of later phases). Fort et@017)also note that in this model clinical trial phases are generally
not cited.

Fortetal. AYRAOFGS GKIG GKS ¢w RSFAYAGAZY KFa ¢
GO2yGAYydzdzyé s 06SOlFdzaS (KSe@& F2dzyR GKIFIG GKSasS F
ones (2017). Following this continuum model, Keramaris et al. highlight the importance of
understanding medical research as a continuum were all branches of medical research are
integrated and point out the cyclical nature of (ZR08).

MolasGallart et al(2016) difference two approaches to the TR:

1 The linear model of TR his modelinderstands the research as a linear progression of stages, which
usually begins in the basic research and eventually turns into benefits for patients and/or general
population. Some authors defend the bidirectional nature of TR, although the most conmemon v
focuses on a unidirectional way, from bench to bedside. This model identifies the main objective of TR
as bridge the gaps to help the transfer of knowledge between the successive steps from basic research
to its application faster; and the success loé translation of the new knowledge depends on the
O2NNBOG O2YLX SliAaz2y 2F SHOK adr3asS 2F GKS adaNryaftl i
the success of a TR programs is defined by the measure that has reduce or bridged the gaps and saved
the time necessary to develop new treatments, practices or drugs.

1 The interactiveprocess model of TR his model focuses on the interaction and collaboration between
the different stakeholders in the research (researchers, practitioners, patient comrausfiEnsors,
YSRAOKE A VEKEGA (VRINSEY & X@e® O2y(SYLX 684 GKIG GKS YSF
0SS Fftglea tAYSEN IyR NBORAYNMNER (KISA SE ANESYIOED R
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alsay" i nst ead of ressirgithe grobl€nks thatsappeadad specific points in a traditional,
staged, linear research system, in our approach, TR addresses the separation between different groups
of researchers and stakeholders throughout the process, linking research to tloprdere and
application of solutions to health problems. To do so, TR focuses on preoceskesv the sharing,
exchange, and acquisition of knowledge are articulated and how different actors get involved in this

pr ocses. "

Other authors, such as Hmin and Sung, highlight the importance of interaction and
collaboration. Fishbein et aR016) give importance to the transdisciplinary collaboration,
with interactions among people with different backgrounds; roles and perspectives within
and through the phases of TR. Sung ef28l03 highlight the need of a collaborative effort
among the diffeent stakeholders in order to eliminate the obstacles that impede the
effective translation of knowledge.

1.4 Phases/Blocks of Translational research

Initially, Sung et al2003 identified two translational blocks or obstacles in translational
research:

i Transfer discoveries from basic science to clinical studies.
1 Translate new knowledge from clinical studies into medical practice and health decision making.

Later these two blocks were identified as T1 (from basic science to clinical studies) and T2
(from clinical studies into medical practice and health decision making). Wolf points out that
most people have T1 in mind when they think about TR, and T1 is also the type of TR that
usually gets the most funds; he criticises the distribution of funds (in, 206Ronly spent

1.5% of its research budget on health services research) arguing on the one hand that in some
diseases T2 can save more lives than T1 and, on the other hand, that investment in T2 is very
important to salvage investment in {Woolf, 2008.

The model of two blocks of translational researchTZ)levolved first into a model of three
GNY yatl dA2y Lt LbSskIscdeRc tradsiatebto dimical effivdcy (T1);efficacy
translated to clinical effectiveness (T2); and finally effmutiss translated to healtare

del i v e (Drolet@nd Borehz), 20)1and later towards models with more phases, such as
the one proposed by Fort et al. with 5 pha§2@17) or that of Fishbein et al. with 6 phases
(Fishbeinet al., 2016. The activities included in each phase and the scope of the TR have
changed in each of these models. These changes in the number and characteristics of the
phases also reflect the evolution of the types of research and the way of understand them.

For the purposes of this document, we focus on the model derived from the systematic
review carried out by Fort et §2017) which included an analysis of similarity and consensus

to identify an emerging consensus among the different definitions of the TRsy(figsee 1).

The result was a model that they proposed with 5 phaseg4J@hat they summarized as
follows:* T1 i nvol ves processes that bring ideas
humans. T2 involves the establishment of effectivenessrmiansuand clinical guidelines. T3
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primarily focuses on implementation and dissemination research while T4 focuses on
outcomes and effectiveness in populations. TO involves research such as-wel®ome

association studies which wrap back around to basiarese h
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Fig 1. Analysis of similarity and conserf¢&®rtet al. 2017, 63)

1.5 Conclusion

TR is a topic that generates a lot of interest and its importance has been widely recognised;

even so, it still not being ammonly accepted definition @f G NJ y & £ | (i A @leadyf

NE & ¢

defined. This fact highlights the need of a clearly defined and agreed model and definition of

* Notes done by Fort et al. to the figure: 6 t NA Y NBE NB OA S &

NB & dzf G &

gAGK O2yasSy.

information. The center of the figure shows the results of primary definition labeling. Blank cells indicate that
the particular pagr did not mention that research activity. Target development includes 3 named activities that
were categorized the same by all papers (target validation, lead optimization, and lead development). The top
of the figure shows a dendrogram representing thesuits of agglomerative clustering on the activity

OFGS32NARSaszx NBadzZ GAy3a Ay o

YIAY RSFAYAGAZY FrEYAEASE |

the right), and also defines the order of papers for presentation. The far right side fifjtihe includes a
consensus categorization and graph showing the frequency of assignment of each process tplesehak a
fraction of all papers in the corpus. Early clinical trial phases are labeled as mixed T2**. Although historic
majority labeling $ T1, since 2010 the predominant and emerging consensus label for these processes is T2.
Citation counts for each paper are included below as a bar graph overlaid with the actual citation count for

S| OK LJ017)S NXb ¢
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TR.Even so, the idea that always appears linked to the definition of TR is the objective of
"translating" knowledge and advances generated in biomedical research into positive impacts
on human health (treatments, policies ...), overcoming the obstacles fipegtar in this
process.

Policy initiatives usually consider TR in a unidirectional way (from bench to bedside), but is
important to consider it as a twway road. Several authors point out the importance of the
interaction and the collaboration between tdéferent stakeholders involved and about the
characteristics of multidisciplinarity and transdisciplinary that this type of researclit has.
should also be borne in mind that TR represents different things for each stakeholder.

TR has evolved from a gapa continuum model. Theumber of phases, blocks or steps,

their definition and the activities that they include change from one modelaatitbr to

another and, as Fort et al. suggest, itreflécsh e changing nature and u
biosciek e r es ear c h a n(@8ortetlali, 201)c a | medi cine”

Due to the lack of agreement with a clear definition of TR, it is difficult to determine the legal
needs that should be taken into account in this type of research but, following the
GO2Y GAYd2dzYLINRRIBSESR o6& C2NI Sid Ifox 6Farod | yR
as part of this same process of translational research.
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2. 1 Translational research: bridging the gap between knowledge and Aealth.
Gios2 s6F&@ NBFRé YR o6f dZNNSR o062dzyRII NRSa
HOPMOMENT yatl dA2yFf NBASIFENDODK Fa | ai
In the medicalfield, translational research objective is, first of all, to transfer scientific
knowledge from laboratory and po#inical research to clinical research on human subjects

and translate knowledge and advances generated in biomedsearah into positivenpacts
on human health(figure 2)

Benchside

Bedside

Fig2. EUSTM translational medicine model: the community as another ke{Gulas et al.
2015, 88)

It is also entails the necessary steps to move from clinical research to medical practice and
backwards (as@ i 62 6+ & NRIFIRéX AyOfdzRAY3d (GKS NBOJSNES
to research), applying scientific findings to the routine healthcare.

2.1.2 Ethical issues in translational research
1. Safety, integrity, wellbeing of participants

The transfer from bench to bedside is the primary concern in translational research;
nevertheless, researchers and physicians have a duty to protect the interests and welfare of
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research participants/patients, making sure that the safety, integrity antbeiej of
individuals prevails over all other scientific advancements or commercial interests. There is a
need to balance freedom of scientific research against respect for human dignity and human
rights;

2. Risk/benefit proportionality (nemaleficence/leneficence); precaution when potential
risks are higher than possible benefits.

Every research which aims at innovation entails uncertainties and risks, which may be
unpredictable (totally or partially). Many risks related to translational research areaotn

the ones which are likely to be encountered in clinical research; but there may be some
specificities stemming from the goal to foster a fast translation of research results into
innovative strategies for the prevention, diagnosis and treatmenfhadi & a Say GKS af
0SYOK (2 o0SRaARSé¢x LISOdz AFNJ G2 UGNIyatlaazy
risks/benefits in a specific way. This expedited process needs greater precaution and caution

to ensure that the timelines of procedures do not oikr the necessary protection and
risk/benefit proportionality, which must be guaranteed to research participants. When risks

are too high compared to the benefits than can be reached -(pooportionality of
risks/benefits), there is a responsibility e6earchers to stop research (even if requested by
research participants/patients).

Hence, translational research may make the duty of safety for human subjects far more
challenging, especially when moving from preclinical research ténflisiman trials:here

safety issues are central, given that toxicity and adverse effects in humans may occur at very
low doses or at doses that proved to be safe in animals. The degree of uncertainty in research
and, notably at this initial stage of clinical researchnothbe easily overcome, since benefits

or greater than minimal risks for participants deriving from a specific drug can only be
discovered after testing it in trials. However, this can become particularly problematic when
vulnerable population groups arermlled in research (i.e. minors or fertile women). Even if
many guidelines state that vulnerable individuals should be excluded from egfeater
minimal risk clinical trials, some documents stress the need to include them in research, so
they can reap tla benefits of their participation; therefore, despite the fact that vulnerable
human subjects who are unable to consent should never be the first to take part-in-first
human trials, there may be trials where their participation is needed.

In translatimal research, risk is a central factor that has to be considered from an ethical

point of view (see Petrini 2010). In addition to ethical problems common to every knowledge
transfer process (for example identifying principles and values of the reseamnsmbilities

of the various stakeholders, and an ethical oversight), there are some problems that are
ALISOATAO T2NJ GNryatr A2yt NBaSINDODKI GFNRY
Ol &S amY T AANBAG f a4 ¢ @ L y ues ddted tafitsiS-0an TialCareS G KA O €

i risk: in human research the emphasis on advancements in scientific knowledge might prevail over the
protection and the best interest of those who patrticipate in the research;
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1 uncertainty: firstin-man tests presentincertainties, as preclinical research can fail to predict the risks
for humans; it can predict clinical benefits that are not confirmed in humans, as well as risks that do not
exist in humans;

91 safety of research participants: benefits and risks shouthbefully balanced, as the focus of research
Ydzad Ftglea oS 2y GKS LI GASydQa AyaSNBadT

1 YAYAYFEf NRalY RSTAYAYy3a (GKS GKNBakK2fR 2F AaYAYAYLI
populations are involved.

3. Direct and indirect benefits

Scientific research may either have a potential direct benefit for the patient (for instance, the
case of experimental treatments) or a potential indirect benefit deriving from the goal to
obtain a general finding for medical research and subsequentsofoety or certain groups

of persons.

In situations with no direct benefit, the assessment and consideration of risk is of special
importance, notably when research undergoes an accelerated process, as in the context of
translational research: all forms k#search, which are not directly beneficial to the person
concerned are usually only permissible if they bear no risk/burden or only minimal
risk/burden.

This is all the more true when enrolling particularly vulnerable human participants, who
require speil protection by researchers, due to their specific health condition (i.e. pregnant
women) or because they are unable to consent (i.e. minors). However, precautions towards
vulnerable populations, which are necessary in many respects, might also siyifesdrict

the range of research options for the benefit of the groups of persons concerned and
consequently deprive them of adequate opportunities stemming from medical progress.

4. Patientphysician relationship

Another specific aspect of translatainresearch concerns the fact that, unlike clinical
research, it stresses the connection between research and medical practice, highlighting the
importance, from an ethical point of view, of strengthening the degétient relationship, in
ordertofacilii S GKS LI 0ASyidQa dzyRSNEGFYRAY3I 2F (K
gKFG A& NB&ASINDODK yR GKS SEA&GSy0OS 2F LIR&&AO

5. Justice: fair access and rdiscrimination

It is necessary to carry out a fair patieelection, which avoids unacceptable levels of risk,
excluding forms of exploitation of healthy volunteers (or other participants), through undue
inducement or compensation.

6. Integrity of research
Acceleration in translating research results in medicattice does not mean disregarding

the scientific soundness of findings and the reliability of the methods of analysis used to
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obtain such findings; therefore, all forms of research misconduct should be avoided, including
conflicts of interests involvingponsors and those who administer experimental treatments

(i.e. no pressure must be exerted by physicians and researchers, for professional reasons, on
emotionally vulnerable individuals affected by severe, rare ehligatening diseases).

7. Protectim of confidentiality of identifiable medical data (especially when it is used in
different research studies or transferred from medical practice to research).

8. Necessity of an adequate ethical oversight

Devising new ways to face the challenges of trosk research through an adequate
ethical oversight (providing for the participation of many experts, according to the type of
research, in ethics committees) at the laboratory or preclinical research level is equally
crucial, so as to be able to comewiph rigorous safety criteria in making the decision to start
first-in-human clinical trials and to guarantee that the acceleration of processes does not
result in overlooking pivotal ethical issues.

In summary: alongside the undeniable opportunitiekelihto fostering the translation of
laboratory findings into novel preventive, diagnostic and therapeutic options, translational
research equally raises many ethical concerns with regard to guaranteeing an adequate
protection of research participants, thrgh appropriate safety assessments, in ways that
F@2AR 2S2LI NRATAY3 LINIGAOALIYGEAQ KSIFfOGKSE SalL

2.1.3 Informed consent in translational research
In this context, informed consent plays a central and specific role.

People involved in a translational/clinical trial have to understand the exploratory nature of
the study: namely, the fact that it does not have a direct therapeutic objective and that it
entails risks, potential and possible direct or indirect benefitgolunteers misunderstand
this, they provide invalid informed consent.

Effective strategies of risk communication (in terms of accuracy, clarity and understandability,
tailored to different health literacy levels, age/gender and cultural backgroundggware
Syadz2NAy 3 KdzYly &adzoneSotaQ FdzZt FyR ONRGAOIT |
type of research (i.e. with regard to its nature and specific phase) and providing them with the
necessary information to make a conscious decisipariicipating to the study with respect

to the possible consequences of their enrolment, while overcoming misconception barriers
linked to gaps at any stage of the informed consent process.

Respecting the autonomy of participants in translatioesakarch requires an even more
careful and effective handling of the informed consent process, by envisadiifgrentiated
approach to information, adapted to the benefits and risks related to the specific research
study and research phapeovided befoe, during and after the study
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Fostering communication strategies to improve the physioaient relationship is essential

Ay GKAa O2yGSEG oyzilofé Ay Y2@0Ay3 ol Ol 6 NRa
0§KS & OANDdzt I NX dianly fPom tha ghisiatio thie haight butbalé@from the

patient to the physician) and increase health benefits for the community as a whole: for
instance, improving patient communication of possible adverse events related to
experimental or validated rdgs, also after the end of a research study or a medical
treatment.

Whenever new evidence arises, in any phase of research, with regard to specific risks for
research participants, they should be immediately informed and reminded of their right to
revoke consent without any negative consequences in terms of cure and care for them.
Researchers have the duty to fully inform research participants about the nature and extent
of increased risk for their health, in case they decide to stay/remain in the research
Researcher should assure freedom for research participants to withdraw from it at any time,
without any negative consequences.

2.1.4 Analogies and differences between innovative therapies and
translational research

CKSNBE Aa Iy AyObiensed YaSRAFSESRX QR Y SotukeB Bt 0 Sd
using randomized clinical trials to establish the best treatment for the average ptdiémt)
WIWISNBR2Y AT SR YSRAOAYSQ Y2RSt 2NJ WaidNYGATASFE
differences among individual patients or homogeneous groups), even though they are both
currently implemented in clinical practice.

Concerning personalidenedicine, innovative therapies (see hard law and soft law below) can
be placed in the context of blurred boundaries between research and treatment, which is a
common element that these therapies share with translational research.

Innovative therapies dacide with different categories, one of which may fall under
translational research:

Off-label treatment

LO NBFSNER (2 a0KS dzasS 2F (NBI Y Sciértific basigdf OK R A
STFAOI Oe YR G2f SNI oAt A &dndtradltiohal stdodadls o Sy a S
SELISNAYSyYyGFEGA2Y YR dzaS 2F RNHZA&Z aodzi | 2¢
of treatments not yet validated by healthcare regulatory authorities in cases where patients

have a serious pathology withoutlidated therapies or with validated therapies which are

y2iG STFSOUADBSE O6¢KS 9dzNRPLISFY DNRdzZL) 2y 9GKAOa&

Despite this commonality, a number of differences can equally be devised between
innovative therapies and anslational research, when considering the category ofsthe
OFff SR WO2YLI aadaAaz2ylaS dzaSQ 2F RNMHz3a
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 inthiscasel Yy AYyy2@F GABS GKSNI LR Aa alf ySgfte AyiNRRdzOSI
Unlike research, which follows a predetermined cowfsaction set out in a protocol, experimental or
AYYy20FGA3S GKSNI LR Ay@2t@Sa || Y2NB alLlSoOdzZ F dAdS L
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1 non-validated treatments are usuallged as a welhotivated and strictly monitored exception, in front
of a lifethreatening situation or a particularly severe disease and when there are no recognised
effective alternatives in terms of treatments.

1 non-validated treatments are for persorahd nonrepetitive use (e.g., it involves the use of individual
or group treatments).

1 such compassionate use drugs must haveeagonable scientific basis (i.e. data published in
international scientific journals, results on animals and preferably résartigohase tlinical trials).

1 the prescription requires an adequate assessment pgnal of experts, under full transparency
O2yRAGAZ2YAY 6AGK2dzi O2yFtAOla 2F AyGSNBadGsz SyadzN
GNBI GYSy i Qa itNB delailed &xplanation2to/tHe patients of the potential dangers, and
LraarotsS €101 2F oSySFTAadaz a ¢Sttt a GKS RNMzZZAQ

Translational research does not concern exceptional situations involving a single research
participant or patient, whout validated treatments as an alternative, but clinical trials with
cohorts of volunteers, in order to seek and test better therapeutic opportunities.

Innovative therapies may raise a set of ethical problems deriving from the blurred distinction
betweenresearch and treatment:

1 researchers and physicians involved in innovative therapies should focus on fostering theataatbr
relationship and avoiding putting it at risk because of possible conflicts between ensuring developments
in the medical field and protecting the welaof patients, since patients may perceive their role as
being instrumentalised for experimental or professional goals; it may also occur that patients welcome
enthusiastically the possibility to start experimental treatments, while overlooking the asskisey
O2y&aARSNI 1KSaS GKSNILIASE Fa F aflad NBaz2NIlIé 2LIA2
 GKS LI GASyGQa lFoAafAade G2 SELINB&E Fy | OGdzZt Ay¥F2N
condition related to being affected by an incurable anetlifeatening disese;
1 understanding whether there is a duty for health professionals involved in innovative therapies to share
the information regarding positive and negative results of interventions (e.g. this data may be useful for
other patients, who could be informed @it evidencebased benefits and risks, or to improve future
research programs) may become problematic, as well as envisaging ways to implement this duty;
1 equal access to innovative therapies might be another problem (e.g. only those patients that Ypluntari
seek or have access to sources of information on these experimental treatments are likely to rely on
these therapies)
1 health professionals may be put under pressure, because patients constantly request these
experimental treatments, after having colledtinformation on their own.

2.2 Translational research: international recommendations and guidelines
In the International and European soft law, there are no specific regulations regarding
translational medicine (with the only exception of CIOMS).

ClOMSInternational Ethical Guidelines for HedRblated Research Involving Hum@as.6)
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One of the reasons of the revision of CIOMS guidelines is the heightened emgihasis
2002,0n translational research, implementing relas@etween basic research advances and
their use in order to develop new therapies or medical procedures (see Clotdi®ational
Ethical Guidelines for Healtelated Research Involving Huma&ad.6, Preface).

Particularly significarfor translational esearch are:

1 Guideline 4Potential individual benefits and risks of reseattoh Guideline offers criteria to balance
and assess benefits and risks for participants. This is a central aspect for translational research because
translational research hake aim to gain new scientific knowledge, ensuring at the same time research
LI NGAOALI yGaQ al¥Siéed ¢KS DAdZARStAYS NBO2YYSyRa @K
must be evaluated in a twstep process. First, the potential individuahbgits and risks of research
must be evaluated and second, the aggregate risks and potential individual benefits of the entire study
must be assessed and considered appropriated. For research that gyhtdetial individual benefits
for the participantsrisks are acceptable if they are minimized and outweighed in consideration of the
potential benefits for the participant§or research interventions or procedures that offer no potential
individual benefits to participants, the risks must be minimizetiagppropriate in relation to the social
and scientific value of the knowledge to be gained (expected benefits to society from the generalizable
knowledge). The aggregate risks of all research interventions or procedures in a study must be
considered appnoriate in light of the potential individual benefits to participants and the scientific
social value of the researchhe Guidelines underlirthat the assessment of minimal risk must include
cultural factors because different conditions can alter the ipdisg of risk for people involved in the
research (see Commentary on Guideline R¢search ethics committees must be careful in this
assessment to avoid that participamisgroups of participantse exposed to greater risks in research
merely becausehey are poor, members of disadvantaged groups or because their environment
exposes them to greater risks in their daily lives.

1 Guideline 5Choice of control in clinical trialBranslational research involves patients in testing new
therapies or drugs anfbr this reason a control group is needed; this is why this Guideline is relevant for
translational research. As a general rule, the research ethics committee must ensure that research
participants in the control group of a trial of diagnostic, therapewti preventive intervention receive
an established effective intervention. Placebo may be used as a comparator when there are compelling
scientific reasons for using {this is when a trial cannot distinguish an effective intervention from an
ineffective one without using placebo) and when delaying or withholding the established effective
intervention will result in no more than a minor increase above minimal risk to the participant and risks
are minimised.

I Guideline 6,Car i ng for p a reeds this partnregards translaional hresearch as it
underlines that care for research participants must ddequately addresseby researchers and
sponsorsResearchers and sponsors must show care and concern for the health and welfare of study
participants because research with humans often involves interactions that enable researchers to
detect or diagnose health problems during recruitment and the conduct of research; furthermore,
clinical research often involves care and preventive measureaddition to the experimental
interventions. In some cases, participants may continue to need the care or prevention provided during
the research after their participation in the study has ended. This may include access to an
investigational interventiomthat has demonstrated significant beitefThe Guideline recommends to
AyOf dzRS Ay (GKS AYyTF2NX¥YSR O2yaSyid LINRPOSazduingS Ay T 2N
and after the research.

1 Guideline 7Community Engagementhis Guideline concerrsanslational research, as translational
research includes the role of the community. The Guideline recommends hbe¢ should be
community engagement in the design, development, implementation of the informed consent process
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(Guideline 7Community enggemenyj, in order to ensure that documents for informed consent are
understandable and appropriate for potential participants to the research; the Guideline underlines
that the community must not be permitted to insist on including or omitting certaingolares that

could threaten the scientific validity of the research; at the same time, the research team must be
sensitive to cultural norms of communitieim order to support collaborative partnershigsee
Commentary on Guideline 7).

WHO World Reporbn Knowledge for Better Hea(2004)

The document contains references to translational research, considered as a process linking
scientific knowledge to health care and in particular to public health. Translational research is
RSTAYSR | a éappl|ng ideaIh<iphts, and discoveries generated through basic
AOASYUGATAO AYIldzANE (2 GKS GNBFIGYSYd 2N LINBO!
AYLINR @GS KSFHEGKéOD IyYyR OKFLWGSNI n o60a[AYy{1Ay3 NB
orientation about translational research.

The dbcument specifically underlindsat:

9 the culture and practice of health research should go beyond academic institutions and laboratories to
involve health service providers, policymakers, the public and cietysoci

T Ay 2NRSN) G2 NBALRYR Y2NB STFTSOGA@Ste i GKS ylFdAz
health research must be reoriented to strengthen health systemgahglating knowledge into action
to improve public health, besidestracting more investments for more innovative research on health
systems;

I research is essential, but not sufficient, to decide which policies and practices to promote and
AYLE SYSylid ¢KS y2iA2y 2F aly26fSR3IS FT2NJ 0SGGSNI ¢
application and evaluation, and learning from that experience.

INOKIF LJGSNI p 6awSO2YYSYyRFEGAZhAtA YR | OGA2yagdo A

I stronger emphasis should be placed on translating knowledge into actions to improve health thereby
bridging the gap between what is known and what is actually being done;

1 as researchshould inform practice, practice should equallyinform research; one of the key
contributions of research to health systems is the translation of knowledge into actions: to use research
to shape healtlpolicies, health practices apdblic opinion;

91 countries sbuld invest in building national capacity for the ethical review of health research;

i international agencies should consider establishing an international code of conduct for equitable
partnerships in health research.

UNESCO International Bioethics Committee (B&port on Social Responsibility and Health
2010,

From the perspective of Global Health CdABC highlights that "there is a growing gap
between medical knowledge and medical practice, sometimes referredito WR % 2 8 LIQ ®
Millions of people have no access to proper health care. Even in developed countries, many
well established preventive treatments are not used, resulting in complications and
sometimes the need to use more expensive treatments when riénveptable illness actually
occurs. Many effective treatments are frequently underused or misused".
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As mentioned above, improving health requires the application of research, namely of
biomedical sciences: in the "knal®" gap there is the space of trataional research, trying
to join research and clinics and needing ethics guidelines for this scope.

National Institute of Health (NIHBiennial Report of the Direct@0062007

In this document clinical and translational research are considegether, because the two

areas overlap, with translational efforts often focusing on overcoming barriers that impede

the progress of clinical research. MFF F SN&E (G KS F2ff26Ay3 RSTFAYAQ
includes two areas of translation. Onéhis process of applying discoveries generated during
research in the laboratory, and in preclinical studies, to the development of trials and studies

in humans. The second area of translation concerns research aimed at enhancing the
adoption of best praddS& Ay (KS ORefhiialzy unded SubséctiokREsEarch
Objectives, Institutional Clinical and Translational Science A2@&T). It has to recalldtere

that costeffectiveness of prevention and treatment strategies is also an importaniopart
translational science.

Following this definition, NIH considers translational research as divided in two stages:

1 Applying discoveries generated during research in the laboratory to the development of studies in
humans. Such preclinical translationaldstgationsare often carried out using animal models, cell
cultures, samples of human or animal cells, or experimental systems.

9 Taking results &m studies in humans and applythgm to research on enhancing the adoption of best
practices in the community.

Furthermore, in the Translational Science Spectrum (April 2015)ndllides each stage of
research along the path from the biological basis of health and disease to ititargehat
improve the health of individuals and the publicy’ b LI Q& , thaSdisEnttiénOsi A @S
betweendifferent phases, i.e. basic research,-pliaical research, clinical research, clinical
implementation and public health. Basic research seisngirovide clinicians with new tools

that can be used for patients, and clinical researchers make new observations about the
nature and progression of disease that often stimulate basic investigations. Research on new
outreach approaches and tlemsteffectivenessand real world feasibility of prevention and
treatment strategies are important aspects of this endeavor, as they provide the feedback
necessary to ensure the practicality of interventions. Translational research goes beyond
clinical research, iplementing the relation between research and health, including public
health, as mentioned above.

The European Science Foundation (EBflementation of Medical Research in Clinical
Practice 2011

This document explicitly deals with translatioredearch and particularly with the difficulty
to set clear boundaries between basic research and clinical research.
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Ly dGdKAa NBIFNRZ AdG adrasSa dGKFdGY aOftAYyAOFE D
includes bastoriented research, diseaswiented research with animal models, i.e.
translational research, patietriented research and outcome research. The terminology is

varied across Europe and the rest of the world, but in spite of this it is important to stress that

all aspects of biomedical emrch are necessary. Basic oriented research aims to generate
knowledge but may perhaps not be immediately relevant for practical applications in patient

care. Clinical research is described by others only as research protocols involving patients. For
everyone involved in this research area the important thing is that the whole spectrum of
research is essential, from basic, through translational to patieenited research and back
FIAFAY® hyS LINILG Aada AYSTFFSOUADS imRAUKDdzi (G KS 2

LY FTRRAGAZ2YS Ay ' YYSE HoDf2aa8lNBEOUZ Al RSTFAYS
NBaSI NOK FR@FIyOSa Ayd2 LINERdzElGrépeani RdéséarchOl y ¢
Infragructure in Medicine (EATRIBKstIn-Man (FIM) Regulatofyianual(2009)

The document contains regulations concerning Jiedlian trials, according to International

and European guidelines. In Europe, EATRIS one of the most important initiatives in order to
promote translational research is the, encouraged by the European Ssimm EATRIS is a
pan-European infrastructure whose main objective is to facilitate the translation of research
findings into innovative products for the prevention, diagnosis and treatment of diseases of
particular public health significance and ecormimipact.

European Group on Ethics in édcie and New Technologies (EGHatement on Gene
Editing 2016

This document, in addressing the ethically problematic issues surrounding gene editing,
points out how challenging it can be to provide a clearindigbn between basic and
translational research.

Ly GKS O2yGSEG 2F 3ASNXYEAYS 3ISyS Y2RAFAOI GA2
suggested that research with a clinical application, as distinct from basic research, should be
subject to a moratoum. We would be cautious in terms of whether such a daaar

distinction can be made between basic and translational research. Likewise, the blurring of

the lines between clinical applications in pursuit of therapeutic or enhancement goals (albeit
the el KAOFf A&aadzSa LISNIFAYyAy3d G2 SIFIOK YIFé 06S5 R
FY203KSNI LI NI 2F GKS adladSYSydzx GKS 9dz2NRLISIHY
the blurring lines between basic and applied research, some also call for anmarain any

basic research involving human germline gene modification until the regulatory framework is
FR2dza i SR (2 GUKS yS¢g LIRaaArAoAftAGASaE D
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2.2.1 The primary duty of safety for research participants in the leap from
bench to bedside

Firstin man (ord ¥ AnMKEDZY | v € Q trials Mdhhofspecific therapeutic objectiveare one
of the principal means of translational research and are regulated by soft law orientations.

World Medical Associain (WMA), Declaration of Helsinki (1964, current ver3iiB)

The protection of clinical trial subjects is consistent with the principles set out in
the Declaration of Helsinki. In the Declaratitrere is no explicit reference to translational
research Concerning related issues, astfog general duty to protedhe subjects who take
part in medical research (séee Declaration, in particulanticles 4, 6 and 7) and implement
measurego minimizerisk (see articles 168), the Declaration states:

1 while the primary purpose of mediaasearch is to generate new knowledge, this goal can never take
precedence over the rights and interests of individual research subjects (see article 8);

I research on patients or healthy volunteers requires the supervision of a competent and appropriately
qualified physician or other health care professional (see article 12);

1 physicians who combine medical research with medical care should involve their patients in research
only to the extent that this is justified by its potential preventive, diagnostleeoapeutic value and if
the physician has good reason to believe that participation in the research study will not adversely
affect the health of the patients who serve as research subjects (see article 14).

All vulnerable groups and individuals mustpbetected with special consideratipmedical
research with vulnerable groups is only justified if the research is responsive to the health
need or priorities of this group and the research cannot be carried out in-autoerable
group. In additionthe group should stand to benefit from the knowledge, practices or
interventions that result from the research (see articles 19 and 20).

Article 26 of the Declaration states the principle of informed consent, including the right of
the subject to withdraveonsent at any time without reprisal.

International Conference on Harmonisation of Technical Requirements for Registration of
Pharmaceuticals for Human Use (ICH) Guidelines.

ICH Guidelines contain references to research involving human, in particular:

Pharmacovigilance (EZ22F) (1994);

Good Clinical Practice (E6) (1996, amended in 2016);
General Considerations on Clinical Trials (E8) (1997);
Choice of Control Group in Clinical Trials (E10) (2000);
Clinical Trials in Paediatric Population (E11A)2000).

= =4 4 —a -

Guideline E6 describes the responsibilities and expectations of all participants in the conduct
of clinical trials, including investigators, monitors, sponsors and Ethics
Committee/Independent Review Boardn ICH guidance, there are referencestormed
consent but referred to clinical trials in general (informed consent is required and it is a
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process by which a subject voluntarily confirms his or her willingness to participate in a
particular trial, after having been informed of all aspects of the trial that are relevant to the
subject's decision to participate; IC can be oral or written,tamdst be documented).

WHO ,Guidelines for good clinical practice (GCP) for trials on pharmaceutical p(@8988)s

There is no specific referente translational research, biy providing a basis both for the
scientific and ethical integrity of resehr involving human subjects, the Guidelines
recommnend the protectionof the rights and safety of subjeciacluding patients, and that
the investigations bdirected to the advancement of public health objectives. The Guidelines
also recall that the invégator must take appropriate measures to ensure the safety of
clinical trial subjects.

In Annex 1, referring to the DeclarationH#lsinki, the Guidelines encompass orientations
non-therapeutic biomedical research alving human subjects, recallitigat:

1 in the purely scientific application of medical research carried out on a human being, it is the duty of
the physician to remain the protector of the life and health of that person on whom biomedical
research is being carried out.

1 the subjects shald be volunteerseither healthy persons or patients for whom the experimental
designed is not related to the patient's illness.

1 the investigator or the investigating team should discontinue the research if in his/her or their
judgement it may, if contired, be harmful to the individual.

1 in research on man, the interest of science and society should never take precedence over
considerations related to the wellbeing of the subject.

EMA, Guidelineon Strategies to Identify and Mitigate Risks for irstlurman and Clinical
Trials with Investigational Medicinal Prodyu@807 and its first revision (July 2017).

A specific reference on this topic is the E@didelineon Strategies to Identify and Mitigate
Risks for Firah-Human and Clinical Trials with Invgational Medicinal Product2007 and

its first revision (July 2017Jhe revision is intended to further assist stakeholders in the
transition from norclinical to early clinical development and in identifying factors influencing
risk for new investigainal medicinal products.

In the document, strategies for mitigag and managing risks are envisgagettiuding
principles on the calculation of the starting dose to be used in humans, the subsequent dose
escalations, the criteria for maximum dose and the conduct of the trial inclusive of multiple
parts.

The Guideline:

1 recommends that the safety and Wbking of trial subjects (be they patients or healthy volunteers)
should always be the priority and special consideration should be given to characterising risk and
putting in place appropriate strategies to minimise risk;
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I aims to address as far as possithe important issues that may need consideration during the process
of designing a set of studies in a clinical development programme, such as quality aspects, nonclinical
aspects, dosing selection.

The early clinical development of human medicinaldpets has an intrinsic element of
uncertainty in relation to both the possible benefits and risks of a novel drug candidate.
Uncertainty may arise from particular knowledge, or lack thereof, regarding the mode of
action of the Investigational Medical Pratluthe presence or absence of biomarkers, the
nature of the target, the relevance of available animal models and/or findings -clinical

safety studies. In addition, risks may derive from the characteristics of the population to be
studied, whether halthy volunteers or patients, including potential genetic and phenotypic
polymorphisms influencing Pharmacodynamics and Pharmacokinetics. For these reasons,
careful dosing selection of an Investigational Medical Product is a vital element to safeguard
the subjects participating in Firgt-Human and early Clinical Trials. Special attention should
be given to the estimain of the exposuréo be reachedat the initial dose to be used in
humans and to subsequent dose escalations to a predefined maximunctexpexposure.

The expected exposure in humans at a dose to be given, in comparison to the exposure at
which certain effects were observed in animals or earlier in the study in humans, is
considered more relevant than the relative dose levels between &nand humans.

In order to further limit the potential for adverse reactions in humans, safety factors are
generally applied in the calculation of the starting dose in humans. In healthy subjects, safety
factors should take into account potential riskated to: the novelty of the active substance;

its pharmacodynamigsincluding irreversible or long lasting findings and the shape of the
doseresponse curve; the relevance of the animal models used for safety testing; the
characteristics of the safety fimgjs; uncertainties related to the estimation of the MABEL
(minimatanticipatedbiologicaleffect level), PAD (Pharmacologically active dose) and the
expected exposure in humans. Similar considerations apply for the identification of a safe
starting dosen patients. The goal of selecting the starting dose for First In Human/early
Clinical Trials in patients, i.e. where there are no previous data in healthy volunteers, is to
identify a dose that is expected to have a minimal pharmacological effect ard is sae.

The starting dose should also take into account the nature of disease under investigation and
its severity in the patient population included in the Clinical Trials.

In addition, EMA recommends that

9 trials should be designed in a way that optimises the knowledge to be gained from the study without
exposing excessive numbers of subjects while ensuring the safety of participants;

i1 the overall study design should justify the inclusion of each studycpasidering the data each will
provide and the time available for integrated assessment;

1 safety should not be compromised in the interests of speed of acquiring data or for logistical reasons;

9 risk mitigation activities should be proportionate to the degoé uncertainty and the potential risks
identified.
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The choice ofubjects (healthy volunteers as well as patients), among other ranges, gelude

LI GASyGQa loAfAdGe G2 o0SYSTAG FTNRY 20KSNJ LINE
window of thelnvestigational Medical Product, and factors relating to special populations,
including age, gender, ethnicity and genotype(s).

There is no explicit reference to the topic of informed consent inifistiman clinical trials.
But some indicatiommay be implicitly deduced.

Besids risk infirst-in-man trials, there are some others references, related to clinical trials in
generajthat can be useful orientations regarding the protection of those who take part in the
research.

The Council of Eurep (Steering Committee on Bioethic§uide for Research Ethics
Committee Member&010)

Although it does not refers explicitly to translational research orifistman trials, the
document is an important reference regarding ethical issues relatetbtoebical research

and in particular the connection between research and the community, as we briefly recall
here:

9 research involving humans must justify the proposal to conduct the research in human beings and this
not only as far as the researchhasthd Y 2F AYLINR GAyYy 3 LIS2L) SQa KSI f (K
results cannot reasonably be obtained by other means, for example by mathematical modelling or
research in animals;

1 researchers who plan to recruit healthy volunteers must abide by the geettriahl principles
pertaining to biomedical research;

1 the Research Ethics Committee must be satisfied that the research will entail no more than acceptable
risk and acceptable burden for those participants. For safety reasons, it is advisable to hestrict t
number of participations for each individual volunteer;

1 for any biomedical research involving human beings, the researchers must ensure that the risks and
burdens of research participation are not disproportionate to any potential benefits. Riskarded b
should always be minimised;

1 biomedical research involving interventions must not be allowed to proceed unless the potential
research participant has given his or her consent. Conserst be informed, and freely given
(requirements that stem from the ethical principle of autonomy).

EGEStatement on the Proposal for a Regulation of the European Parliament and the Council
on Clinical Trials on Medicinal Products for Human Use, aralingpBirective 2001/20/EC
(COM 2012) 369 fin§2013)

In the document there are no explicit reference to translational research, but it recommends
independent multidisciplinary ethical evaluation of clinical trial proposal, in order to safeguard
the interest of clinical trials involving vulnerable groups, children, incapacitated persons,
patients with mental illness, and research in emergency situations.
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We can notice here that in the perspective of translational medicine, linking biomedical
research to lnical trials, the relation between a researcher (one or more) and the patient
gets more and more importance so that it could be needed further development on it.

EGEThe ethical implications of new health technologies and citizen partici(2Qibb)

Soecial attention should be given also to the new forms of engagement of the community and

of citizen in science and in biomedical researgferring to the increasing direct involvement

of citizens in science and medicine due to the emerging use of tece® in personal

health, EGE recommends that care should be taken when using terms such as citizen
GSyYy3AFASYSyGéeés aAy@2t @SYSyidé |yR aLI NIOAOALI (A
a form of branding for activities or endeavors where altereatnerests (such as financial,

for example) dominate; second, because an overriding focus on empowering potential of
engagement (while certainly warranting investigation) can draw attention from the double

edged nature of citizen involvement, which carigsks of exploitation, manipulation and

control.

Regarding experimental care and therapies, in the EGE document are explained the
characteristics of some phenomena that are blurring phenomena with some differences and
analogies:

 Thesedl ff SR a02YLI aar2yl S dzaSé¢ 2-Fliddedtrhtments ok S S E LIN
personal and single use. Compassionate care is not an alternative to the consolidate paths of
pharmacological trial approved in the scientific community, rathier an exception, for particular
situations.

1 Off-label treatment: it refers to the use of treatments in a way that differs from those authorized, with a
scientific basis of efficacy and tolerability. It does not oppose traditional standards of exypatione
and use of drugs, but allows, exceptionally, under medical control, the use of treatments not yet
validated by healthcare regulatory authorities in cases where patients have a serious pathology without
validate therapies or with validated theraptbat are not effective.

1 ¢KS aSELIYRSR I 00Saaé¢ (2 GNBFGYSyday AdG LISN¥YAGa |
vaccines in situations where no other effective treatment is available and in conditions of emergency,
for individual and socialealth.

These three phenomena are all related to particular situations, and this shows the difference
GAGK GNIXyatlraA2ylf YSRAOAYSI gKAOK 2NRAYI NE
YR 0SRAARS¢I Ay 2NRSNI G2 @It ARFGS GKSNILASA

2.3 Informed consent in clinical/translational research: EU hard law regulations

In the European legal framewotkere is no specific regulation on translational research, but
there ae EU regulations on the categories to which translational research applies and which
can be referred to analogically. Clinical Trials Regulation (No. 536/2014hekens no
explicit mention oftranslational research, implicitly promotes translatiomaearch, aiming

to simplify, accelerate and harmonise the procedures of clinical trials in the European Union.

1. Low interventional clinical trial.
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The Regulation streamlines the rules for clinical trials across Europe, also introducing
simplified rulesfor socalled 'lowintervention clinical trial', providing for authorized
medicines or use ofaibel in the presence of published scientific evidence on efficacy and
safety. The starting point of European regulatory measures remains that all cliniczd studi
human beings must be conducted in a way that assures their protection. The quality, safety
and efficacy has already been assessed in the course of the marketing authorisation
procedure and the intervention poses only very limited the additionaltwigke subject
compared to normal clinical practice. The Regulation adds this new category of clinical trial to
accelerate process for clinical trials in line with idea to promote translational research.

2. Clinical studies as interventional studies, andriméal consent.

¢KS wS3dzA I GA2y SadlofArakSa OGKFd WOt AYyAOFft a&af
intended to discover the clinical, pharmacological or other pharmacodynamic effects of a
medicinal product; or to identify any adverse reactions;to study the absorption,
distribution, metabolism and excretion. Its aim must be ascertaining the safety and efficacy of
those medicinal products (see article 2). The Clinical Trial Regulation also explains that a
WOt AYAOFf NI éredthededs ant assiyinent af@he subjectitalzRiBerapetic
strategy is decided in advance and does not fall within normal clinical practice of a Member
State (see article 2). The Member States must take the measures necessary to ensure a
proper procedure dr commencement of a clinical trial and to ensure protection to
participants involved in a clinical trial. The Regulation introduced different risk categories for
clinical trials.

Clinical trials are interventionsiudies. In interventional studigsarticipants are assigned to
receive one or more interventions so that researchers can evaluate the effects of the
interventions on biomedical or healtblated outcomes. The assignments are determined by
the study protocol. Participants may receive diagnoshierapeutic, or other types of
interventions. For this type of clinical trials, the Clinical Trial Regulation provide for an
informed, expressed, written consent. The informed consent process for clinical trials requires
communication of study risks anerefits by the consent administrator so that potential
research participants can decide whether or not to participate.

The assessment of the risks and benefits comprehension is a critical component of regulatory
requirements for clinical trials conduct.

3. Non interventional studies and informed consent

NonrA Y G SNIBSY GA2y Il f GNAFE YSIya | addzRé a2d§KSN
Trials Regulation (see article 1) does not apply toim@nventional studies, where the
medicinal produds) is (are) prescribed in the usual manner in accordance with the terms of

the marketing authorisation. The reason for excluding-interventional trials from the

scope of the European Regulation is that these trials are typically of a lower risk than
interventional clinical trials.
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Nevertheless, the information collected in clinical practice can become new scientific
hypothesis in laboratory. In this sense, it includes the concept of translational research as a
practice of transferring scientific knowllge from clinical practice to laboratory. Whereas in
phase 14 clinical trials the efficacy of an investigational product is explored in a patient
population which has been selected according to inclusion and exclusion criteria,-in non
interventional triad patients are treated under real life conditions to investigate the
effectiveness of a drug.

4. Data base, pharmacovigilance and publication of results.

In the context of a clinical trial, the European Medicines Agency established by Regulation
(EC) No 26/2004 (amended by EU Regulation No. 1394/2007) sets up an electronic database

for the reporting of suspected unexpected serious adverse reactions by the sponsor. This
database is a module of the database referred to in Article 24 of Regulation (E©G)2004 2

O0KS WI9dzRNI GAIAE YOS RIEGFOFASQO® 9dzZRNF YI NJ
summary clinical trial results will be made publicly available through the EU Clinical Trials
Register. The investigator must report to the sponsor all seriotersel events occurring to

subjects treated by him or her in the clinical trial.

Regulatory profiles relevant to the results of the clinical trial is very important, because the
failure to publish the results of the research would violate the contract théhpatient
SaitlotAaKSR gAGK GKS AYyF2NX¥SR O02yaSyidd CdzNI |
promoted by health services based on the results of clinical research.

Hbdodm tFNIAOALI yiaQ NBONHAGYSYd FyR

In every clinical research is necessary to define exactly which patients are eligible. The main

objective is to ensure that patients in the trial can be (in case of non direct benefit) a

representative sample of some future category of patients to which research results can be
applied.

Eligibility or inclusion criteria are the characteristic required for participation in a clinical trial
(for example, age or sex). Exclusion criteria are the characteristics that mean that subject
should not participate in a particular clinit@l. Depending on the type of trial and its phase,

the research team will offer participating only to certain patients and will not enrol others.

1. Design of the study and protocol

Previously the Clinical Trials Directive (No. 2001/20/EC) and then ftlcal Qliral Regulation

(No. 536/2014) explain that the objective, methodology, statistical considerations and
organization of a trial must be described in a protocol. More specifically, the Directive
2005/28/EC, which lays down provisions to be applieduestigational medicinal products

for human useaffirms that the protocol must provide for the definition of inclusion and
exclusion of subjects participating in a clinical trial, monitoring and publication policy (see

46



article 4). The data relating to thelinical trial must be clearly expressed to ensure
transparency of the study.

The Clinical Trials Regulation (No. 536/2014) specifies that details of each clinical trial must be
contained in the protocol. Annex | specifies that the protocol must destr#ebjective,
methodology, purpose and organisation of the clinical trial and it must include details of
clinical trial.In particular, in the protocol must be indicated: a description of the subjects
participating in the clinical trial (including subgeetith specific needs, for example, age,
gender, participation of healthy volunteers, subjects with rare and ultra rare diseases); a
description of the subject inclusion and exclusion criteria; a justification for the gender and
age allocation of subject&@lso if a specific gender or age group is excluded from or
underrepresented).

The general principle is that a clinical trial may be conducted only where the anticipated
benefits to the subjects or to public health justify the foreseeable risks and imiemves.

2. Specific gender provisions

The Clinical Trials Regulation (No. 536/2014) provides for specific provisions for pregnant or
breastfeeding women participating in clinical trials, in particular when the clinical trial does
not have the potential toqpduce results of direct benefit to her (or to her embryo, foetus or
child).

More specifically, a clinical trial on the pregnant or breastfeeding woman may be conducted
only if it poses a minimal risk and burden to, and imposes a minimal burden on,ghargre

or breastfeeding woman concerned, her embryo, foetus or child (see article 33). Clinical trial
on these vulnerable women can be conducted also if it does not have the potential to
produce results of direct benefit to her or to her embryo, foetushdd after birth.

3. Minors and informed consent

With regards to minors, the Regulation specifies that clinical trial may be conducted if there
are scientific grounds for expecting that participation in the clinical trial will produce a direct
benefit for theminor concerned outweighing the risks and burdens; or some benefit for the
population represented (indirect benefit) by the minor and a minimal risk to the minor
involved.

Clinical research in minors is now extended from direct benefit for the inditadoehefit for
the group of patients. Parents have an important role. They have to be fully involved in the
informed consent process and to feel that they are sufficiently informed.

The Regulation (EU) No. 536/2014 sets out general rules on clinical duals/ithout
specifying the clinical trials on vaccinations.
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2.3.2 Obtaining informed consent

Informed consent is the process that applies to each communication to participants, from the
recruitment to the conclusion of the study. It contains an expianaif the purposes of the
research and the expected duration of the subject's participation, a description of the
procedures to be followed, and it describes the obligation of the investigator to inform the
subject about benefits and risks of the studye Thformed consent can be seen as a contract
at the base of relationship between investigator and patient.

1 Sponsor authorization request. The Clinical Trials Regulation (No. 536/2014) specifies that before
commencing any clinical trial, the sponsor maestrequired to submit a valid request for authorisation
to the competent authority of the Member State in which the sponsor plans to conduct the clinical trial.
The sponsor must not start a clinical trial until the Ethics Committee has issued a favapirabie

1 Role of the ethical committee. The responsibility of the ethics committee is to protect the rights, safety
and wellbeing of human subjects involved in a trial and to provide public assurance of that protection.
The ethics committee expressesa@ginion on the trial protocol, the suitability of the investigators and
the adequacy of facilities, and on the methods and documents to be used to inform trial subjects and
obtain their informed consent. All clinical trials must always be preceded byadgiharmacological
and toxicological tests.

1 Phases of trial. Preclinical research is not done with people, but it involves laboratory studies (in vitro)
and tests on animals. This step of the study includes an investigation of the possible toxic and/or
teratogenic effects. Functions of the physiological systems are investigated, and the investigator must
provide a general pharmacological characterization of the drug, with particular reference to adverse
reactions (Pharmacodynamics).

After preclinical stuéis that provide evidence of safety, the substance is at first tested in
trials involving healthy human volunteers. Since 1940s, the scientific community has drawn up
a distinction in phases of clinical research, which is accepted by European laws.

2.3.3 hformed consent in phases | to lll

Depending on the phase and the object of the clinical trials, the level of risk and its
communication change. Informed consent must be obtained before procedures and
treatments are performed.

1. Informed consent in phase I.

The patients involved in Phase | have significant possibilities to experiment serious side
effects. They must be adequately informed before they consent to participate. The duty of
investigators to inform in this stage is vestyict. Phase | studies assess the safety and
tolerance of a drugrlhis initial phase of testing includes a small number of healthy volunteers
(20 to 100). The study is designed to determine the effects of the drug on humans including
how it is absorbedybthe subject. In this step side effects are analysed.

The process of patient recruitment and informed consent is governed by laws to ensure the
rights, safety, and welleing of participants. Previously the Directive 2001/20/EC and then
the Regulation (BQNo. 536/2014 establish that it is necessary to make provision for the
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monitoring of adverse reactions occurring during the clinical trials using Community
surveillance procedures in order to ensure the immediate cessation of any clinical trial in
which tere is an unacceptable level of risk.

Legal requirements are honesty regarding the nature of participation in clinical research and
honesty regarding the level of the risk. Science and experimentation must demonstrate
formal, ethical and methodological rcectness.Patients involved in the clinical trial must
represent the future category of subjects to whom the drug can be administered, but women
and children are usually excluded from this phase of experimentation.

The Regulation (EU) No 536/2014 on adihirials of medicinal products for human use
introduced requirements for taking account of gender in trials, but the procedure is to involve
only men in the first phase of clinical trials, with particular attention to life expectancy,
performance statuand organ function.

Concerning the inclusion criteria to participate in a clinical trial, the European Parliament,
with the resolution of 14 February 2017 on promoting gender equality in mental health and
clinical research (2016/2096(INI)), calls on trearder States, when applying Regulation (EU)
No 536/2014, to use a methodological approach for clinical trials. This approach would
guarantee an adequate representation of men and women.

2. Informed consent in phase II.

Phase Il is need to confirm drug hhgrapeutic effect, to determine optimal dose, to
determine correct frequency dosing. This second phase involves up to several hundred
patients. Most phase Il studies are randomized trials where one group of patients receives the
experimental drug, whila second "control" group receives a standard treatment or placebo.
Often these studies are "blinded": neither the patients nor the researchers know who has
received the experimental drug.

3. Informed consent in Phase Il

Phase 1l compares the effects afnew treatment with standard treatment, finding out
efficacy of the drug and effects or risks and safety in the long term. It is required a large
number of volunteers/ patients (several hundred or thousand) to provide significant clinical
and statisticapower. Concerning phase Il and phase Il of clinic trials, gender anelatgd
aspects are not addressed and there are no specific legal provisions about obtaining informed
consent in these steps.

2.3.4 Phase IV: informed consent and pharmacovigilance

CNRBY [/ fAYAOFft ¢NRAIf & -inteSehtimbal siudies yn@estigatd Y aNBusIS O G A
aspects of drug use including efficacy and safety under real life conditions. Phase IV of clinical
trials studies the drug after it has received a Product Licencdrug marketed.
Pharmacovigilance is the field of public health research that studies the effects of medicinal
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products in large populations. The specific objective of this stage is to evaluate drug's long
term effectiveness and impact on a patient's Igyaf life. In this sens@harmacovigilance is

nor interventional researchlThe informed consent is also necessary for-interventional
studies. The content of informed consent in phase IV of clinical trials is different compared to
that of earlier nases, but participant's participation remains informed and voluntary.

The European legal framework of pharmacovigilance for medicines for human use marketed
within the EU is provided for in Regulation (EU) No. 726/2004, as amended by Regulation (EU)
No. 1235/2010, and in the Directive 2001/83/EC, as amended by Directive 2001/84/EC. Title
IV of Directive 2001/83/EC of the European Parliament and of the Council of 6 November
2001 on the Community code relating to medicinal products for human use contains the
provisions applied for the authorisation for the manufacture of medicinal products as part of
the requirements needed for the application for a marketing authorisation. The marketing
authorization rules guarantee the quality assessment. The competenoraytiof the
Member State issues manufacturing authorization. Pharmacovigilance in also governed by
Commission Implementing Regulation (EU) No. 520/2012.

This body of legislation aimgo strengthen publichealth throughimproved prevention,
detection and assessmentof adversereactions. New legislation for pharmacovigilance is
supported by a new guidance on good pharmacovigilance practices (GVP), a new set of
guidelines for the conduct of pharmacovigilance in the EU. The pharmacovigilance legal
requirementsand GVP apply to all medicinal products authorised in the EU, whether centrally
or nationally authorised. While risk proportionality underpins the new legislation, the
requirements are generally the same for different types of product.

Pharmacovigilances i an essential part of pharmaceutical product development and
commercialization All safety aspects must be monitored properly through a systematic
approach. Benefit and risk must be continually assessed as more is learned about the product
through its use.

1 Informed consent, in phase IV, essentially comprises a data privacy classeardh no additional
diagnostic tests or invasive procedures. pagents should report adversirug reactions directlyto
the national competent authorities. The Regulation No. 726/2004 affirms that patients should be
encouraged to communicate any adserreaction to healttare professionals. The Regulation
establishes that each Member State must ensure that all suspected serious adverse reactions occurring
to a medicinal product are recorded and reported promptly to the Agency and the marketing
authorisation holder (article 25). The Agency then forward the information to the national
pharmacovigilance systems set up in accordance with Article 102 of Directive 2001/83/EC.

1 The RegulatiofEC)No 726/2004 introduced a number of further criteria inregard to patient
information, such as: theequirementto publish apublic assessmenteport, includinga userfriendly
summary of product characteristics; the basis for access to information on pharmacovigilance and
clinical trials; thereationof a databas®n medicinalproductsaccessibld¢o the generalpublic.

1 If the medicinal product is already authorized in other countries, information must be given in respect
of adverse drug reactions of the medicinal product concerned.

50



1 In the case of vaccines already authed in other countries, information on the monitoring of
vaccinated subjects to evaluate the prevalence of the disease in question as compared to non
vaccinated subjects must be submitted, if available.

1 These legal requirements established by the afemioned European laws apply for clinical trials in
general and they are not specific for translational research or for vaccines.

2.3.5. Multicultural and gender issues with regard to informed consent in
translational/clinical research

Comprehension andommunication are keys aspects of the informed consent process. An
informed choice concerning research participation depends upon a clear understanding of
the potential risks and harms associated with the study.

In the European legal framework there arespecific legal provisions on informed consent in
translational/clinical research with particular regard to multicultural and gender issues, as
patterns which influence understanding process. Howeaegulatory measures that govern

the obtaining of inforrad consent for research are focused on ensuring that research is
conducted in an ethical manner and in respect for individual preferences and dignity. Laws
specify that the informed consent process must be communicated in a meaningful manner to
individualsespecially to vulnerable people.

In particular,the Regulation (EU) No. 536/14 affirms that the information given to the subject
for the purposes of obtaining his or her informed consent must be "comprehensive, concise,
clear, relevant, and understandeltio a layperson”. The Regulation stresses the importance
of the communication and understanding process in clinical trial, but it seems to
underestimate the different processes of communication and information for women rather
than men.

At the levelof the EU,the LisbonTreaty,whichwasadoptedin December 200and entered

into force on 1 December2009, hasreiterated that respect for human rights is one of the
values on which the EU is founded. The competence of the EU in the field of public health is
primaily a national matter, in linevith the principle ofterritoriality. Article 168 of the
Consolidated Treaty, which is concerned with public health, encourages EU member states to
establish guidelines, share best practices, and establish systems for monitoring and
evaluation. The Treaty also gives legally binding forceet€liarter of Fundamental Rights of

the European Union. The Charter sets out the right of everyone to access preventive health
care and to benefit from medical treatment.

Many factors can interact in the communication process and influence the rightdssacc
health care, for example ethnic, cultural, social, religious patterns. Understanding process can
be also influence by elements, such as health literacy, or sociocultural background of subjects
involved in clinical research. The European objectiveusgdmember States to improve the
communication process in the health field.
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2.4 National regulations on translational research

AUSTRIA

Soft law

There are no specific guidelines or recommendations dealing explicitly with icaredlat
researchHowever, some documentplicitly refer to it offering an ethical framework and
indications, also related to informed consent.

Austrian Bioethics Commission, Opinion Re&search on persons without the capacity to
conseri—with special consideration of tkencept of risk2013)

The document highlights some important psinelated to translational research and
informed consent:

1. the importance of medical research thmets led to asignificant increase in diagnostic and
therapeutic possibilities for thereatment of dseasesEven if not explicitly mentioned in the
document, it is possible to assert that translational research is of paramount importance to
achieve breakthrough therapeutic results (from bench to bedside).

2. the relevance of the clinicedsearch on humans and the necessity of autonomy and self
determination of the patients involved in trials as a central element in the ethical assessment
of clinical research projects

3. the involvement in research of particularly vulnerable subjects,asuohinors, who due to

their legal status, and until they reach cognitive faculty and capacity of judgment, are unable
to give consent to treatment or research procedures. The Commission underlines how this
may become problematic, since research is oriéntewards the future and therefore
contains a certain level ohcertainty. For instance, many research tasks, when comparing
different treatment options, researchers start from an hypothesis, which means they must be
uncertain whether the new treatmennethod under evaluation is better than other ones
already validated (equipoise). The goal of research is to gain scientific certainty with regard to
efficacy, tolerability and safety of treatment methods, thus providing proven therapies to
future patientsafflicted with the same disease.

4. Research of novel treaent methods merely builds on a scientific hypothesis, which after

a certain phase of research also needs to be tested on human patients. In addition, the
collection of body fluids and tissueshieh does not harm the physical integrity of the
individual patient may also be necessary for gaining knowledge and developing new
GKSNI LIASas LRaAy3ad SHGKAOFE AaadzsSa 2F LINAGJE Od
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outcome of research isincontrastz (G KS 3ISySNIfte Oly26ftSRISR
an implicit reference to translational research.

Thedocument distinguishes theurative treatmentcurative attemptand scientific research
project

& Leyrative treatmentfocus is on the indiA Rdz £ Qa ¢St fo6SAy3Id ¢KS Lidz
AYLINR @GS (GKS AYRAQGARdzZ ft Qa KSFfGK O2yRAGAZ2Y oF

Thecurative attempthas a similar purpose, but here the treatment is based on methods not

yet standardised. It iapplied when established standardised methods have shown to be
ineffective and there are no established standards for the new methods. However, the sole
LJdzN1J2 &S 2F OGNBFGYSyd A& (G2 AYLINRBOGS (GKS AYRAQ

Medicattherapeutic inteventions in the framework dcientific research projecsgrve for

the systematic review of hypotheses, such as the comparison of two principally effective
substances, in order to be able to exactly determine which of the two is superior or inferior to
the other one. One purpose is to provide treatment for a certain condition (potential direct

benefit for the patient), the other is to obtain a general finding for medical research and

subsequently for society or certain groups of persons (potential itidired Sy SFA (0 ®¢

Despite not being explicitly mentioned in this document, these distinctions can help us
understand how NI yaf I A2y £ NI & $H NO KNRAd RE2 YERNRIY ©Bg
bedside and back), creating blurred boundaries between steps (pertéonitigical research

and medical practice).

5. Here the informed consent process has a pivotal role in ensuring effective ishefit
communication between researchers/physicians and patients, in order to avoid therapeutic
misconception with respect to an overestimation of envisaged benefits defirony
undergoing such interventions.

In the context of a curative treatment, the potential direct benefit of a medical inteoveis

prerequisite to the justification of any medical intervention. This principle can also apply to
curative attempts, whichre performed when all conventional medical therapies have failed.
Curative attempts are thus also applicable to groups of subjects unable to give consent, as
f2y3 a GKS AYOISNBSYylGAz2y KIFa GKS az2ftS AydaSy
can be assumed that it would be the presumed will of the person concerned. In scientific
research, a potential direct benefit also plays a key role in the ethical evaluation of the trial.

¢tKSYy> OGKSNB |NB OFasSa 27F &3 NP obendfitdsDof Girécilyd NI & ¢
related to the person concerned, but to the group of persons to which the individual belongs.

It may only relate to persons afflicted with the same disease or disorder, but it may also
include all persons in the me age categorcofding to the Austrian Bioethics Commission,
GFNRY |y SGKAOFE LISNBLSOGADGST GKS LINARYOALX S
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persons without capacity to consent also in cases where no direct benefit is to be expected.
This is of particulamportance in research projects on infants, which are regarded as urgently
needed, and which would otherwise not be possible. The broader concept of social value
assumes importance to identify whether a certain research project can be regarded as
valuablel 2 A LISOATAO 3INRdzLJA 2F LIS2LX S 2N a20ASi0¢8

6. However, there is general agreement that in situations with no direct benefit, the
FaaSaaySyid FyR O2yaARSNIGAZ2Y 2F NR&aAl Aa 27
are not directly benefial to the person concerned are usually only permissible if they bear no

risk or only minimal risk. For this reason, it is essential to search for objective criteria, which
FIOAEAGIGS | aFFS FYR dzy A F2N)Y N anteredts@andS & a4 Y Sy
protection of persons involved in research studies raises a particular ethical challenge,
especially when enrolling particularly vulnerable human participants, who require special
protection by society.

But these precautions, which are neaysin many respects, also significantly limit the range
of research options for the benefit of the groups of persons concerned and consequently
deprive them of their adequate share in medical progress.

6. The role of ethics committees. The Commissiod ¥ Sy R4 G KI G GaNBt SGt y
regard to research projects with no or minimal risk and no or minimal burden should apply to

all groups of persons, including those who are able to give consent. In any case, researchers
shall demonstrate and the compett research ethics committee, in its usual review, shall
evaluate whether or not a research project fulfils the aforementioned criteria (no/ minimal
NAa]l FYR YAYAYlFf 0dz2NRSYU ¢S Hualityanddes Kbsearégh, LINE O
which is cruall for the development of new and better therapies.

It also suggests to generally provide a clear definition ofvietdéions with no or minimal risk

FYR GK2aS gA0K y2 2N YAYAYIlty 20 daNINRYS vy R yRISSNA
(i.e. epidenological studies, followp evaluation of data available from-patient stays

without further intervention,compilation of patient history dat@pompilation of parameters

for the assessment of quality of life (i.e. pain assessment, dietary assessmgnhcgtc.

invasive collection of other material to be examined (saliva, hair), use of surplus examination
materials gathered during a diagnostic/therapeutic routine chggk ultrasound
examinations etc.); as well as a selection of minimakisknal burdeninterventions (i.e.

hearing and eye tests, venous or capillary blood sampling by finger or heeupgdiniction

tests,digital noninvasive imaging techniques (e.g. chesty, etc).

There is no reference to multicultural issues in translatia@saarch.

Ethics Commission of the Medical University of Vienna
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As for informed consent in clinical trials, the published on its official website a standard
version of informed consent in clinical studies and the necessary content to be included in the
patient information, encompassing the following requirements:

Accurate description of the goal of the clinical trial

lllustration of alternative treatments

Structure of the clinical trial

Type of drug/medical device to be tested

Indication of possible benefideriving from participation in the clinical trial

Description of any risks, burdens or expected side effects

Clarifying whether concomitant medication would be necessary

Indication of any changes in daily life needed due to participation

Providing cleainformation about what to do, if symptoms, side effects or complications occur
Explaining whether women of childbearing potential can be enrolled in the clinical trials and if a
pregnancy test is required

Description of existing conditions under which tlisical trial will be ended prematurely
Indication of any costs or reimbursement for participation

Mentioning the possibility for further questions to arise specifically linked to the clinical trial
Indication of other sources of information concerningicél trial enrolments

Specifying whether other physicians should be inforofeatie participation

Inclusion of abstract of the information sheet
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Hard law

1. Legal framework. In Austria no single legislation covers all biomedical research. Several
different acts regulate different aspects, although some of them are not covered by special
regulation and generally accepted legal principles apply.main acts concerning biomedical
research are thérug Act(Arzneimittelgesetz) 1983, which has beereaded on several
occasions (for clinical trials with a dru\MG 842 applies) and thdedical Devices Act
(Medizinproduktegesetz) 1996. General legal principles regarding informed consent to
research on human beings require that involved subjects bemefbrabout purposes,
alternatives, nature, risks, burdens and benefits of the procedure; subjects must be provided
with information about insurance and reimbursement policies.

2. Translational research. There are no specific regulations regarding traaslatinical
research, as it is under the regulation of drug trials. Neverthelessntesaentional studies

can be carried out if restricted to the framework of routine medical practice, thus linking
clinical research and clinical practice. This meamas$ the medicinal product must be
prescribed in the usual manner in accordance with the terms of the marketing authorisation,
no additional diagnostic or monitoring procedures shall be applied to the patients and
epidemiological methods shall be used fae #inalysis of collected data. According to § 2 of
the National Regulation on the Reporting Obligations foriNnventional Studies, BGBI. Il

Nr. 180/2010, amended by BGBI. II Nr. 484/2012, a patient participating in -a non
interventional study must be fiormed about his/her participation by the treating physician.
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However, a patient information document and written informed consent is currently not
required by law in this case.

3. Compassionate use. The@d f f SR aO2Y LI daA2yl (&lyamesSdo oG KI
not already validated treatments in a single patient or limited group of patients) is permitted

by AMG 8a in case of unauthorized medicinal products for human use, indicated for acquired
immune deficiency syndrome, viral diseases, cancemodegenerative disorder, diabetes,
auto-immune diseases and other immune dysfunctions. Informed consent is required and
patients must be informed about the contrast and the blurred distinction between the
therapeutic purpose and the goal of obtaining newowledge through the treatment. The

Authority involved is Austrian Federal Office for SafetyHaalth Care (Bundesamt fir
Sicherheit im Gesundheitswesen, BASG).

4. Gender and multiculturalism. Clinical trials of drugs on fertile women may only be
conduced or continued if pregnancy is ruled out by a negative pregnancy test carried out
before and at regular intervals during the clinical trial. In the interests of protecting women
and the foetus, a clinical trial of a medicinal product may only be camtednoa pregnant
woman if the aim is to achieve a direct benefit for the pregnant woman or the unborn child
(AMG Section 44). Concerning the valid informed consent process, gender and cultural
differences are not explicitly taken into account in the d@ébimiof legal requirements about
information provided and consent recording. Nevertheless, adequate and clear information
must be given to the subjects involved, assessing that it has been understood. Thus,
translation and cultural mediatianay be used as means to fulfibse legal requirements.

FRANCE

Soft law

French National Institute of Health and Medical Research

Even if guidelines are missing on the subject of translational research, the French National
Institute of Health and MedicdResearch (INSERM) devotes consideration to the clinical
evaluation of the safety and efficacy of a new medicinal product, recalling the different and
successive phases through which it is carried out (each gives rise to a different trial):

1 Phase | is conttted on a small group of healthy volunteers or patient volunteers, depending on the
agent evaluated. This involves testing it in humans for the first time, in order to study its fate in the
body over time (kinetics) and to assess its toxicity.

1 Phase llIsi carried out in patient volunteers. The goal is to determine the safety and efficacy of the
agent. An initial step verifies the minimum effective dose, for which minor or no adverse reactions are
observed. This dose will subsequently be administered @©ta0300 patients (insofar as possible,
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according to the frequency for the target disease), with the purpose of investigating any therapeutic
benefit.

1 Phase lll evaluates the therapeutic benefit of the medicinal product on a much larger number of
patients from a few hundred to several thousand, for very common disorders, such as hypertension.
The volunteers are usually split into two groups to compare the efficacy of the candidate medicinal
product with a reference treatment (if one exists) or placeboe{aral substance). At the end of these
trials, and based on their results, the health authorities decide whether or not to grant marketing
authorization (MA) for the investigational medicinal product.

1 Phase IV: it is meant to monitor the letegm use ofthe medicinal product, under actual conditions of
use, so as to detect any rare adverse reactions, delayed complications or even prescription bias or
improper use.

1 INSERM recalls that human research must meet numerous organizational and ethical oriteoléed
by law, to guarantee the safety of participants. This system is based on extensive thinking, aiming to
protect persons taking part in research, whoever they may be (minors, protected adults, adults,
patients or vulnerable persons, healthy volers, together with their data and biological specimens
(blood, tissue, organs). The interests of these individuals must always prevail over scientific and social
interests.

91 Inorder for a clinical trial to start in France, the investigator must:

i1 receive davourable opinion from an ethical research committees and an authorization from the French
National Agency for Medicines and Health Products Safety

1 inform the individuals invited to participate in the research on the study objectives, its methodology,
the expected benefits, obligations and foreseeable risks, their right to refuse to take part in the study
and to withdraw their consent at any time, therefore having the opportunity to end their participation
in the study without any ensuing impact on tHeiiure care

1 obtain written informed consent from persons agreeing to take part in the study, and ensure that they
fully understand the information provided.

Moreover, INSERM works closely with patient associations to include them in the expert
appraisalprocess for clinical research projects on human subjects. The Institute asks them to
review the information leaflets and consent forms intended for volunteers invited to take part
in these trials. Since 2007, the INSERM College of Reviewers associasistingoof 70
patient representatives, has primarily aimed to ensure that the information leaflet and
consent form are clear, accessible and comprehensive.

As a sponsor, INSERM has recently committed, by signing a policy promoted by the World
Health Orgaization, to disclose the resultsvhatever their nature of trials on medicinal
products for which it acts as sponsor. The Institute offers guidance to scientists in this
process, so as to promote scientific knowledge sharing to make progress in palticand
contribute to greater transparency in medical research.

The French National Consultative Ethics Committee for Health and Life Sciences (CCNE)
Opinion N° 73 on Phase | Studies in Cancer@00¥%)

The French Committee defines Phase | studiegs @K S FANRG OGNRIFfa Ay@g2f
following experimentation with animals; they are an essential step before any new molecule

is put to useTheir main purpose is not to seek a therapeutic effect, but to assasuytdny

determining a maximurnolerated dose. They also research possible adverse effects in both

57



gualitative and quantitative terms, their duration, their potential reversibility, and their
possible connection to pharmacokinetic data. This data is required before proceeding to the
first studies of the drug for efficacy (phase 2 tridM)ase | trials are organised according to
very strict scientific protocols (recognised competence of personnel, approved premises).
They entail a process of dose escalation administered to small separaps.Gubjects are
ISYSNYrtfe KSFHfOoKe @2ftdzyiSSNEE @

However, since antiancer drugs used in cancerology are usually very cytotoxic, they cannot
be used on healthy volunteers in phase | trileey are administered to cancer patients for
whom therapy is @ longer an option, who are sometimes in fact terminallAllhough the

aim of phase 1 studies is not to pursue therapeutic effects, a study of the literature does show
that therapeutic benefit may come about.

The French Committee emphasises that the feguirements of paediatric oncology research

are such that phase | trials need to be performed on children suffering from specific cancers,

or else to adapt the adult maximum tolerated dose, which had already been determined.

The document develops an @&thl reflection on firsin-human clinical studies

M® t KEAAOAIYaAaQ RdziASad® ¢KS R20dzySyid aiNBaaS:
GKSANI LI 0ASYyGaQ LIAY YR adzZFFSNAYy3I:Z NBaLISOU
best interess, but must also further therapeutic progress, and these two imperatives do not
necessarily coincidét KS 321+t Sy @aal 3SR F2N 4KSasS LINBf A
evaluate tolerance and toxicity of new drugs, without seeking directly any theiapeuefit

F2N) 0KS LI NGAOALI GAY3 LI GASYGE D

2. Informed consent. Information given to patients regarding the uncertainty of any benefit,
the possibility of adverse effects, and ensuing risks, often leads to some corfsieror

less consciously, thers a tendency to minimise problems, in this way no truly informed
consent is achieved.

LG Ffaz2 LRAyGa 2dz2i GKFG aGKS ljdztAde FyR @S
considerably, which may have an effect on the crucial loyalty of the euatient
relationship. Neither in France, nor in most other European countries, is there a standard
F2NY F2N) GKS gNARAGGSY y204A0S 2F AYyF2NXYIGAZ2Y 7

3. Among the main recommendations, it is noteworthy mentioning the following, witlispec
mention to informed consent:

1 In the scientific field, the authorities should encourage and view as a priority the development of
research seeking to modify the methodology of phase 1 cancerology trials, despite difficulties
emphasised above, so thtte risk of toxicity can be reduced, and both toxicity and efficacy can be
researched jointly.

1 A national model, or even a European one, for notices of information and consent forms, coathining
the mandatory items, should be drafted and given to ingestrs to help them promote good
practices.In the written material and during discussion with the patient, the doctor should provide
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information on the kind of toxic event sought after; mention mibdest hopes of benefit must not
concealuncertaintiesy 2 NJ G KS FF OG0 GKFG GKS GNARAFEQa YI22N) 202!
adzoaidlyOoSe ¢KS 62NR WiBNEg thercBnsentiornd shauldzAake placé seved@l2z A RS R
days after handing over the notice of information, and after the iigetsir has replied to any new or
reiterated queries.

1 Whenever dealing with minors, methods for offering options and obtaining consent raise particularly
crucial issues, and all efforts must be made to ensure that parents do not regret any decision they may
have taken.

1 Improving the process of conveying information should not be limited to documents mentioned and
patients concerned by these tria@CNE recognises the essential role of intermediary played by support
groups who could be urged to take moreeirgst in this difficult problem.

1 Society as a whole should be made aware of the reality and necessity of drug trials generally, and more
particularly of those evaluating tolerance to a new molecule.

1 Selection of patients for enrolment is an ethical issiuthe utmost importance Preference should be
given to patients who have arrived at the end of their therapeutic options, but not actually at the end of
their lives, so as to bypass for this type of study these particularly vulnerable people who m@re ofte
willing to submit to phase 1 trials without any clear understanding of their object and scope. Choosing
patients whose tumour would seem to have, according to experimental data, some chance of being
affected by the new molecule, would be desirable fat tio happen, phase 1 trials would need to be
carried out with the greatest possible rapidity, so that a phase 2 trial on efficacy could be offered very
soon thereafter.

1 Enrolment in a trial confers special responsibility on not just the physician, dainatlse entire health
care team, who must be fully committed to the trial and ready to ensure that the patient has
understood the importance of what is at stake.

1 ¢KS LI GASYyGQa ljdzt tAGe 2F fAFS aKzdzZ R ef@ademd 6S 2S5
entitled to receivelt is a fact that the rationale of such trials entails a risk that quality of life can be
undermined by a series of side effects to which remedy must be provided with attentive efficacy.

There is no reference to gender amulticultural issues in translational research (for a
discussion of these aspects in clinical research, see D1.3 and especially: Comité Consultatif
National d'Ethique pour les Sciences de la Vie et de la SantéCififration in the field of
biomedical esearch between French teams and teams from economically developing
countries. ReportComité Consultatif National d'Ethique pour les Sciences de la Vie et de la
Santé 2003Disparity in access to health care and participation in research on a global level
ethical issues. Opinion n)78

Hard law

1. Legal framework. In the French legal systeonn°2012300 du 5 mars 201Zommonly
calledLoi Jardéregulates research on human beings. Adopted by the French Parliament in
January 2009 and promulgated in March 2012, then adapted with other regulations especially
in 20162017, after the death of a person involved in a clinical trial concerning theuigolec

Bia 162474 in January 2016. In the same circumstance, five persons were seriously damaged
during the trial.

This regulations aim at fixing a single framework for all research involving human beings,
including both interventional and observationaldigs. The essential legal innovation is a
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common regulatory framework for the conduct of all the studies organized and carried out on
the human being in developing biological or medical knowledge, depending on the level of
risk related to the research.

2. Translational research. Three stdiegories of clinical research are identified and this
classification is important with regard to informed consent too, becausappsopriate
consent is required (art. L. 11221, Code de la Santé Publigue

1 Intervenional researchis an intervention on a person which is not justified by his/her usual medical
care.The risk is more than minimal and the regulation asks for an informed, expressed, written consent.
Clinical trials involving healthy volunteers are alwaysidered as belonging to this category.

1 Interventional researchith minimal risk, the list of which is fixed by a Decree of 3 May 2017: are those
related to the routine medical practice for which consent procedures can be more easy, nevertheless
informed and expressed (not necessarily in written form) consent is required. The research which
relates to a medicinal product for human use cannot be included in this category.

I Noninterventional researctobservational) is defined as research in which all products are used in the
usual way without additional or unusual diagnostic, treatment, or surveillance procedures. Non
interventional research also would include records research and the administatijpestionnaires.

All acts are carried out and all products are used without any extra or unusual diagnostic, treatment, or
surveillance procedures. In this case the French law requires information and recognise a right to
objection, but not an actual infmed consent process, neither asks for consent in writing.

Jardé Law implementation has been developed through the Ordinance 18 November 2016
which substantially modifies the legal framework for research in France; Decree No. 2016
1537 concerning researdhvolving the human person (supplemented by Decree No.-2017
884 of 9 May 2017 amending certain regulations concerning research involving the human
person); Decree No. 204638 on the Single Convention for the Implementation of
Commercial Research Invalyithe Human Person in Health Care Facilities, Homes and Health
Centers.

These provisions were supplemented by ten Decrees of 2 December 2016 regarding, in
particular, the presentation of the dossier to request an opinion to the Ethics Research
Committee the content and presentation of the research protocol and the submission of the
request for substantial modification. Furthermore, the above mentioned Decree of 3 May
2017 fixes the list of research involving only minimal risks and constraints.

While requiements concerning consent differ according to the nature and level of risk, which
is related to the research, the content of the information due to the subject is the same. This
is one of the major innovations resulting from the Ordinance of June 16, @Bk includes
interventional and noiinterventional research. Researchers must inform subjects about the
finality, methodology and duration of the research; expected benefits, constraints and
foreseeable risks, also in case of withdrawal;, possible aiedlternatives; healthcare
provided at the end of the study.

According to that, translational clinical research is not mentioned in French Law, but legal
issues related to informed consent can be addressed also with regard to this topic. Even if
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there ae not relevant differences on information to provide to the subject, which is the same
F2NJ SIOK {AYR 2F OfAyAOlrf NBaSINOKzZ ¢S Oty
oFO1¢ 6FO0O02NRAY3 (2 GKS RSTAYAU RS gtcoanFthel NI y a f
category of research concerned: according to French law, if translational research is
interventional (from bench to bedside) consent must be expressed and written; if
translational research is observational, is sufficient to inform thesuénd not to receive an

objection; if does not involve human beings, there is no legal problem about informed
consent.

3. Compassionate use. The@d f f SR aO2YLI daA2yl (S dzaSé¢ oO0GKI
not already validated treatments in a single patient or limited group of patients) is permitted

in case of treatment or prevention for serious or rare diseasespraper treatment is

available, efficiency and security are presumed according to the scientific knowledge (art.
L512112, Code de la Santé Publique). Informed consent is required and patients must be
informed about the contrast and the blurred distinctibatween the therapeutic purpose

and the goal of obtaining new knowledge through the treatm&he Authority involved is

Agence nationale de sécurité du médicamentet des produits de santé (ANSM).

4. Gender and multiculturalism. Special protection isnceféor vulnerable subjects, such as
pregnant or parturient women and nursing mothetaterventional research on these
subjects, even though with only minimal risks and constraints, can only be authorized if
research of comparable effectiveness can not dagried out on another category of
population and important benefit (direct or indirect) is expected (art. L.-b1»1L. 11218,

Code de la Santé Publiqudulticultural issues are not explicitly taken into account, but
adequate and clear informationust be given to the subjects involved, assessing that it has
been understood. Thus, translation and cultural mediation can be used as means to fulfill
those legal requirements.

GERMANY

Soft law

The Institute for Research Information and Quality Assur@R@) and thderlin Institute of
Health, In search of translational research. Report on the Development and Current
Understanding of a New Terminology in Medical Research and P{2@1i6¢

¢KS R20dzYSyid KAIKEAIKGA OKIidto qupgordanleficent 2 F G N
OGNl yatlIidAz2y aFNBY o0SYyOK (G2 o0SRAARSE IyR aFN
0FaA0 NBaSFNOK Ayid2 OfAYyAOlIf GKSNILASE | YR
nature. However, organizational processkattlink researchers and clinicians seem to be
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particularly controversial. Up to date, no dominant model has come to fore to tackle these
problems. A clear conceptual framework is also missing. Rather, a number of approaches and
concepts are currently prooted by various stakeholders that highlight different aspects of
translational research. Professional and public discourse on the subject now reaches well
beyond the realm of medicine.

The moral dimension of translational research focuses on the lankpl&@mentation when
translation fails to occur, resulting in a shortage of effective therapies. This, it is argued in the
NBLR2NILI>X 023404 LIGASYGaQ tA0Sa aiayoS LINBPYAAA
dimension has been strengthened in par@geiby researchers and practitioners who focus on

the bedside perspective (i.e. the treatment of the individual patient). The moral argument is
therefore necessary to give evidence of the importance of understanding translational

NBE &Stk NOK | dondl enterygrisef, aiddirésaingJefornis to move more effectively from
0SRaAaARS (2 0SYyOK |yR @A0S OSNHEI £ ®

No reference is made to multicultural issues in translational research.
Hard law

1. Legal framework. Germany is a federal State and the federal lawtesgukdical research

in general. The regulation of medical research on human subjects is not fixed by one
comprehensive act, but is set by different acts. Dealing with informed consent, the most
important German act is the Arzneimittelgesetz (AI&ct onMedicinal Products), 2005,
which regulates clinical trials of medicinal products on human beings. Chapter 6, section 40 of
AMG sets general conditions for clinical trials and requires legal protection for subjects
involved. The patient has a right to accep reject all treatment and freely choose from
alternatively available therapies with their particular risks and benefits. In order to freely
decide, patient must be given all information that is relevant to freely form his/her mind
concerning a specificeatment, including risks and benefits, as well as other kinds of therapy
that might come into consideration. In addition to the general requirements for informed
consent to medical treatment, clinical trials require a contract on the participationifispec
6adlGdzi2a2NBO al ¥FSdeé NBldANBYSydGa |yR NB3IdZ I i
rights such as Ethics committees.

2. Translational research. There are no rules explicitly concerning translational research, but
there is an intermediate categoof intervention between clinical trials and clinical practice,
defined as clinical trials on a person who is suffering from a disease which is to be treated by
the investigational medicinal product. Linking clinical trials and therapeutic treatmerss, the
interventions require, in addition to the general rules for treatment, heightened requirements
of indication and clinical justification, according to the findings of medical science in order to
save the person's life, to restore health and alleviatéesnfy. Furthermore, potential direct

or indirect benefit and heightened duties to conduct treatment according to scientific
standards are required. Continuous monitoring on treatment to assess if it is effective and
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immediate withdrawal when goals becom@certain are mandatory. In emergencies, if
consent cannot be obtained, necessary experimental treatments can be carried out
immediately to save the life of the person concerned, restore his/her health or alleviate
suffering. Nevertheless, informed consentist be obtained as soon as possible (AMG,
Chapter 6, Section 41). Nevertheless, no specific requirements apply and no decision of ethics
committee is needed. For these reasons, this kind of clinical research is highly controversial
and, concerning infored consent, the duty to inform the patient is heightened to avoid
therapeutic misconception, that is failing the evaluation of the distinction between clinical
research and clinical treatment.

3. Compassionate use. The@d f t SR &a O2 YLJ & ad &yekcépBonatzZadé 0O R S
access to not already validated treatments in a single patient or limited group of patients) is
permitted for administration to patients with a seriously debilitating disease or whose disease

is lifethreatening, and who cannot beetted satisfactorily with an authorised medicinal

product (AMG, Chapter 4, Section 21.2.6). Informed consent is required and patients must be
informed about the contrast and the blurred distinction between the therapeutic purpose

and the goal of obtainingew knowledge through the treatment. Authorities involved are the

German Federal Institute for Drugs and Medical Devices (BfArM) and the Paul Ehrlich Institute
(PEI).

4. Gender and multiculturalism. No rule, regulation, soft law or case law incorpongtes a
genderrelated differences regarding the informed consent process, nor multicultural issues
are explicitly taken into account. Nevertheless, adequate and clear information must be given
to the subjects involved, assessing that it has been understoqdicitiy, law requires to
consider gender or multicultural aspects in providing information about risks and benefits.
Concerning clinical trials on pregnant women or nursing mothers, Medizinproduktegesetz
(MPG 2002) at Section 20 requires direct benefit mmimal risks.

ITALY

Soft law

Ministry of Health National Programme for Health Research (PNRS@H)7

There are no specific ethical guidelines or recommendations on translational research.
Nevertheless, an explicit reference to translational research can be found in the Italian
Ministry of Health National Programme for Health Research (PNR&@H)7 whth
promotes initiatives focusing on knowledge transfer, fostering the implementation in clinical
practice of research results, obtained both from stiateded research and the international
scientific community. The Italian Ministry of Health recognisep#mamount importance of
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actions aimed at innovating professional behaviours and the organization of services, in ways
that improve quality levels of the latter, thanks to the available scientific knowledge, and
emphases the need to build on existing bastctices in translating research outcomes into
clinical practice.

Moreover, the necessity to fund translational research thorough the National Health System

is clearly stressed in the document, highlighting the fact that, at the global level, basic
reseach develops at a significantly higher pace than clinical research. Therefore, it is clearly
stated that, in order to pursue innovative clinical research, we should not follow only the
GNFRAGAZ2YFE LI GK O6aFNBY 0SyOK rdsé@archocirRiben = g K A
become successful in identifying new treatments, diagnostic procedures etc.; on the contrary,
evidence shows that attempting to find innovate responses to unsolved clinical dilemmas is
much more productive in achieving innovation. TN®pOSaa O0aGFNRY O6SR (2 o
the use of innovative scientific and technological knowledge to tackle real clinical problems.

The Italian Ministry of Health acknowledges the need for a collaborative and interdisciplinary
approach to translationatesearch (where professionals share different skills required in
translational research, i.e. expertise related to cell biology, animal models, epidemiological,
diagnostic and therapeutic studies, patient and public health management). Hence, this
procesgequires a bdirectional system (from bench to bed and backwards).

Italian National Bioethics Committee (NBC)

The NBC has developed ethical reflections on informed consent in many doGwoerdsof
them containalso refer@ces that, even if not explilyitmentioning translational research,
deal with specific circumstances in clinical trials.

Clinical trials in adult or minor patients who are unable to give informed consent in emergency
situations 2012

The document addresses the ethical issues of randomised clinical trials on ill or injured
patients, adults or minors, who are unable to express their timely informed consent. The
Italian Committee considers specific cases where treatment usually existg, iBunot
effective and unsuccessful in improving the prognosis of the patient. Therefore, depriving
human subjects of the possibility to participate in clinical trials would, on one hand, take away
the chance for benefiting from experimental intervensoand improving their health
condition, and on the other, halt the therapies available from being improved for patients in
the future.

LY SYLKIFIAAAAYT (GKS LINAYFNE ySSR (G2 LINRBGOSOIQ
Committee justifies the acpgability of clinical trials in emergency situations, whenever the
patient is incapable of providing his/her valid informed consent and in the absence of a legal
representative, under the following conditions: the approval of a protbalsed on strong
experimental evidence by an ethics committee set up ad hoc, independent, composed of
physicians and other health care professionals working in the field, legal experts, patient
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the patient in case he/she regains capacity or by the legal representative, should the
incapacity continue; the publication of the results (spawfypositive or negative findings) of

the trials to avoid unnecessary duplications.

Sngle patient care and newvalidated treatments (thesvpal | ed “ comp20%85si onat e

The documents deals with the therapeutic treatments not yet validated by regulato
authorities, taking a further step in the analysis of the different aspects of the right to health,

from freedom of care to informed consent, and the dogiatient relationship. The
R20dzyYSy i &LISOATFTAOLFIT & F20dzaSa edpywdudiskKwhosd i KS ¢
STFFSOAPSySaa FyR alfFSie F2NJ I &LISOATAO dz&a S

¢tKS R20dzYSy il dzyRSNIAySa GKS FIFOG GKFG GKS LI
protection of health, is first and foremost, the right to receive treattmapproved after

rigorous experimentation according to the methodological and ethical criteria shared by the
scientific community and regulated by the legal system. The general rule is that the
administering of nowvalidated treatments should take plage2 y f &  kmitivated and €

strictly monitored exception when faced with a life threatening situation or the particularly
serious nature of a disease, there being no recognised effective alternative for treatment and
improvement of the quality of lifedf KS LI GASyd Ay 2NRSNJ (2 LINBGZS

In this contexttwo situations are mentioned: The first, in which the patient might have
access to a treatment path for which experimentation on humans has already begun, and for
which at least phase | hagen completed; The second, in which no trials on human beings
have started.

1. Compassionate care. In the first case (i.e. with evidence of no harmfulness) the patient
could have access to "compassionate care". It is therefore possible that in the obuars
clinical trial the drug, within highly specific conditions, may be used prior to being approved
as a compassionate treatment. This would be a form of early access, extended to the sick in
exceptional circumstances still to be accurately established which should however take

place in a strictly controlled manner, both by the relevant authorities through the treating
physicians, and also possibly by patient associations. In this way it could give rise more easily
to a virtuous circle of informatioregarding the entire community of patients suffering from

the same disease. This early access includes established criteria: the purpose would be to
speed up access for patients who do not have an alternative, when the trial has already
concluded Phasednd therefore there has been recognition of drug tolerability, so as to
justify continuation.

2. Fist in human trial. The second situation is certainly the most problematic one, which
usually occurs for rare diseases, where no regular experimentatiodes way or reasonably
foreseeable in the near future, because it is too costly for pharmaceutical companies,
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considering the small number of sufferers. The problem arises when the patient in this
situation consciously requests a therapy, for which thereo evidence of the absence of
harmfulness.

3. From the key ethical issues raised, the NBC puts forward the following recommendations:

f LG &adA3SadGa NBLIFOAY3I GKS SELINB&aarzy aO2YLIl aarzy
validated treatmentsfor personal and nomepetitive use”, in order to avoid confusing the former
expression with legitimate feelings of empathy towards those who are seriously and incurably ill

1 Access tononvalidated treatments (namely allowirexceptionally, and on thbasis of a medical
prescription, to resort to methods of treatment not yet approved by the regulatory authority when the
patient is diagnosed with a serious disease, for which there is no validated treatment, or when available
treatments have not been efftive) should be exceptional, and only in the absence of validated
therapies,at the express and conscious request of the patient, in cases of extreme urgency and
emergency for patients with a life threatening condition; such treatments can never be lait exp
surreptitious alternative to clinical experimentation

I The administration of these treatments must refer to specific indication and normally be based on
multiple reasonable scientific evidence (i.e. data published in specialized magazines widhiontd
circulation and "peer review" evaluation which include at least robust and evident results regarding
animal testing for efficacy and toxicity and possibly with Phase | results on human beings).

1 This therapeutic prescription cannot only come frtime treating physician but must receive the
approval of the Ethics Committee in whose area of expertise the request pertains. In addition, the
support of qualified specialists for the diseases for which compassionate treatment is requested is
necessary mferably in the form of expressed authorization by the specific panel, designated by public
health institutions called on to express an opinion in a short time. In the event that the patients
concerned are minors these panels must provide for the presehneonatologists or paediatricians
with proven experience in the age group concerned.

I It is necessary to avoid both conflicts of interest for those who are prescribing or administering or
authorizing the treatment, as well as elements relating to possiieulation of an economic and
industrial nature.

1 The composition of the products used for the treatments must not be secret, be they synthetic or
biological in origin. All results both positive and negative must be made public.

I Since it is a request faon-validated treatment, it obviously cannot be binding on the physician.

f C2NJ LI GASyGa ¢6K2 glyld G2 KIF@S |100Saa G2 | ad2yYLl
receiving complete explanations on the potential dangers of this type of treatment.

I The cost of the nowalidated drugs normally must be borne by the manufacturer, while the relative
monitoring must be headed by the specific facilities and public health institutions.

1 Exclusively under these conditions can "compassionate” treatmecormdered ethically acceptable
and enshrined in the general right to health care.

Opinion orEthical issues in genome editing using CRISPRADAB9

This Opinion discusses the controversial ethical issues surrounding genome editing using
CRISPR/CAS9 and, in this context, it debates on the complexity of providingcatclear
distinction between basic and clinical research.

The NBC particularly recafisK i ¢ 6A2YSRAOIFIfT NBaSINOK OlFy o685
with various conventional denominations. The term "basic research”, generally opposed to
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“clinical research" presupposes research exclusively aimed at gaining knowledge, and can
refer both b the study of gametes and embryos in the laboratory (in vitro) and to embryos in
the uterus (in vivo). Several international documents also refer to a third type of research, the
so-called "preclinical" research, for which it is difficult to identify iguendefinition, both in

terms of its purpose and object, since it may relate to the experimentation both in the
laboratory and on the human body. The distinctions "in vitro" and "in vivo" sometimes
correspond, respectively, to "basic research" and "elimesearch”, but often this is not the

case, and in "clinical research" certain types of "research with biological materials of human
2NAIAYDH FNB AyOfdzZRSRE oO6b./ HaAMTI MnO®

No reference is made to gender and multicultural issues in translational reséarcn (
discussion of these aspects in clinical trials, see Deliverable D1.3 and particularly: Italian
National Bioethics Committee (NBC) 200gjnion on Pharmacological trials on women;
Italian National Bioethics Committee (NBC) 20@pjnion on Pharmacaaal trials in
developing countriedtalian National Bioethics Committee (NBC) 2@binion on Migration

and Health.

Hard law

1. Legal framework. Decreto Legislativo 211/2003 and Ministerial Declesf Plecember

2007 (Ministry of Health) state delad regulation on clinical trials. Information provided
must comply with the rules fixed by the international and European legal framework, as well
as by the Good Clinical Practice standards. The subject must be duly informed about the
NB & S I N K Qrdtionysigiiifitzide Simpkations, risks, burdens and benefits.

2. Translational research. Translational research is not mentioned in Italian hard law
regulation nor specific rules are provided for low risk research. Decreto Legislativo 211/2003
does na apply to norinterventional studies, defined as those where the medicinal product(s)

is (are) prescribed in the usual manner in accordance with the terms of the marketing
authorisation, no additional diagnostic or monitoring procedures shall be appli¢get
patients and epidemiological methods shall be used for the analysis of collected data. In this
specific case, even if the risk is minimal, the Italian regulation concerning informed consent is
the same as for interventional studies (art. 2.3 Ciredldinistero della Salute n. 6/2002).

3. Compassionate use. The@d f ft SR aO2YLI daA2yl 4SS dzaSé¢ o6UGKI i
not already validated treatments in a single patient or limited group of patients) is permitted

for diseases with no therapeat choice. Three types of medications can be included:
innovative drugs authorized for sale abroad, but not in Italy; unauthorized drugs which
underwent clinical trials; drugs to be used for a therapeutic indication different from those
authorized (oflabel use). Regulations applied are Law no. 648/1996, Law no. 94/1998,
Decreto legislativo 219/200@,aw 57/2013, Law 79/2014, Ministerial Decree of 16th of

WI ydzt NBE Hnanmp O0aAyAaildNE 2F |1 SIHfGKO O2yOSNyAy3
onanorrelLJISGAUGA DS ol araéed IyYyR aAyAalSNAFE 5SONBS
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on the therapeutic use of drugs undergoing clinical trials. The Informed consent is required
and patients must be informed about the contrast and the blurred distinction leetlee
therapeutic purpose and the goal of obtaining new knowledge through the treatment.
Authority involved is Agenzia Italiana del Farmaco (AIFA).

4. Gender and multiculturalism. Concerning the valid informed consent process, gender and
cultural differences are not explicitly taken into account in the definition of legal
requirements about information provided and consent recording. Nevertheless, adequate
and clear information must be given to the subjects involved, assessing that it has been
undestood. Thus, translation and cultural mediatimay be used as means to futfibse

legal requirements.

SPAIN
Soft Law

CKSNB A48 y2 SELXAOAG NBFSNBYyOS (2 adNIyatl da
an extensive regulation (hard andtdaw) on clinical trials with medicinal products, inasmuch

asthe Spanish government had already implemented the Clinical Trials Regulation 536/2014,

by the Royal Decree 1090/2015, of 4 December, regulating clinical trials with medicinal
products, EthicscCommittees for Investigation with medicinal products and the Spanish
Clinical Studies Registry.

According to this regulation, the Spanish Agency of Medicines and Medical Devices
(hereinafter AEMPS) and the Ethics Committees for Clinical Investigatmmedited for
assessment of studies with medicinal produg¢tsreinafter CEIms) must evaluate, monitor
and authorize clinical trials development in Spain.

The Spanish Agency of Medicines and Medical Devices isBdiment of Instructions for
ClinicalTrials Development in SpgB8 June 2017), and, as Annex VIl to this document, a
Guide for the correct elaboration of a model of patient information sheet and informed
consent form(PIS/ICF) was provided (18 April 2017). The Document of Instructi@imitcal

Trials Development in Spain provides information about practical issues of implementation of
the new legal regulation, and covers the aspects not developed by Royal Decree 1090/2015.
This document is complementary to thdemorandum (2016) that summarizes the
agreements reached between de AEMPS and CEIms in accordance with article 18 of Royal
Decree 1090/2015.

TheDocument of Instructiordescribes thg@hases of clinical research, distinguishing:
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1 Commencement of clinical trial: the date on which it is considered that the first centre is ready to begin
the recruitment.

1 Inclusion of First subjecthe date of the firm (in Spain) of the informed consent of the first selected
subject (or his/her legal representative) to participate in the clinical trial.

1 End of recruiting: the date of the end of the selection of subjects in Spain.

1 End of trial: Datef the last visit of the last patient.

i1 Final report at REec on website of ECM

The investigator has the duty to publish these phases aSpiamish Clinical Studies Registry
(hereinafter REec) with a maximum deadline of 15 calendar days after the date of
commencement of a new phase.

Special requirements on informed consarg dealt with in theGuide for the correct
elaboration of a model of patient information sheet and informed consent foha.Guide
contents specific indications about the informattonbe contained both in the information
sheet and in the informed consent form, and about the mistakes should not be made when
elaborating both documents, including notably these aspects:

Voluntary participation

Purpose of the study

Description of thetsidy

Activities of the study

Risks and discomfort arising from your participation in the study

Possible benefits

Pregnancy warning (In case of participation of women of childbearing age or male patients with couples
of childbearing age there must begesific section on pregnancy or breastfeeding).

Alternative Treatments

Insurance

Personal data protection

Expenses and economic compensation

Other relevant information

Treatment after the end of the clinical trial

Contact in case of questions

ClinicAstudies on minors

Collection and use of biological samples

Sub studies directed towards all participants in the general study or directed towards a specific sub
population (in this case, an information document must be written to the specific patient of the sub
study, independently of the general study).

i Participant Consent Form

1 Informed Consent of Participant Before Witnesses

= =4 =4 a8 -—Aa -—a -8

=2 =4 -4 48 -8 & 98 -2 A -9

The Guide also contains specifics regulations aboisk communicationstipulating that

LI GASY G AYyTF2NXNIGA2y aKSSi avYdald RSaONAROS (K
caried out as a result of the study. Avoiding excessive technicalities and drafting in
unnecessary details but make it clear if visits are lengthened by procedures derived from

LI NOAOALI GA2Yy Ay (KS aiddzRé adzOK | a ljdzSadAazyy
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Thereare not properly gender related aspects regarding to informed consent. The Guide sets

out some recommendations about pregnancy and breastfeeding. Thus, the information sheet

and the informed consent form Ydza it Ay Of dzRS GKS {(y2éus ahdh a1 & 2
if not, state that they are unknown. When necessary must mention the need to take
contraceptive measures, as specified in the protocol.

Hard Law

1. Legal framework and translational research. As has been noticed, there is no explicit
referenceA Yy { LI yYA&AK fl ¢ (G2 (GKS SELINBaairzy GiNIyaft
implicit in the Act 14/2007, of 3 July, on biomedical research, which starts by establishing that
GOA2YSRAOLFE NBaSINOK |yR (GKS K Slthe quélityatdi Sy OS¢
life expectancy of the citizens and to improve theirs@e§ A y 3£ @

However, this Act excludes from its scope clinical trials with medication and the implantation
of organs, tissues and cells, which shall be regulated in a specificioggulats regulation is
currently, for clinical trials with medication, tRRoyal Decree 1090/201&gulating clinical

trials with medicinal products, Ethics Committees for Investigation with medicinal products
and the Spanish Clinical Studies Regiatoording to which the supervision of clinical trials
with medicinal products shall correspond to the AEMPS, in coordination with the Ethics
Committees for Investigation accredited for assessment of studies with medicinal products.

Every clinical trial nels the positiveassessment of both the Spanish Agency of Medicines and
Medical Devices and the CEIm. The AEMPS integrate the assessment of one and the other
into a single opinion per clinical trial, valid throughout the Spanish State (article 11 of RD
10902015).

A clinical trial may only be conducted when the CEIm and the Spanish Agency of Medicines
and Medical Devices have considered that all of the following conditions are met:

1 The clinical trial is ethically and methodologically sound and is dedimmédain reliable and robust
data.

1 The anticipated benefits for the subjects or public health justify the foreseeable risks and
inconveniences and compliance with this condition is constantly monitored. However, the rights, safety,
human dignity, and wkbeing of the subjects prevail over any other interest.

1 Freely given informed consent is obtained and documented from each trial subject before the subject is
included in the trial

1 The rights of the subjects as regards their physical and mental intqgivacy and the protection of
the data concerning them are safeguarded in accordance with Organic Act 15/1999, of 13 December,
on Personal Data Protection, and its development regulation, as well as European regulations in force
on this matter.

1 The clinical trial has been designed to involve as little pain, discomfort, fear and any other foreseeable
risk as possible for the trial subjects and both the level of risk and the degree of discomfort are
specifically defined in the protocol and constambhonitored.
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1 The medical care provided to the subjects is the responsibility of an appropriately qualified medical
doctor, a qualified dental practitioner or any other healthcare professional, always in accordance with
their competencies to provide thigcessary care.

1 The trial subject or, where the subject is not able to give informed consent, his/her legally designated
representative has been provided with the contact details of an entity where further information can be
received in case of need. Inet case of persons with a disability, this supplemental information shall be
provided according to the rules established by the design for all principle, so that it is accessible and
comprehensible to them.

1 No undue influence, including that of a finahaiature, is exerted on trial subjects to participate in the
clinical trial.

1 The insurance or equivalent financial guarantee has been arranged, or the coverage specified in article
9.4 for "lowintervention clinical trials" is available.

As far asnformed consenh & O2 Y OSNYy SR (KS w2eéltf 5SANBS I F
subject's free and voluntary expression of his or her willingness to participate in a particular
clinical trial, after having been informed of all aspects of the clinicalhtahte relevant to

0KS adzoa2S0GQa RSOAA&AA2Y (2 LI NIGAOALIGS 2NE AY
authorisation or agreement from their legally designated representative to include them in
GKS OfAYyAOIt GNRIFIfTE OFNIAOES HI 60O

As regardso the general requirements of informed consehe R.D 1090/2015 refers to the
provisions of article 29 of Regulation (EU) No 536/2014 of the European Parliament and of
the Council of 16 April 2014, and articles 8 and 9 of Act 41/2002 of 14 NoventdatiRg

patient autonomy and rights and obligations of information and clinical documentation
(express, written conseid necessary; exceptions, limits and representation).

The new regulation pays special attention to the following issues:

1 Information: All participants, but, particularly, patients with special vulnerability shall be informed of
the routes of access to the normal clinical practice for their pathology (art. 4.4.).

1 Revocation: the participant may revoke his/her consent attamg, without giving a reason and
without it resulting in any detriment or responsibility for the person participating. (Art. 4.5)

i Biological samples: When collection of biological samples is envisaged in the clinical trial, the potential
participant mustbe informed about the provisions with regard to the future use of the samples. (Art.
4.6).

9 Clinical Trials to be conducted only in Spain: the investigator may be allowed to obtain informed
consent by the simplified means set out in paragraph 2 of artictef Regulation (EU) No 536/2014 of
the European Parliament and of the Council of 16 April 2014 (art. 4.7).

As far asspecials requirements of informed consarg concerned, particular references
aremadeto:

1 Disabled person&Vhen the person who is to give consent is an disabled person, the information shall
be provided in appropriate formats in accordance with the rules established by the design for all
principle, so that it is accessible and comprehensible for them, andettiegmt support measures
shall be agreed so as to facilitate their ability to provide their own consent (art. 4.2)

1 Minors or incapacitated persons: Where consent has been given by their legally designated
representative, when their capacity to give th@nsent has been attained or recovered, their consent
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must be obtained to continue participating in the clinical trial (art. 4.3). Prior informed consent of the
parents who hold custody or of the legal representative of the minor must be obtained, améihtre

if under 12 years of age, must be heard if the minor has sufficient judgment. The informed consent
form of the parents shall be valid provided it is signed by one of them with the express or tacit consent
of the other, which should be adequatelycdmnented, as stipulated in article 156 of the Civil Code.
When the subject's condition allows, or in any case when the minor is twelve years of age or older, the
subject must also give his/her consent to participate in the trial.

2. Gender and multicultaism. As we have noted before, there is not regulation about
gender relateehspects regarding to informed consent, but only rules concerning pregnancy
and breastfeeding (art. 8).

UNITED KINGDOM

Soft law

Medical Research Council (MRC)

Efforts for strategically framing and implementing translational research funds have been

LI NI AOdzE I NI & adNRy3a Ay GKS 'Y |a GKS aw/ 1
wSaSENOK {GNIXGS3eé¢d {AyOS GKSy G NItyartiof GAZ2Y LI
aw/ Qa adNFGdS3IAO0 LINPINIYI GKFIG Aaz YF1AYy3 adl
AyOftdzZRAYy3I GKS SaidloftAakKYSyd 2F RSRAOFGSR ¥Fdz
Research Council 2014). In the strategic program of the M&fSlational research is now
Faa20AF SR gAGK fyz2ad |ttt adagr3asSa 2F aw/ 7Tdz
translational projects that require an interdisciplinary approach and a critical mass of
researchers to get therapies to the pothtF Of Ay AOI £ (SaidAy3aé 6aSRAO
To achieve the goals assigned to translational research, the MRC aims at fostering
partnerships between research institutions (Medical Research Council 2014), orienting
researchers towards translatidnaresearch (Medical Research Council 2014), and
strengthening transfer activities in health research (Medical Research Council 2014).

However, there are no specific guidelines shedding light on the ethical issues stemming from
translational research.

Nuffield Council on Bioethics

Concerning blurred boundaries between research and treatment, the Nuffield Council on
Bioethics has dealt with the topic of innovative or experimental treatments, which may be
provided outside the context of research, in the reépofr 2015 onChildren and clinical
research: ethical issues
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The Nuffield Council stresses the fact that, wherever possible, innovative therapies of any

kind should undergo properly evaluated research. Nevertheless, there may be exceptional
situations forwhich novel treatments outside the context of research is appropriate (i.e. in
OFLasSa 2F aO02YLI aaAz2ylidS dzaSéod Ly (KSasS &LISC
make sure that the information about the outcome of treatment and the clinicateairthe

LI G6ASyiQa O2yRAGAZ2Y Aa O02ftSOGSR FYyR YIRS
publication).

LY FTRRAGA2YS ¢KS bdzFFASER /2dzyOAf NBO2YYSYyRa
Health takes the lead with other Royal Collemyas relevant professional bodies in exploring

K2g o0Salt G2 SyadiNB GKFG AYyF2NXIGA2Yy & (2
treatment given to children or young people outside the context of research is properly
documented and made available i KSN&E O2y OSNY SRé¢ 0O0¢KS bdzFFA
2015).

Hard law

1. Legal framework. In the UK legal system there is a statutory instrument concerning clinical
trials, The Medicines for Human Use (Clinical Trials) Regulations No. 1@3H2@hded in

2006 and 2008 by S.I. No. 1928/2006, 2984/2006 and 941/2008. Specific norms concerning
informed consent to both clinical practice and clinical trials are included iMéraal
Capacity Act 200@mnd common law developed by judges through slens of courts
(Chatterton v Gerson, 1981, 1 All ER 257; Montgomery v Lanarkshire Health Board, 2015,
UKSC 11).

The general principle is that informed consent must be freely given and obtained from the
subject before involvement in the procedure. Infotima must be provided about the
nature, significance, risks and implications of the trial. Subsequently, any new relevant
information should be communicated to the participants, if it could influence their decision to
continue participation in the researcBubjects involved have the right to have an interview
with a member of the investigating team to discuss and better understand all the aspects and
the conditions of the trial. To provide written information is not a legal requirement in clinical
trials, but is strongly recommended. However, informed consent to clinical trials must be
obtained in writing and the related process must be approved in advance by an ethics
committee. The subject may revoke informed consent at any time without being exposed to
harm.

Great importance is given to information concerning risks, benefits and reasonable
alternatives, in addition to information concerning the nature, significance and scope of the
trial. This means that information and time spent during the interviewuldh be
proportionate to the risk: the more interventional is the study, the more the information
should be detailed. The current UK legal framework allows aefatked approach in
obtaining informed consent to clinical trials and guidelines are basexthreelevel risk
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categorisation distinguishing trials with risks no higher than that of standard medical care;
trials with risks somewhat higher than that of standard medical care; trials with risks markedly
higher than that of standard medical care,iethneed to be justified with prelinical and
clinical evidence.

2. Translational research. There is no specific regulation on translational research, but among

the lowrisk clinical trials there are studies linking clinical research and clinical eyractic
RSTAYSR a GLINIAYFGAO GNRFfagdsr O2YLI NAYy3A (K
amount of information provided can be reduced proportionally with reference to low risks

and levels of burderHowever, no pressure must be done to take dexigjuickly and the

patient must be free to take the time needed and ask for more information, even if he is just
requested to undergo a standard treatment allowing data to be used for research. The
informed consent must be obtained in writing also in ¢aise.

3. Compassionate use and innovative treatments. In 2016 the UK government passed the
Access to Medical Treatments (Innovation) Act 2016 (ATMTI Act 2016). The scope of the
l¢ac¢lL ! OG wnanmc A& ad2 LINRY2GS | Oofrdaimerit2 AYyYy 2
consistingintheoff 6 St dzaS 2F YSRAOAYySa 2N) GKS dzasS 2
GYSRAOFE GNBFGYSYyld F2NJ I O2yRAGA2Y (GKFd Ay
F OOSLIISR YSRAOFt (GNXBIF GYS yeimitedT thétad isiakgBod EidicAIR A (i A 2
evidence about effectiveness and safety of treatments. A public national database ensures

the effective collection and dissemination of information about innovative treatments.
Nevertheless, according to common law su{see above), patients must be informed about

the contrast and the blurred distinction between the therapeutic purpose and the goal of
obtaining new knowledge through the treatment.

4. Gender and multiculturalism. Concerning the valid informed conseoéss, gender and
cultural differences are not explicitly taken into account in the definition of legal
requirements about information provided and consent recording. Nevertheless, as a general
principle, adequate and clear information must be given tosthigiects involved, assessing
that it has been understood. Thus, translation and cultural mediatey be used as means

to fulfil those legal requirements.
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3.1. Experimental and validated vaccimetgrnational recommendations and
guidelines.

3.1.1 Experimental vaccines

Clinical trials for experimental vaccines can be considered part of translational medicine, as an
example of clinical research involving humans. There are only few guidelingstfor fi
human trials with specific reference to vaccines.

WHO,Guidelines for good clinical practices (GCP) for trials on pharmaceutical pfb8@5])s
The document contains useful reference to informed consent in clinical trials:

1. Informed consent is an important part of the review of a clinical trial by the ethic
committee. The ethics committee has to review in particular: the means by which trial
subjects will be recruited, that the necessary or appropriate information will &e, gind
that consent will be obtained. WHO Guidelines reminds that this is particularly important
in the case of trials involving subjects who are members of a group with a hierarchical
structure or another vulnerable group.

2. Informed consent:

1 should be given in a language understandable by the subject, both in oral and written form;

f aK2dzZ R 06S | LIWIINRBLINAIFGSt& NBO2NRSR FyR R20dzYSyidSR
agreement with local laws and regulations by the signature of apéndent witness who records the
ddzo2S0iQa O2yaSydarT

1 should be obtained with careful considerations from members of a group of hierarchical stricture
such as medical, pharmacy and nursing students, hospital and laboratory personnel, employees of the
pharmaceutical industry, and members of the armed forces. In such cases the willingness to volunteer
may be unduly influenced by the expectation, whether justified or not, of benefits associated with
participation or of a retaliatory response from senior mersbefr the hierarchy in case of refusal to
participate.

1 in a nontherapeutic study, i.e. when there is no direct clinical benefit to the subject, consent must
always be given by the subject and documented by his or her signature;

i1 any information that becoss available during the trial which may be of relevance to the trial subjects
must be made known to them by the investigator.

The protocol should state when and by whom such information will be provided, and how the
provision of information should be recied.

The investigator should also supply subjects with, and encourage them to carry with them,
information about their participation in the trial and information about contact person(s) to
refer to in an emergency situation. This aspect confirm what omedi above about the
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ethical relevance of the relation among the researcher (one or more) and the subjects of the
trial.

WHO ,Guidelines on clinical evaluation of vaccines: regulatory expeci@ifiy
In the document, which has been also recalled DB20VHO underlines that:

9 care should be taken to identify the target population correctly;

1 no subject may be included in a clinical trial without proper informed consent in writing. Informed
consent for children should be obtained from their parent or diaa,

91 specific inclusion criteria (age, geographic area, examined by the study physician and able to give their
AA3YySR AYyTF2NN¥SR O2yaSyidov FyR SEOtdzaAz2zy 2yS& o0AF L
from the area of the study is plannedrihg the period of the follow up, social/language difficulties)
must be followed in the trial;

1 the approval of the appropriate independent ethics committee must be obt&ieidethe start of the
trial.

Gender, vulnerable groups:

1. Special attention also should be given to the ethical considerations underlying testing of
vaccines in healthy infants, children, pregnant women and the elderly.

2. In the document is clarified that human challenge studies are appropriate only for
selected ikeases that have no serious complications or-teng sequelae and for which
successful treatment is available. Such studies can provide valuable information on the
pathophysiology, clinical manifestations, diagnosis, immunology, treatment response and
most importantly protective efficacy of vaccines.

WHO,Global Vaccine Action PIgBVAP)2011-2020

¢t2 FFOKAS@YS GKS AYLX SYSyidlraAazy 2F GKS Dft20olf
goals for vaccines for the period 262830 are to promote the devgdnent of new vaccines

and vaccine delivery technologies to meet public health priorities; to establish norms and
standards for vaccines and delivery technologies; to ensure vaccines and delivery
technologies are of assured qualities. Based on SAGE (Btr@&emps of Experts on
Immunization), WHO issues global policy through vaccine position papers, published with
open access in the&/eekly Epidemiological Record.

About clinical evaluation of vaccines, the World Health Organization (WHO), through
considerable international consultation, develops Recommendations and Guidelines on the
production and control of vaccines and other important biologicals and these ferbatis

for assuring the acceptability of products globally.

For newly developed products, specific WHO or national pharmacopoeia requirements may
not be available and a national regulatory authority will need to agree on specifications with
the manufactuer on a casdy-case basis during the evaluation of products for clinical trials
and for licensing.
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WHO, Ethical considerations for use of unregistered interventions for Ebola viral disease:
report of an advisory panel to WHED14

WHO held and reportedliscussions regarding ethical issues in the evaluation of Ebola
vaccines, regarding informed consent and whom priority recipients might be. The document
aiNBaasSa GKFEG aray GKS LI NIAOdzZ N O2yGSEG 27
ethicallyacceptable to offer unproven interventions that have shown promising results in the
laboratory and in animal models but have not yet been evaluated for safety and efficacy in
KdzYlya Fa LRISYyaAl f IndthsSdpdrtYos §idiWHDNSthicabtiedifsy ( A 2 v ¢
and pragmatic criteria are underlined and it is recommended transparency about all aspects

of care, so that the maximum information is obtained about the effects of the interventions,
fairness, promotion of cosmopolitan solidarity, informeonsent, freedom of choice,
confidentiality, respect for the person, preservation of dignity, involvement of the community

and riskbenefit assessment.

If and when unproven interventions that have not yet been evaluated for safety and efficacy

in humans btihave shown promising results in the laboratory and in animal models are used

to treat patients, those involved have a moral obligation to collect and share all the
AOASYGATAOLITtEe NBtSOlFIyld RIFEGEFE 3ISYSNI GSars AyOf
dza S¢ o

Multiculturalism

The report recommends that, asnsent is of paramount importance, information should be
provided in easyo-understand, culturally appropriate language. For minors, assent should be
obtained whenever possible, in addition to the consent of the parents or of the guardian.

EGEThe ethtal implications of new health technologies and citizen particip&odrb

EGE recalls the 2014 outbreak of Ebola in Africa as an example of expanded access to
treatment: in response to this challenge WHO convened a consultation to consider and
address tle ethical implications of use of unregistered treatments. Aside from scientific
criteria, certain ethical criteria must guide the use of such treatment: transparency, informed
consent, freedom of choice, confidentiality, respect for individuals, presarvatidignity,

fair distribution and involvement of the community. In addition, all scientifically relevant data
from this intervention should be collected and shared to establish the safety and efficacy of
the intervention.

ClOMSnternational Ethical Gdelines for HealtiRelated Research Involving HUum@s.6)

The document stresses the topic of risk of harm in the context of medical research as far as
vaccines are concerned:

1 some risks in vaccine experimentation cannot be justified, even when the research has great social and
scientific impact and even when competent adults have given their voluntary, informed consent to

77



participate: for example, in a study that involves dghkely infecting healthy individuals. The research
must ensure that risks are reasonable;

1 before undertaking research in a community without the capacity of ethical evaluation of the research
by independent ethical committees, sponsor and researcherdastewe a plan describing of do the
contribute to promote local capacity concerning ethics;

1 widespread emergency use of unproven agents (for example in the case of contagious infectious
diseases) must be avoided;

1 without scientific validity, the researchust not be conducted;

1 in general, when it is not possible or feasible to obtain the informed consent of participants, research
interventions or procedures that offer no potential individual benefits must pose no more than minimal
risks.

Vulnerable groups

In Guideline 18 (Women as research participants), it is underlined that much remains
unknown about the safety and efficacy of most drugs, vaccines, or devices used by women in
medical practice, and this lack of knowledge can be dangerous. It is inteadéaalvledge

with a specific gender approach should be implemented.

Guideline 21 invites researchers, sponsors, relevant authorities, and research ethics
committees to determine in advance of initiating a cluster randomized trial whether it is
required orfeasible to obtain informed consent from patients, health care workers, or
community members in certain studies and to determine whether requiring informed consent
and allowing refusal to consent may invalidate or compromise the research results.

Multiculturalism

CIOMShighlights the importance of including cultural aspects in the informed consent
process. In addition to content of recalled above Guidelin€omunity Engagemeénon
cultural aspects CIOMS specifically recommends that:

1 with some ppulations, local language may be used to facilitate the communication of information to
potential participants; sponsors and researchers must use culturally appropriate ways to communicate
information necessary for adherence to the requirements of thaiméd consent process; the project
must include any resources needed to ensure that informed consent can be properly obtained in
different linguistic and cultural settings (see Commentary on Guidelimeli9idual capable of giving
informed consent

1 as &r as research in disasters and disease outbreaks is concerned, communities should be actively
engaged in study planning in order to ensure cultural sensitivity, while recognizing and addressing the
associated practical challenges (GuidelineR&&@earcmi disasters and disease outbréaks

1 Research Ethics Committee must include community members, who can represent the cultural values
of the participants in the research (see Guideline R8quirements for establishing Research Ethics
Committees and fdheir review of the Protocol

EMA, Committee for Medicinal Products for Human Use (CHBdIR)eline on Strategies to
Identify and Mitigate Risks for FistHuman Clinical Trials with Investigational Medicinal
Productg2007, first revision 2017).
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Riskassessment in firgsh-human trials for vaccine is specifically regulated by this document.
The overall safety of vaccines is corroborated by the fact that during decades of vaccine
development and application, cases of severe damage caused by the prodarets
uncommon; in general, vaccines have an excellent safety record.

Nonetheless, the firah-human clinical trial is a critical turning point between preclinical
studies and first human exposure and subsequent larger clinical trials in hundreds or (for
many vaccines) thousands of subjects. For sponsors, relevant risk assessmentiffier first
human clinical studies means careful design and conduct of studies that reduce potential risk
to humans. In addition, the target population for vaccine trials igheablunteers and this
requires special carefulness concerning benefit/risk assessment.

A balanced approach for first-human studies of a novel vaccine candidate is crucial to
ensure safety of the participants in the trial.

The calculation of a safe giag dose is a central aspect for a firshuman trial for vaccines.

Going beyond the classic approach to calculate risk for a classical medicinal product (the
NOAEL approach, based on toxicity in the relevant animal model specifically on the no
observeal-adverseeffect-level), the EMA Guideline in 2007 recalled an alternative approach, a
calculation based on the minirrahticipatedbiologicaleffect level (MABEL), the dose level at

which a minimal biological effect in human is expected by in vitrovavondata. These two

principles might require very careful adaptation; the definition of a starting dose for a novel

@ OOAYS YAIAKG y24Gd 06S AGNIAIKGF2NBINR YR AY
might lead to misleading results.

Vulnerable groups:
The Guideline highlights that:

9 for vaccines that target children and/or women of clo&hring potential, the influence on the
NBLINERdzOGA GBS aeadsSy Kra G2 6S SELX 2NBR® | SNBX RAT
compared with the other naslinical studies.

9 reproductive toxicity includes male and female reproductive capacity as well as the possible influence of
transferred genes on the development of the embrgetfis during pregnancy. This might indeed be an
issue, given the compleshanges to the maternal organism during pregnancy, including maternal
foetal exchange (hormones, antibodies and so forth). Therefore, the possible influencetan f
development (bone structure, central nervous system, organs and so forth) has todig slwgeyed
as well.

9 first use in a gediatric population is a particularly critical step that needs careful consideration with
respect to additional animal studies that might potentially be required (juvenile animals), further dose
reduction and differat dosing schemes. In addition, studies in children regardless of age are ethically
difficult if no comparator yet exists and the disease to be prevented is at the same time not life
threatening. Thus, justification of the trial design has to besuglpated, covering the availability of a
comparator (at least established medicinal use), impact and epidemiology of the disease as well as
resulting age escalation/ éescalation planned.
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3.1.2 Validated vaccines

WHO,Global Vaccine Action PIgBVAP)2011-2020

In the document there are six principles tlta@n realistically and effectively guide the full
spectrum of immunization activities throughout the Decade of Vaccines 20d). The
principles are: country ownership (countries responsibilities ifemunization), shared
responsibility and partnership (responsibility for immunization is personal, of the community
and governmental), equity (equitable access to immunization), integrity (strong immunization
system as part of public health system), aungtbility (informed decisions, implementation
strategies and financial investments), innovation (improvement and innovation in research
and vaccines development).

WHO, Global Advisory Committee on Vaccine Safedyety of Immunization during
PregnancyA review of the evidenc2014

Gender

In 2014, the WHO Global Advisory Committee on Vaccine Safety issued a docuadatyon
of Immunization during Pregnandp which it discusses key issues relating to the fact that
vaccinepreventable infectious diseas are responsible for significant maternal, neonatal,
and young infant morbidity and mortality.

Its focus hinges upon a number of core elements:

1. Balancing benefits and risks of immunizat@manges in the immune response in pregnant
women ¢ which arethought to occur in order to allow the woman to tolerate the semi
allogeneic foetug may interfere with the development of the specific immune response to
pathogens. These immunological changes may alter the susceptibility of the woman and the
foetus to certain infectious diseases and increase the risk of more serious outcomes. The
immature adaptive immune systems of newborn babies and premature infants make them
particularly vulnerable to morbidity and mortality due to infection. Immunization of pregnant
women can protect them directly against vacegmeventable infections, and potentially
protect the foetus. It can also directly protect the foetus and infant via specific antibodies
transferred from the mother during the pregnancy.

2. Vaccination safetylhere is uncertainty about vaccination safety in pregnancy: as a matter
of fact, manufacturers do not recommend it on precautionary grounds. Although, evidence
related to this issue is limited, as gieensing clinical trials of vaccines do not usuatijide
pregnant and breastfeeding women. Infation available also providessufficient post
licensing data, as once again, pregnant women are generally not enrolled in clinical trials.
However, this has reduced the ability to make evidévased decisios and give optimal
guidance on the use of vaccines in this vulnerable population group.
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3. Risk assessment of inactivated vaccih@snunization with inactivated vaccines during
pregnancy is not expected to be associated with any increased risk tceeths. flmactivated
vaccines with novel adjuvants, however, may need to be considered and evaluated on a case
by-case basis, as there is more limited experience related to those products

4. Limited evidence for meningococcal vaccines in pregriaxisyingevidence is limited and

is derived mostly from passive surveillance data for conjugated meningococcal vaccines and
small studies of band tetravalent polysaccharide meningococcal vaccines. The available data
suggest that vaccination of pregnant womersage and is not linked to increased risk of
adverse pregnancy outcomes. Nevertheless, the low statistical power of the studies, lack of
sufficient followup of infants, and the known limitations of passive surveillance data need to
be considered. The Contiee calls for further active surveillance.

5. Obstacles to accurate risk assessment of vaccines for pregnant women and their:foetuses
Vaccine safety in pregnancy must be assessed in the context of the substantial risk of
infection for the pregnant womaand her foetus in the absence of immunization: it may be
challenging to distinguish typical pregnancy risks from those associated with a vaccine. While
there is emerging scientific evidence showing that certain vaccines are safe for pregnant
women and foatses, policy formulation is hard to accomplish, since the knowledge base to
guide decisions is still limited for some vaccines. In the context of new vaccines, the data are
even more limited, because pregnant women are excluded from clinical trials aadstfze

lack of systematic investigation of the pbsensing experience. Theoretically, live attenuated
virus vaccines given to pregnant women might be capable of crossing the placenta and
infecting the foetus. As a result, most live attenuated vacanescontraindicated or not
recommended during pregnancy.

Among its recommendations, the WHO Global Advisory Committee on Vaccine Safety
particularly stresses the following aspects:

I There is no evidence of adverse preghancy outcomes from the vaccinapioegofint women with
inactivated virus; hence, pregnancy should not preclude women from immunization with these
vaccines, if medically indicated.

I Live vaccines may pose a theoretical risk to the foetus. However, there is a substantial literature
describirg the safety of live attenuated vaccines. No significant adverse effects on the foetus have been
reported following administration of these live attenuated vaccines.

1 The benefits of vaccinating pregnant women generally outweigh the potential risks, nadeltdwing
conditions: 1) if they are at high risk of being exposed to a particular infection and the disease would
pose a risk for the woman or her unborn child; 2) if the vaccine is unlikely to cause harm. The use of
selected vaccines in pregnancy s important aspect of prenatal care, which not only protects
maternal health, but also benefits the newborn baby.
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Multiculturalism

These principles are universal and they need to be translated into specific regional, country
and community contexts. They should include multicultural factors, as they are related to all
countries in the world.

WHO,Considerations regarding consent irtaraating children and adolescents between 6
and 17 years ol(2014)

Vulnerable groups, multiculturalism

With regard to validated vaccines and the topic of informed conseB@la WHO applied a
special focus about consent in vaccinating children ancesdaits between 6 and 17 years
old, confirming that consent is always required for vaccination: in only very few, well
described circumstances, such astlifieeatening emergencies, may consent be waived.

WHO underlines that:

I Consent can be formal, verbal or implied. Formal consent can be gathered with ppicedure
(health authorities inform the parents about the vaccination and written consent from the parent is
required to optin, i.e. give permission for the older childédescent to be vaccinated) or eptt
procedure (a written form is used to allow parents to expressaomsent or refusal to vaccination of
their child).

1 When mandatory vaccination is established in relevant provisions in law, consent mayreupite.

If the mandatory nature of vaccination is based on policy, or other forms of soft law, informed consent
needs to be obtained as for any other vaccines. Some countries allow individuals to express non
consent (optout) and obtain an exemption famandatory vaccines. This may come with certain
conditions, like barring unvaccinated children from attending school during disease outbreaks.

1 In a growing number of countries, the age of consent for medical interventions is set below the age of
majority: tis allows adolescents to provide consent for specific interventions, such as access to
contraceptives or HIV testing. WHO refers that some countries have fixed the age of consent specifically
to allow HPV vaccination at 12 years.

1 As far as immunizationrggrams planning to amend or introduce new consent procedures for the
vaccination of older children and adolescents, besides reminding that informed consent is required for
medical interventions, including vaccination, WHO encourages to:

1 develop an inforrad consent procedure that is adapted to the local situation, to the capacity of the
health system and, if relevant, school system, in a way that optimizes use of resources asmbaltiblic
outcomes while respecting the rights of individuals.

I promote commuication strategies and materials need to cater not only to parents but also to older
children and adolescents. The level of information provided to the child should be compatible with their
evolving mental capacities and with the level of their mentalintst

The Council of Europ€pnclusions on vaccinations as an effective tool in public ({&@iuh)

The document recognizes that while vaccination programs are the responsibility of individual
Member States and that various vaccination schemes existeireU, efforts to improve
vaccination coverage may also benefit from cooperation within the EU and from improved
synergies with other EU policy areas, having special regard to the most vulnerable populations
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identified in the different regions and indiuval Member States of the Union and to
increasing mobility. The Council of Europe invites member states to:

I continue to improve epidemiological surveillance and evaluation of the situation concerning
communicable diseases in their territories, includingaties preventable by vaccination;

1 continue to improve national vaccination programs and to strengthen national capacity for carrying out
evidencebased, coseffective vaccination, including the introduction of new vaccines where
considered appropriate;

1 continue to develop plans and standard operating procedures in collaboration with the ECDC and the
WHO to ensure a timely and effective response to vaqmieeentable diseases during outbreaks,
humanitarian crises and emergencies;

1 continue to develop coprehensive and coordinated approaches within vaccination programs,
following the Health in All Policies approach creating synergies with broader health policies-and pro
actively working with other preventive sectors;

1 ensure transparency with regard to tp@stmarketing evaluations of vaccines and of studies on the
impact of vaccination programs in order to provide reliable information for both governments,
medicines regulators and manufacturers;

9 actively offer appropriate vaccination to population groapssidered to be at risk in terms of specific
diseases and consider immunization beyond infancy and early childhood by creating vaccination
programs with lifdong approach;

1 work with health professionals on risk communication in order to maximize rtleirin informed
decision making;

1 inform the population in order to raise its trust in vaccinations programs, using appropriate tools and
communication campaigns also by engaging opinion leaders, civil society and relevant stakeholders (e.g.
academia).

The European Centre for Disease Prevention and Control (EC®EC), s t al k about
Enhancing childhood vaccination uptake, Public Health Gujdiide

The focus of this guide is on behavioeiated communication. Its aim is to identify ways to
help healthcare providerand encourage all parents to get their children protected by
vaccination, particularly those in population groups whose children are dyrresr and
undervaccinated. The guide underlines that vaccines are safe and effectiviglaights the
balancing of benefits and risks for different diseases. There is no reference to informed
consent form but the guidance provides a detailed informatanbenefits andrisks of
different vaccinations.

The European Centre for Disease Prevargiod Control (ECD@atalogue of interventions
addressing Vaccine Hesitancy, Technical R@0drT,

The report addresses the problem of vaccine hesitam@ny countries are dealing with
groupsof people who are reluctant or refuse recommended vaccinég)p ordecideto delay

some vaccines. The document contains a review of possible interventions, but there is no
reference toinformed consent. Nevertheles$et topic of risk is stressed and a more effective
communication of the balancing of benefits arsis is highlighted.
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3.2. Experimental and validated vaccines: EU Law

3.2.1. Vaccine trials as interventional studies

Vaccine trials fall within interventional research and they are not "low interventional studies"
with minimal risk. The fact that such trials involve healthy subjects determines two
consequences: a stringent emphasis on safety both in clinical trials eliddal practice, and

a more rigid regulation concerning informed consent. A rigorous regulatory procedure must
therefore be ensured to assess quality, efficacy and safety.

Vaccine is administered to the healthy subject. Depending on the virus beted, tthe
volunteer may then be quarantined for a amount of time to prevent drdestion, or
spreading the virus to the general population. Within the European Union human vaccines are
regulated by European Medicines Agency (EMA)matiufacturinginformation including

tests for safety, purity, and potency for a particular product is regulated under a Good
Manufacturing Practices (GMP) Directive 2003/94/EC and Regulation (EU) No. 1252/2014.
The GMP requires, in general, that medicines are of consigttity, appropriate for their
intended use and that the requirements of the marketing authorisation or clinical trial
authorisation are met.

3.2.2. Competence of vaccination policy

¢CKS 9! Qa NRfS Ay KSIFfGK LIt AOe@ elfesponsiblevfor il SR
deciding how to organise their health service. The European regulatory framework does not
regulate whether vaccines are mandatory or recommended, and the Member States remain
free in their decision. Thus, National Health Services of Eogipean countries have
different vaccination systems, different vaccireommendationsnd different schedulesf
vaccineadministration.

¢CKS [/ 2dzyOAf 2F GKS 9dzNRPLISIY ! yA2yS Ay (GKS a/
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responsibility of individual Member States and that various vaccination schemes exist in the
EU. However, efforts to improve vaccination coverage must be done, especially anthtoeg

the most vulnerable populations identified in the different regions and individual member
states of the union. The council invites member states to continue to improve epidemiological
surveillance and evaluation of the situation concerning commibieicdiseases in their

territories, including diseases preventable by vaccination.

3.2.3.European Centre for Disease Prevention and Control (ECDC)

The Regulation (EC) No 851/2004 of the European Parliament and of the Council of 21 April
2004 establishes a European centre for disease prevention and Icomtiis is an
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independent agency, a Community source of scientific advice, assistance and expertise from
YSRAOIT Y &aO0OASYUGAFTAO YR SLARSYA2t23A0FE adl -
responsible for human health (article 9). Although vationgpolicy is a competence of

national authorities, the European Commission supports EU countries to coordinate their
policies and programmes. In particular, the EU Commission encourages EU countries to
ensure that children are immunised. The Council wfoiean Union in the "Council
conclusions on childhoomnmunization successes and challenges of European childhood
immunizationand the way forward 2011/C 202/02" invites the Commission to ensure synergy
between the promotion of childhood vaccination atm# implementation of relevant EU
legislation and policies, while respecting national competences.

3.2.4. Human PapillomavirddRV vaccines

Following the advice of the scientific committee of the European Medicines Agency, the EU
authorised the marketingf two HPV vaccines that prevent infections with the two main
strains of HPV that cause cervical cancer.

EU countries exchange information on HRYhunizationusing the platform called VENICE
(Vaccine European New Integrated Collaboration Effort), the imp®rtant tool of primary
prevention. The European Commission operates as a coordinator. The European Centre for
Disease Prevention and Control funds the platform and has set up an expert group to look
into introducing HPV vaccination in EU countries.

3.2.5 Case law

Concerning the access to experimental treatment or drug, in the case of Hristozov and Others
v. Bulgaria (application no. 47039/11 and 358/12), the European Court of Human Rights
emphasizes a trend in European countries towards allowingu#igeof unauthorised
medicinal products. In the case, thpplicantswere cancersufferersand they complained

that they hadbeendeniedaccess to an unauthorised experimental -@aticer drug.

Bulgarian law stated that such permissomuldonly be givenwherethe drugin questionhad
been authorisedin another country. In the specific case nowhere had it been officially
authorised. Consequently, the Bulgarian authorities refused permission.

The European Court of Human Rights obsea/t/dnd amongEuropea countriestowards
allowing,underexceptionatonditions the useof unauthorised medicine. The Court héiat
there had been no violation of Article 8(right to respectfor private and family life) of the
EuropeanConventionon Human Rights. Th€ourt further held that there had been no
violationof Article 2 (right to life) and noviolationof Article 3 (prohibitiorof torture and of
inhumanor degradingreatment) ofthe Convention in that case.

In the case Durisotto. Italy the European Court declared the application inadmissible under
Article 8 (rightto respectfor private and family life) and under Article 14 (prohibition of
discrimination) taken in conjunction with Article 8 of the Convention.cBesconcernel the
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refusalby the Italian courtsto authorizethe I LILJ A Ol Y (t@Qundelgdcoizpdssiofats
therapyto treat her degenerativecerebral iliness (this experimentéleatment knownas

the & { G I Yrhethbod). The therapy was undergoingclinicaltrials. Legislativelecree
establishedrestrictive access criteria. The applicant allegbdt the legislative decree in
guestion had introduced discrimination in access to care between persons who had already
begun treatment prior to the entry into force the decree and those who were not in that
situation, like his daughter.

With regard to confidentiality of personal information concerning health, in the case
Konovalova v. Russia, the Court affirmed the violation of rights of patient recognized by
Conention of Human Rights. In particular theplicantcomplainedabout the unauthorized
presenceof medicalstudentsduring the birth of her child, alleging that she had not given
written consent to being observed and had been barely conscious when toldclof s
arrangements. More specifically, the Court held that there had been a violation of Article 8
(right to respect for private anfidmilylife) of the Convention.

3.3. Domestic law on vaccination

AUSTRIA

Soft law

Austrian Bioethics Commission

Opinion ofL June 2015 on Vaccinatifithical Aspects.

The Austrian Bioethics Commission conducts a thorough analysis of the main ethical issues
surrounding vaccination in its Opinion of 2015, upon request of the Federal Ministry of
Health.

This decision was made an environment where the coverage of vaccination against
infectious diseases is at present declining, focusing the discussion on the conflict of interests

L F@Ay3 2dzi 0SG6SSy GKS o0Sad AyidaSNBald 2F (GKE
line with their own ideas and values and the issue of vaccination, as a matter gicicial
responsibility. The Commission believes it is urgent to deal with the issue, due to the fact that

the fear of side effects has become greater than the fetlieo§pecific disease in the general

public.

Protection of individuals and solidarity NIi A Odzf | NI 8 3 A G aidiNBaasSa (K
of paramount importance because they protect the individual, they also have a collective
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dimension (solidarityp y  LJ- NI A Odzf I NJ 6 A 0K | @ASg (G2 GaKSNJ
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Herd immunity only concerns pathogens transmitted from person to person, it means that
even those who cannot be vaccinated are saféheyg are surrounded by veinated persons.

This is true of everyone who cannot (yet) be vaccinated or has a contraindication to
vaccination. These persons are more vulnerable to complications caused by the infection and
need to be protected via an envinment of vaccinated persons. In the context of herd
AYYdzyAllés GKS 1dzalONRFY . A2SUGKAO& [/ 2YYAAaAzy
gK2 NBFdzaS QI OO0OAYIFGA2Y a (KSNARSWEEMI FNRY

During the discussion around sidéects or adverse events, the Commission argues that
GO2AYOARSYOS O0A®S® (KS aavydZ GdrySadage 27 (g2
high vaccination incidence coincides statistically more frequently with certain diseases.
Moreover, asurve | & aK2¢6y G(KIG aGKS STFFSOGa 2F SELISH
O2yaARSNBR LRAAGAOS o0& GKS LRLHAFGAZ2Y o6So3od
and stronger immune systemsp y | gl & GKIFId R2S&a y20 02y T2NXY

In addition, the 2 YYA&daA2y KAIKEAIKGa GKFG al LI NI FNR
groups of persons, which can be reached by herd immunity as described above, we should

not conceal the fact that there is major public interest in vaccination, in particulewrot

the burden caused by the frequency or seriousness of an infectious disease and the negative
impact on public life. If a large number of people falls ill simultaneously, this will jeopardize
medical care for all and in an extreme case, it may evendeeurity risk. Broad vaccination
O2@SNY3S A& GKdza | YFGGSNI 2F ylLaAaz2ylrft |yR 3f

Informed consentFor an informed decision, people need to be given guidance on the
benefits of vaccination as a preventive measure in healthy persons amdeorig risks such

as vaccination side effects, vaccine reactions and complications. In this context, an-industry
independent documentation showing the objectivenbfit of vaccination programss
particularly important. The existy intenational surveiance programsare still too
heterogeneous and insufficient.

Benefits and risks of vaccinatidhclearly states that, at present, the benefit of vaccination is

Of SINI & 0AIASNI GKIY (GKS @I OOAY I A2y NRAGEAIM ¢5S
diseases, may thus make sense if the outcome of théeiskfit analysis is positive, i.e. if the

disease is common and the vaccination is safe. In this respect, the Commission identifies the
need for improvement to reach out to the populationtwiactbased information.

The potential risk of being affected by or transmitting an infectious disease is different in
different groups of people. With this in mind, it is recommended to take a differentiated
approach to vaccination recommendations omgaollsory vaccinations.
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Parental responsibilitiRegarding the childreparent relationships, the Commission stresses

the fact that parents have a special responsibility as they take decisions not only for
themselves but also for their children. Inthe @as® EG 2F YSRAOIt OFNBI &
one hand arise between the ideas of parents and the best interests of the child, and on the
other hand between the personal autonomy of the parents in their role as nurturers and the
public good (e.g. forthe b&FA G 2F KSNR AYYdzyAdeée &2dzaKG oe@
O2y (NI Oll¢ 06SiGsSSy (GKS adlraS FyR LI NBylGaodéod

Risks for and protection of immunocompromised patieM®reover, patients on
immunosuppressive or immusmodulating therapy have an additional riskifdections (for
instance, patients with hematoncological disorders and transplant patients form a group
with extremely strong immunosuppression). In addition, there is considerable insecurity
about the success and tolerability of vactioas. The Ausian Bioethics Commission points
out that vaccination of the personal environment or of relatives is a key protection measure.

Healthcare workers run a higher risk of coatirag infections at work; hencthey also pose a

risk to patients. The transmisgiof infections by hospital staff has been described for-influ
enza, measles, mumps, rubella, varicella, pertussis, hepatitis A, hepatitis B and
meningococcus infection.

Reservations against vaccinatioifhen looking at reservations against vaccinatiom fam

ethical perspective, one must also consider the question as to whether individuals can be
expected to accept the burdens and risks linked with every vaccination for the greater good of
society, or more specifically, herd immunity. In fact, vaccinats@nve both the protection

and healthrelated interest of the individual and the protection of the population, which the
individual in turn benefits from.

Selfdetermination and societal responsibilitfrom a social ethics perspective, the
Commissionenfol &A1 S& GKIFI G GLISNR2ya aKz2dzZ R 2NASYy(d
solidarity, equity and the common good. Hence, the options ofdetdfmination available

due to social and medical progress must not be used arbitrarily and gratuitously; @t
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joint responsibility of the individual for the elimination of avoidable suffering in society, which

is made possibl by vaccination prograiné dtherkfare recalls that vaccination is also a

matter of public health ethics, based on principles of solidarity, subsidiarity and relational
Fdzi2y2Ye oS3 Ay (GKAa aSyasSz 2dzNJ aidl Gdza 27F ¢
relations we have witlbur social and natural environment and should not be reduced to an
individualistic understanding). Hence, issues such as social and global equity are important
aspects of public health ethics, and vaccination plays a prominent role due to its eminent
signficance in this context.

Vaccinations are so important because they serve both the protection of the individual and
the population at large, as the behaviour of the individual in respect of vaccination can have
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an enormous impact on the health of otheitscan protect or jeopardize other people. This is
why some countries have made vaccination mandatory. The intervention in individual
autonomyt i.e. compulsory vaccinationss considered justified by the protection of the
general public. In this sense, gam@ation seems ethically indicated primarily due to the
principle of noamaleficence, because refraining from vaccination (deliberately) is likely to
endanger third parties. For instance, the Austrian Commission recalls the recent case of
GYSI &t SanyAwiichv&sNuked to a high extent by travelers and migratory flows.
The public good of herd immunity is threatened by the position of vascepic persons

who advocate a behavior, which recognizes the benefit to the individual as the sole criterion
for correct behaviour or questions the benefit of vaccination for the general public.

AutonomyAs a consequence, in ethical considerations regarding vaccination, the principle of
autonomy plays an important role: as mentioned earlier, one aspect is phertbnomy

when parents have to take decisions for their own children. The best interest of the child is
the criterion that limits parental leeway for decisimaking. Ideally, the interest of the
general public should also be taken into account in timgext.

Every decision is about a careful bere§k analysis based on reliable information. Parents
often underestimate the risk of complications of an infectious disease, which children live
through even though there would have been a vaccina#igainst it. The Commission,
therefore, emphasizes the need to strengthen health competence in the population by
correct and objective information supported by evidebesed data to make the individual
autonomous and enable informed decisimiaking.

Beneftence and nomaleficence Another example regarding the potential restriction of
autonomy in the interest of third parties can be found in vaccination of hospital staff. The
principle of noAmaleficence is a fundamental element in the professional ebhitss group.

A reduction of the risk of transmitting an infectious disease and possibly endangering patients
must be seen as an ethical obligation of people working in healthcare.

Health professionals thus have an ethical and moral obligation to vaaginatthis context,
one can likewise expect institutions to take action so that they can protect theigkgh
patients in their care.

Criteria to restrict individual autonomhe question is whether compulsory vaccination can
be justified as it is amtervention in the autonomy of the individual, and even one that
touches physical integrity.

In view of the great importance of individual autonomy, one needs serious arguments for
compulsory vaccination, with coercive measures only being the last resdirteise that
intervenes in autonomy to a lesser extent fails.

In this context, the Austrian Bioethics Commission suggests setting and fulfilling a number of
criteria, in order to justify a restriction of individual autonomy, unaepublic vaccination

89
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prograns on morbidity and mortality in the target population; 2. Favourable bemslitatio:

The burdens and risks for partiargs in the prevention prograsrmust be low whilst the

decline in morbidity and mortality in the target population must be as high as possible; 3.
acceptable cosbenefit ratio (in view of limitegublic resources, the prograocosts must be
reasonable); 4. lowest possible degree of reieness (before coercive measures are taken

to curtail individual freedom, efforts must be made to increase participation by means of
incentive systems and steering instruments; 5. Fair and transparent deutgkimg

LIN2E OSRdzNB & ¢ &

Interventions in hedily individualsOne element in the ethical debate about vaccination is
that it is a populatiorwide intervention in healthy individuals showing no signs and
symptoms. The main issue in this dilemma is that such a public health intervention comes
with a cetain risk, which only concerns the individual whilst it is beneficial to the population
at large. This would actually violate the principle of justice. However, the caugtenent

relies on the fact that it is not only a matter of individual risk vgrab$ic benefit, but it also
involves individual benefit via herd immunity.

JusticeThe Commission argues that a problem of justice only arises with those persons who
do not contribute to herd immunity, but benefit from the health protection attained (uwhic
everyone participates in). This does not apply to people who cannot be vaccinated for health
related reasons (e.g. immunodeficiency) because nobody can be obliged to contribute to the
common good if he is unable to.

Recommended or compulsory vaccinati@overnmental authorities can protect herd
immunity through recommended or compulsory vaccination: the document highlights the
need for strong ethical reasons whenever measures significantly restricting individual
autonomy are envisaged. For example, ia tlase of vaccination as a precondition for the
admission of children to chilchre facilities, which requires a careful evaluation against the
backdrop of consequences (i.e. children being refused access to educational offerings and
parents possibly beingxcluded from flexible work). In the extreme case of an imminent
epidemic (pandemic) one could however even argue in favour of compulsory vaccination
decreed by law.

Risk communicationAs any other medical treatment, protective vaccination is an
intervertion in the physical integrity of the patient and it is only lawful if informed consent is
given. Information must be provided about the actual risk of the disease, which the
vaccination is against, as well as the risks and side effects wddbimatiorand the vaccine
protection to be expected.

Moreover, the Austrian Bioethics Commission recommends: the establishment of publicly
accessible documentation on the benefit and possible side effects of vaccines, as well as on
complications of a disease occogiin nonvaccinated persons(quality of life, longerm
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disability, costs and burdens caused by nursing and care services); the publication of data
collected with the help of dependent surveillance progranas this improves the agatance

of vaccinationprograns and publishing the Health Technology Assessmeni @hr#hich
vaccination prograsi and vaccination recommendations are based, in order to enhance
public confidence.

Particular emphasis is placed on transparent and effective information to panemiccess to
no-cost vaccination schemes for children to avoid the phenomenon of vaccination refusal
motivated by economic reasons, as well as on information and scientific foundations
pertaining to vaccines being more strongly included in the trainingcala of all health
professions.

LG SljdzZtte OFrffa F2N a6KS OSNATFAOLFIGAZ2Y 27
public schools / educational institutions and cleédle facilities and to introduce compulsory
counselling when sufficient ¥Mdzy AT | GA2Y Ad YAaairy3déod ¢KS
recommendsth it a &3 O0OK22f @I OaOdthelr impl@méntalidN®B FaNitur in
respect of informed consentbe put on a reliable legal basis and that school operators and
school physicians, be §iy t S3aFf OSNI I Ay i(ie&é o

Promoting herd immunityn addition, it confirms that dangerous diseases transmitted from
person to person, for which herd immunity is required to protect people who cannot be
vaccinated, have to be tackled from an ethical perspeetitle the purpose of increasing
vaccination coverage. The measures required to reach this goal have to be carefully selected
against the backdrop of the greatest possible freedom of the individual, on the one hand, and
the obligation to protect vulnerablgroups of persons on the other. These measures may
provide for legally compulsory vaccination under specific circumstances.

Informed consent templates for vaccin@$ie Austrian Federal Ministry for Health and
Women publishes on its official website infeanconsent templates for vaccines, whereby it
provides guidance on the patient information tailored to vaccination, which should be given
together with consent forms. Specific requirements are devised with regard to necessary
content, among which it is netvorthy mentioning:

1 Gaining knowledge from the patient about any severe or chronic disease, recent acute iliness, or allergy

he/she has been suffering from

Checking whether the patient takes regular medication and, if so, of which type

Verifying if thepatient has ever experienced discomfort or side effects after vaccination

Becoming aware of any current pregnancy

Providing the patient with complete, clear and understandable information on the composition of the

vaccine, possible contraindications comieg the administration and side effects of the vaccine

1 Giving the patient adequate information on the benefits and risks of the vaccine and making sure
he/she has been granted the opportunity to discuss open questions with the vaccinating physician.
However, there is no reference whatsoever to the need to adapt information to different literacy levels
or diverse cultural backgrounds.

= =4 —a -2
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1 The patient should be aware of the possible collection of electronic data and their use, as well as of the
fact that the pesonal data could be transmitted in the course of medical care

I Additional details concerning vaccination should be conveyed to the patient if needed or directly
requested by the latter, including informing him/her about the inexistence of an obligatiagmntthse
vaccine consent form if the patient disagrees on any relevant aspects reported in the information
sheet/consent form, or communicated by the vaccinaphgsician, or whether he/she needs further
explanations.

There are no specific guidelines rejag vaccine trials, as they fall under normal ethical
standards regarding drug trials.

Hard Law

With regard to vaccines, they fall under the regulation of normal drug trials administered to
healthy  subjects (see Drug Adtzneimittelgesetz; Medical Devices  Aet
Medizinproduktegesetz). Consequently, there is a strong attention on safety and information
duty is heightened. Vaccine manufacturers must follow a clearly defined manufacturing
process, which has to comply with international guidelines to renseproducibility and
consistency (see soft law). Before a vaccine is allowed to be marketed in Austria, it has to
undergo tests by the Austrian Federal Office for Safety in Health Care.

In the Austrian law there are no mandatory vaccinations, but thee srongly
recommended vaccinations.

FRANCE

Soft law

The vaccine policy is discussed in the Report by Sandrine Rapgloft sur la politique
vaccinale, jan2016), whicHocuses on the following key results:

1 Adherence to vaccination cannot be taken doanted from the outset. Difficulties of adhesion differ
according to the vaccines and the diseases concerned

1 Need of regular information and communication (web, social networks); need of transparency and
clarity of the messages and this impliestaeering of the system where each of the actors of the
vaccination policy finds his/her place.

1 The simplification of the vaccine course would improve adherence to vaccination. Patient adherence to
vaccination implies involvement of different health proi@sals.

1 Implementation of the vaccination policy requires taking into account the issue of vaccine availability.

1 Before any choice between vaccination obligations and recommendations, a public debate and a
scientific consensus conference are essential

Thewe are no specific gielines relating to vaccine tlsa

Hard law
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Concerning vaccine trials, there are no specific regulations on the informed consent process,
but they must be considered interventional research and not with minimal risk, because they
are carried out on healthy subjects: therefore, informed consent regulation is stricter in that
case.

With regard to vaccines in clinical practice, on June 2017 the Health Minister announced
plans to move from three (diphtheria, tetanus and poliomyelitisiel@ven mandatory
vaccines, in order to prevent the expansion of certain diseases. These additional eight
vaccineg pertussis (whooping cough), Haemophilus influenzae B, hepatitis B, meningococcus
C, pneumococcus, measles, rubella and mugnpsre only reommended, but.oi n° 2017

1836 makes them mandatory since 2018. Information and consent of parents is however
required also if vaccines are mandatory.

GERMANY

Soft law

In the context of vaccinatioprRecommendations of the Standing Committee on Vaccination
(STIKO) at the Robert Koch Institu2017/2018set out a number of requirements, among
which:

1 in order to comply with thdmmunizationschedule for infants, children, adolescents and adults
vaccination status should be checked regularly and brought dpte where necessary; each medical
consultation should be utilised for this. Beside standard vaccination, other vaccinations may be
indicated in a particular epidemiological situation or where there is a particular hazard to children,
adolescents, and auts;

T LG A& (GKS LIKeaArAOAlyQa NBalLRyaraoAftAde (G2Y LINRJARS
benefits of vaccination; recommend the type and chronological order of vaccinations in each individual
case, considering the indications and, whegplicable, existing contraindications; determine the
current health status of patients, in order to exclude acute illnesses; give behavioural recommendations
following the vaccination; provide information on the commencementdmdtion of the protective
effect, as well as to inform patients of additional protective options. The lack of a STIKO
recommendation should not prevent a physician from carrying out further vaccinations when justified.

9 If the indication for vaccination is not covered by a licemsatid for Germany, it encompasses an off
label use. In case of injury, ddbel use has consequences for liability and compensation and places
particular obligations on the physician administering the vaccine regarding documentation and the
provision ofinformation.

No further guidelines are provided for experimental vaccines and the informed consent
process, as they fall under the general indications regarding clinical trials, developed by the
German Permanent Working Party of Research Ethics Comm(tteegender issues in
clinical trials, see Deliverable D1.3).
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Hard law

Thereare no specific hard law regulatiorisr informed consentin vaccindrials and theyare
covered by general norms on clinical trials according to Section 40 of AMG. They must be
considered research with more than minimal risk, because they are carried out on healthy
subjects. According to the Section 77 of AMG, the Paul Ehrlich Institute (PEI) is the authority
with a special competence on vaccine trials.

As a final point, in th&erman law there are no mandatory vaccinations, but there are
strongly recommended vaccinations.

ITALY

Soft law

Italian National Bioethics Committee (NBC)
Opinion of 22 September 1995 on Vaccinations

The Italian National Bioethics Committee has develapddrough reflection on vaccination.

In an Opinion issued in 1995, it offers a contribution to the debate on compulsory and
recommended vaccines at the bioethical level, stressing their importance for individual and
collective health. The obligation toczanate is not only grounded in the right to health, but
also in the moral duty of solidarity, in line with the ethical arguments raised by the Austrian
Bioethics Commission.

Validated vaccine3.he NBGlelves into the problems that are often perceivedtiy public
opinion, with regard to the possibility of negative side effects deriving from vaccines (i.e.
allergic reactions, neurological problems, infections, etc.). These difficulties require
precaution and careful medical assessment whenever vacgnatinors, who are more
vulnerable to adverse effects of medical treatment and incapable of deciding and taking the
risks resulting from a lack of immunization.

Benefitrisk communicationTherefore, the Italian Committee argues for providing adequate
information on the risks and benefits of vaccines, which would help to reduce the fear for
harm, that may lead to an unjustified refusal of vaccines, notably in the case of minors.

Conscientious objection and individual/collective protedtioaddition, thedocument brings

up perplexities regarding the legitimacy of conscientious objection to compulsory vaccines,
for the ensuing risk of jeopardizing the health of the individuals and the community,
whenever there are no other measures to protect this indalidend common good.
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Health cultureln addition, the Committee recommends putting in place effective incentives
for the promotion of a health culture, which could ultimately result in lifting the compulsory
nature of vaccines, whenever the public opingimows positive attitude towards these
preventive health measures (NE@pinion on Vaccination$995).

Motion of 24 April 2016n the importance ammunization

a2NB NBOSyidftezx Ay wnmpX | az2dAiAz2y ¢l & Liddzi F2N
in immunizationcoverage has brought about a considerable rise in the cases of measles
worldwide. In Italy alone 1,686 cases were reported in 2014, the highest number in Europe.
Even the WHO has explicitly urged Italy to take measures against this ouMozakver,

G NA2dza OFasSa 2F YSyAy3aadrazr az2vyS S@Sy FlLal
NBC stresses its deep concern about the increasingly widespread trend to postpone or reject
vaccines, which are recommended by the healthcare systenumindrsally recognised as
0SAy3a STFSOGAOSd Ly GKAa O2yiSEiG=T GKS b./ Of
preventive measures, with a particularly positive risk/benefit ratio, having not only an
important healthcare value but also an iftd A O S (i RKhef@lore, thg MBCEnWites the

Italian society to take personal and social responsibility and calls for increased efforts by the
Government, the Regions and the competent institutions, so that both compulsory and
recommended vaccines rhigachieve appropriate immunization coverage (95%).

Safety and efficacy of vaccindisalso emphasizes that for reasons of proven safety and
efficacy, vaccines are deemed among the priority measures in the planning of healthcare
coverage interventions fahe population.

Protecting vulnerable subjectsequally recalls that, as they are mainly intended for children,
vaccines encompass an important element of equity, since it allows the protection of a
category of vulnerable subjects. Moreover, the NBes that immurdation prograns call

for parental responsibility according to the criteriontloé highest interest of the child and
his/her right to be vaccinatedthe consequence of any type of refusal is the risk of
jeopardizing the health of third pgées, due to this refusal, which raises concern for those
individuals who cannot vaccinate for health reasons. It therefore notes, alongside personal
interests, the solid@st and cooperative nature of vaccination (relating to herd immunity, as
stressed g the Austrian Bioethics Commission).

Informed consentn the context of providing appropriate information concerning vaccination,
the Iltalian Committee strongly recommends to: implement effective advertising and
information campaigns on mandatory andceenmended vaccinations at national level,
grounded in scientific evidence, including putting in place effective communication initiatives
on internet websites, as well as detailed written and oral information ainthieidual level,

G2 NI A&S réhass of cubrghtisRatebids) benefits and risks related to vaccination;
carry out information and awareness campaigns for healthcare centers, family doctors, family
paediatricians and the professionals invdlve immunization progras) as well as school
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employees. It also highlights the necessity for family doctors and pediatricians to give
adequate information to their patients on how vaccination is one of the most efficient
treatments, with a very positive risk/benefit ratio.

Immunization initiatives. Other suggestions rely on the need to respect compulsory
immunization for healthcare professionals and the personnel working in schools and in other
places attended by childred; i £ 42 O2yaARSNE (GKIFIG & SOSNE
achieve and matain an optimumimmunizationcoveage through education progranfor

the public andhe healthcare professionals, without excluding the possibility of making them
O2Y Lz a2 NE Ay S YMadidhSTifedrdporancé dd immunipab@15)

Experimental vaccine®Notwithstanding many ethical issues regarding vaccine trials are
common to clinical trials in general, there are equally a set of specific problems, clearly
identified by the Italian Committee:

1 Some vaccines are mainly or exclusiuebd in paediatric population; therefore, these subjects cannot
be excluded from clinical research. However, the problem of involving participants unable to express a
valid consent and directly protect their own rights, becomes particularly challengtnig icontext;
whereas if dealing with other types of drugs, this issue can be better controlled or even totally avoided.

1 A number of possible side effects deriving from vaccines appear with a far low frequency rate. In order
to achieve a statistically sigicant probability of emergence of these side effects, a very high number of
research participants is required.

1 Unlike other drugs which usually have limited effects over time, vaccines generate a biological
response, which is likely to linger for yeasd occasionally, even for a lifetime. It is thus essential not
only to conduct studies with a high number of participants, but also to observe the ensuing effects for a
long time.

1 To verify the efficacy of vaccines, it is necessary to take into aceounnly their immunogenicity
(which can be easily determined in the lab), but also the degree of protection they offer against natural
diseases. As the latter prove to be unpredictable, they cannot be controlled by researchers; hence, it is
difficult to envisage the exact timing and costs needed to complete the trial.

i Efficacy should always be determined against a specific control group, either treated with previously
available vaccines, or less effective and safe ones, or with placebo. In any of tredeoases,
however, ethical issues arise (regularly encountered also in other experimental treatments) for the
participants involved in these procedures, as they may be deprived of a potential medical benefit and,
therefore, this requires establishingiteria for the conditions under which it would be deemed
acceptable to exclude them from the mentioned benefit.

In this context, the NBC stresses the need to overcome these problems, in order to
objectively assess the efficacy of vaccines in randomraa@ntrolled clinical studies, but

also to protect the human subjects enrolled in vaccine trials, through accurate surveillance
systems. Vaccine trials should always comply with the ethical standards provided for
regarding general clinical triaNBCOpnion on Vaccinationd995).

Hard law
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No specific regulations are given on vaccine trials, as they fall under the general regulation of
drug trials, with special safety standards because they are usually carried out on healthy
subjects with immunization purpose.

Ten vaccinations (diphtherigetanus, pertussis, poliomyelitis, haemophilus influentiae B,
hepatitis B, measles, rubella, varicella and mumps) are mandatory for children since 2017
(Law 119/2017). Parents have to present their vaccination certificates at school and each
Region must mvide additional recommended vaccinations for free. Schools have to notify
the local health agencies (ASL) when parents fail to present the necessary vaccination
R20dzySyiad {OKz22fta OFly 2yfe | O0OSLIi I LIKeaAiOA
child cannot be vaccinated. Fines up to five hundred euros are imposed for families that fail to
vaccinate their children, but penalties must be preceded by the meeting between health
authorities and families in order to inform them about the vaccinatiognam. Nevertheless,

the lack of vaccination implies the exclusion only from nursery school and kindergarten, while
from primary school to high school, minors not vaccinated will normally be included in classes
where the other students are vaccinated.

The decision n. 5/2018 of the Constitutional Court determined that the Law 119/2017 is
compliant with the Italian Constitution and not unreasonable. It aims to protect individual and
collective health on the basis of the duty of solidarity in preventing m@uitthfy the spread of
certain diseases. The Constitutional Court considered inter alia that all vaccinations made
mandatory were already planned and recommended in the national vaccination plans and
funded by the State. Furthermore, the shift from a strgtdzpsed on persuasion to a
compulsory system is considered justified in the light of the gradual decline in vaccination
coverage.

Information and consent acquisition of parents is however required also if vaccines are
mandatory.

SPAIN
Soft law

The Commikee of Bioethics of Spain has dealt with issues related to vaccination only in
NBaLISOG G2 AdGa NEhiedd and legay asonskiq rejedingl2vactinatian.
Proposals for a necessarye b a(R0&6)tacklesthe difficultiessurrounding vaccinan in
multicultural societies.

The Committee of Bioethics calls NS & LISOG | yR FRSljdzZ §S 02vYYd
individuals and communities that reject vaccination for religious, philosophical, or ideological
reasons, explaining theirs responsibtitend the measures that should be taken in case of

NA &l F2NJ LWzotAO KSIFf{iKé P
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Hard law
In Spanish legislation vaccines are considered a medicinal product for human use.

The Royal Legislative Decfig2015, on Guarantees and Ratiobse of Medicines and
YSRAOIfT RS@A0Sa [ 6 RSTAY SsubstanédrRamDinagiobof 2 ¥ K dz
substances presented ftreating or preventinlR A 8 S &S Ay KdzYly o6SAy3aé

Similat = GKS w2eélf 5SONBS mndnkunmpz YSIYy o0&
substance or combination of substances presented as having properties for treating or
preventing disease in human beings or which may be used in or administered to human
beingseither with a view to restoring, correcting or modifying physiological functions by
exerting a pharmacological, immunological or metabolic action, or to making a medical
RAFIy2araéd

Consequently, vaccines aabject to the general rulder medicinal prodcts for human use.

In relation to papilloma virus vaccinationspecial mention should be made of the
judgementhanded down by th&lationalHighCourt, administrative chamber, 4° section, 17
may 2017. Particularly, some considerations about risk consation are madeTheduty to
provideinformationcannotbe regardecasageneric duty, and does not protect a
requirement of an excessive and disproportionate information (such as information about
oy 2NXIf Naoathriwbuhd reésit if thetiffdation were excessive: an inhibitory
effect would then take place. The information should be cleaeasiy understandable, and
shouldbe appropriateand proportionateto the recipient.

UNITED KINGDOM
Soft law
The Nuffield Council on Bioethi€siblichealth, Ethical issues, 2007

Validated vaccined.he Nuffield Council on Bioethics does not address the ethical issues of
vaccination in amad hocdocument, but it refers to the topic when dealing with public health,
FNBdZAYy3 GKFG a@FOOAYlFGA2y LRTEAOASa GKFG 32
encouragement to take up the vaccine may be justified if they help reduce harm to others,
and/or protect children and other vulnerable people. This would need to take account of the

risks associated with the vaccination and the disease itself; the seriousness of the threat of
disease to others; and whether a directive measure would be more efféwive voluntary

one¢ |1 26SOSNE Al dGF1Sa | Y2NB aaz2faé adal yoS:s
gAGK NBIIFNR G2 @I Cafbek Weighihg? yp Sthe &videnideh ahd ethicd | G Y
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Nuffield Council on Bioethid3ublic health, Ethical issues 2Dp07

Briefing Note of 2016 afika: ethical considerations

Experimental vecines and multicultural issuéghical problems surrounding the interactions

between experimental vaccines and multicultural issues are mentioned in the Briefing Note of
2016 onzika: ethical considerationsy’ ¢ KA OK (G KS bdzZFFASE R he2dzy OAf
recent epidemic of the Ebola virus disease highlighted the critical importance of sensitivity to

local conditions on the part of international researchers, and the creation of trusting
relationshig with local communities. Appropriate study design needs to take into account

both the necessary scientific rigour and an understanding of what is locally acceptable,
particularly in the absence of any effective standard treatments and widespread anxiety
ad2dzi GKS 02yaSljdzsSyoSa 2F AyFSOdlAz2yé O6¢KS b
suggests envisaging early discussion and collaboration with local research ethics committees,

in order to maximise the chance of prompt consideration of innovéisledesigns. Where
necessary, local research ethics committees should be able to rely on international support.
This could encompass local committees commissioning preparatory work from other
countries or requesting advice or personnel to foster logahaciéy.

UK General Medical Coun@bod Medical Practic2013

Challenge studiedn the context of experimentation with vaccines, highly sensitive ethical

issues can arise from the-6bl £ f SR G OKI ff Sy3S aAdGdzRASa¢es ani\
infecting healthy people in order to investigate diseases and their treatments. This type of
research is common in medical research, especially in the development of vaccines; although,
many national guidelines do not specifically deal with human challenge studies.

Ly GKAA NBIINRZ GKS 'Y DSYSNrt aSRAO+H Tt [/ 2d:
therapeutic research, you must keep the foreseeable risks to participants as low as possible

and the potential benefits from the development of treatments and furtfiedf knowledge

Ydzad FFN) 2dzigSAIK ye adzOK NRA1AQQd ¢KAA 3dzA
a balance between risk of harm to the participants and the expected value of the research,
makes the important additional point that the risk®sld be kept as low as possible. In other

words, even if the risks of harm were within acceptable limits, and, of course, the participant

had given valid consent to take part, the research may be in breach of the guidelines if it
could have been carriedub more safely (General Medical CounGihod Medical Practice

2013).

Some guidelines make clear distinctions between therapeutic antgheoepeutic research

and between patients as participants and healthy volunteers. In this context, only the case of
KSIfliKe @2ftdzyiSSNER Aa Gl 1Sy Aydaz2 F002dzydz aj
A0dzRAS&Eed ¢KS [[dzSatAazy Aa ¢gKIFIG RSIAINBS 2F NI
adult volunteers.
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The Royal College of Physicigasijdelines onhe practice of ethics committees in medical
research involving human subjec896, 2007

Minimal risk.The Royal College of Physicians (RCP) guidelines have been the most explicit on
this point by including a concept that is often used in this conteat, ah minimal risk of

harm, or minimal harm. The second edition of these guidelines (1990) devised a key
distinction between two meanings of minimal harm. On the one hand, harm can be minimal
in the sense that, although quite likely, or even certain,rnibisvery great (i.e. the headache

that can follow a lumbar puncture might be an example of minimal harm). The second
meaning of minimal harm is where there is a very low chance of serious harm. The second
edition of the RCP guidelines underline, in thatext of minimal risk:

¢tKAAd aSO2yR YSIYyAy3d A& agKSNB GKSNB Aa | @St
this second risk to the healthy volunteer is deemed to be comparable, for instance, to that of
flying as passenger in a scheduled airataft)! £ G K2dzZ3 K= | OO2NRAyYy 3 G2
are some situations, such as the treatment of serious disease, where it is ethical for research
A0dzRASE (2 Ay@2t @S Y2NB (GKIYy YAYAYlFf NARaAl® ¢

In the third editionof the guidelines, the Royal College no longer refers to airplane flights and
elaborates the meaning of minimal risk in the following way:

GaAyAYLFf NARAa] O2dZ R Ay Of dzZRS SOSNERIFI& NRAl A
car (the latter havig considerably higher risk) but would not include travel by pedal
motorcycle; Minimal risk is where the chance of serious injury or death is very remote and
YIred 0S AJYy2NBREOD
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and most obviously, the patient may benefit. This is typified in a therapeutic trial where at
least one of the treatments offered may be beneficial to the patient. Second, society rather
than the individual may benefit. In such situationswéver large the benefit, to expose a
participant to anything more than minimal risk needs very careful consideration and would
NI NBfé 0SS SGKAOITf ¢o

Although, the Royal College has attempted to tackle the question of how much risk of serious
harm a healthyolunteer can be exposed to, it is not clear what degree is acceptable, other
than that the risk has to be very low. The guidelines are, nevertheless, interesting in making
clear that the risk that a participant can take in participating in medical résearst be less

than a risk that many of us take in normal life (Royal College of Phy<iiaiedines on the
practice of ethics committees in medical research involving human subp&6s2007).

For a discussion of gender issues in clinical resesset1.3.

Hard law
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There are no specific regulations in the UK legal system on experimental vaccines and they
are covered by general norms on clinical trials. They must be considered research with more

than minimal risk, because they are carried out on healthy subjectsfomchéd consent
regulation is stricter in that case.

No mandatory vaccines are provided for by the law, but there are recommended
vaccinations.
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3.4 lllustrative cases: Meningitis, HPV, RSV

3.4.1 Meningitis

WHO Position paper on Meningococcal Vac¢iti5)

WHO emphasizes the importance of completing mass vaccination campaigns in individuals
aged %29 years in all countries in the African meningitis belt, and the need to conduct high
quality surveillance and vaccination programme evaluation in thossetrees. The 2015
recommendations are additional to those in the 2011 position paper.

WHO recommends that countries completing mass vaccination campaigns introduce
meningococcal A conjugate vaccine into the routine childhood immunization programme
within 1¢5 years.

EMA European Medicines Agency recommends approval of first vaccine for meniggitia B

European Medicines Agency recommends approval of first vaccine for meningitis B Vaccine to
provide broad coverage against meningococcal group B infectior#012, the European
aSRAOAYSa 1 3Sy0eQa [/ 2YYAGGSS F2NJ aSRAOAYI f
recommended the granting of a marketing authorisation for Bexsero, a new vaccine intended

for the immunizationof individuals over two months of age agaimvasive meningococcal

disease caused by Neisseria meningitis group B. Before, there was no authorised vaccine
available in the European Union (EU) for bacterial meningitis caudedisseria meningitis

group B.

European Centre for Disease Preventiott @ontrol Expert opinion on the introduction of the
meningococcal B (4CMenB) vaccine in the EUZDEA

This expert opinion documeaimsto support national decisiemaking by summarising the
considerations and caerns of some EU/EEAoudtries about the introduction of the
4CMenB vaccine into their national immunisation programmes. It also presents options on
how to introduce the vaccine. There is no referencéhéxopic of informed consent.

3.4.2 Human Papilloma Virus (HPV)
WHO, Position paper orPN Vaccine (2017)

WHO position paper has received antogate in 2017 (the former version was of 2014). At
the international level as well as on the European one references to the topic of informed
consent regarding HPV vaccine are low and they shoultnpkmented, in particular
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because in this case the recommended target is a vulnerable group (women), generally from
9 to 15 years old.

WHO recognizes the importance of cervical cancer and otherd#i®d diseases as global
public health problems and reiterates its recommendation that HPV vaccines should be
included in national immunization programmes, provided that: prevention of aeocancer
and/or other HP\felated diseases constitutes a public health priority; vaccine introduction is
programmatically feasible; sustainable financing can be secured; and theffeostveness of
vaccination strategies in the country or region is mared.

HAMT 21 h LRaArAdAz2y LI LISNI NBLX | O0Sa (GKS wHnmnQa
HPV. It focuses primarily on the prevention of cervical cancer, but also considers the broader
spectrum of cancers and other diseases preventable by HPV vaccindlew
recommendations are proposed regarding vaccination strategies targeting girls only or both
girls and boys, and vaccination of multiple birth cohorts.

HPV vaccines should be introduced as part of a coordinated and comprehensive strategy to
prevert cervical cancer and other diseases caused by HPV, with these clarifications:

9 this strategy should include education about reducing behaviours that increase the risk of acquiring HPV
infection, training of health workers and information to women aboutesuing, diagnosis and
treatment of precancerous lesions and cancer. The strategy should also include increased access to
quality screening and treatment services and to treatment of invasive cancers and palliative care.

1 theintroduction of HPV vaccine should not undermine or divert funding from developing or maintaining
effective screening programmes for cervical cancer. HPV vaccination is a primary prevention tool and
does not eliminate the need for screening laterfi since the vaccines do not protect against all high
risk HPV types.

1 the introduction of HPV vaccination should not be deferred because other relevant interventions
cannot be implemented at the same time.

WHO, recommends that all countries proceed withAtionwide introduction of HPV
vaccination.

Gender

For the prevention of cervical cancer, the WidCGommended target age group for HPV
vaccination is girls aged® years, prior to becoming sexually active. This is because HPV
vaccines are most efficacis in those who have not previously been exposed to the virus.
Vaccination strategies should initially prioritize high coverage in the-Magd@mended
primary target population of young femaleglg years of age. Vaccination of secondary
target populatims of older adolescent females or young women is recommended only if this
is feasible, affordable, cost effective, and does not divert resources from vaccinating the
primary target population or from effective cervical cancer screening programmes.
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HPV vagination of males is not recommended as a priority, especially in rescamstrained
settings, as the available evidence indicates that the first priority should be for cervical cancer
reduction by timely vaccination of young females and high coversgeadh dose.

Vulnerable groups

The safety and efficacy of the HPV vaccines in children younger than 9 years have not yet
been established. In the absence of welhtrolled studies in pregnant women, vaccination
with HPV vaccine is not recommended ingpi@nCcy as a precautionary measure.

HPV vaccines have excellent safety and efficacy profiles.

According to the WHO, a policy regarding consent needs to be in place in HPV vaccination, in
particular informed consent process for routine immunization ses\acel vaccines delivered
during campaigns, and the applicability of these policies for HPV vaccines delivered to girls
ISR ¢ 2 wmn &SINA® ¢KS | 0620S YnSwidatinagng S R
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because theéarget population group for HPV vaccine may present for vaccination without an
accompanying parent or legal guardian.
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WHO, Summary of Key Points of the WHO Position Paper on Vaccines against Human
PapillomavirugHPV), 2017

Vulnerable groups
The document contains some key points regarding vulnerable groups:

1 HPV vaccination of pregnant women should be avoided due to lack of data, though no adverse effects
in mother or offspring have been observed;

9 if a young female becomes pregnant after initiating the vaccination series, the remaining dose(s) should
be delayed until after the pregnancy is completed;

9 breastfeeding is not a contraindication for HPV vaccination.

WHO, Guidelines for the introduction BfPV vaccine into National Immunization Programs
(October 2016)

The document contains useful references to the topic of consent in HPV vaccination. In
particular,the consent process needs to be carefully planned and implemented, considering
this elements:

1 specific policies and procedures for obtaining individual informed consent for HPV vaccines will need to
consider local infrastructure and resources. For HPV vaccines, some countries have found that the
introduction of a new or different consent procedunas led to suspicion that the HPV vaccine is
experimental or risky;

1 the form of consent is the above mentioned WHO document about the obtaining of consent in children
from 6 to 16 years (written, verbal or implied consent);

i the authorization of local anational school authorities for the intervention (vaccination) to take place
does not imply informed consent by the individuals in that school or community. In a legal sense, school
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or local welfare or other community authorities do not have the capaoitgohsent to medical
interventions on behalf of the children in their care. Exceptions, stipulated in local laws and regulations,
may exist in defined, special situations.

1 when mandatory vaccination is established in relevant provisions in law, consent may not be required.
If the mandatory nature of vaccination is based on policy, or other forms of soft law, informed consent
needs to be obtained. Some countries allow indiaisl to express neconsent (optout) and obtain an
exemption for mandatory vaccines.

i for childhood vaccination, parental consent can be implied when a parent voluntarily brings the child to
be vaccinated at a health clinic. However, older girls mayenatbompanied by parents at the time of
HPV vaccination, regardless of location. In these situations, implicit parental consent cannot be as easily
assumed, and explicit written or verbal consent may require additional steps. Any explicit consenting or
authorization process needs to be accounted for in the microplan and timeline established for HPV
vaccine introduction.
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teachers and the community should gizen to allow understanding of the benefits and risks of HPV
vaccination and to ensure acceptance.

On the EU levethere is no reference to the obtaining of consent in HPV immunization
program.

ECDC (European Centre for Disease Centre and Cdatrdgnce for the introduction of HPV
vaccine in European Countr{2e08)

The document reports that authorities in several EU countries have already decided to
include HPV vaccine in routimamunizationprogrammes. The primary target group in all of
these ountries is girls of an age before sexual activity becomes common. Therapeutic
vaccines may be developed.

In the 2012 update, EDC Guidance underlines:

1 since 2008, HPV vaccination programs have been implemented in most EU countries. By May 2012, 19
out of 29 countries in the EU (including Norway and Iceland) had implemented routine HPV vaccination
programs, and 10 countries had also introduced cattprograms;

I The HPV vaccines currently in use for girls are generally safe, well tolerated and highlpweffin the
prevention of persistent infection, cervical cancer and cancerous and precancerous lesions related to
the vaccineHPV serotypes.

As far as immunization is concerned:

I schootbased immunization is likely to be the lowesst option for deliery of HPV vaccines to pre
adolescent girls. However, local issues, such as whether there are-lsabedlhealth services, funding
arrangements for vaccine purchase and administration and obtaining parental consent may affect the
feasibility of this apmach.

9 Clinic or practicdbased immunization is a universally available, additional or alternative option for HPV
vaccine delivery. This may be more expensive than sbhsell immunization and monitoring vaccine
uptake may be more difficult. Sexual angrosluctive health and other medical clinics provided
specifically for women may be important sites for immunization. However, girls may not visit them
before the onset of sexual activity and so they are likely to be useful mainly forupapebgrams
targeting older adolescents and women. Other settings may exist for provision of HPV vaccine to girls in
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other reasons.

i Existing immunization programs for éefxents and other ongoing health promotion activities should
be taken into account when planning delivery strategies for HPV vaccine.

3.4.3 Respiratory Syncytial Virus (RSV)

WHO, RSV Vaccine Research and Development Technology Roadmam¢a®isno WHO
position paper on RSV, but a 2017 (focusing on activities for development, testing, licensure
and global use of RSV vaccines, with a specific focus on the medical need for young children in
low- and middle income countries).

EMA,Guidelir on the clinical evaluation of medicinal products, indicated for the prophylaxis
or treatment of respiratory syncytial virus (RSV) dis@84¢

Vulnerable groups

The Guideline addresses clinical development programmes for medicinal products intended
for the treatment of disease due to respiratory syncytial virus (RSV). The guideline also
addresses vaccination of pregnant women with the aim of preventing RSV disease in their
infants. It covers the clinical development of vaccines for the prevention ddig&ge and

direct acting antiviral agents for the treatment of RSV disease. The focus is on the assessment
of safety and efficacy in populations most likely to develop RSV lower respiratory tract
infection and sesre RSV disease, including (bew) infaris and older children predisposed

to develop severe RSV disease and the elderly. The draft guideline proposes some
considerations on nonclinical investigations of efficacy and risk of vassoeiated
enhanced disease to support clinical trials with pnéive or therapeutic products directed at

RSV.

There are no references to the issue of informed consent.
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Not all ethical requirements for (standard) clinicglls will be developed, but only specific
elements relating to translational research, with a special consideration of informed consent
and vulnerable populations:

Risk communication

1. Given the unavoidable uncertainty of translational research and tfezetit degree
of risk involved in specific clinicasearch types and phaseisk communication is of
paramount importance: a careful communication of risks (and their uncertainty) and
adequate and effective verification of the understanding of all asktake should be
ensured in the relationship betweensearchers and patients

2. The circularity of information needs to be fostered from the physician to the patient,
and fromthe patient to the physiciaffin a symmetrical wayith respect to the
circularity oftranslational researghHrom bench to bedsidand backwards).hE fully
consciougarticipation of the patient should be ensured, with specific improvement
of an active and not only passive participation (the patient should not only receive
information from the physician, but also gimnformation to the physician)lhe
informed consent should refer explicitly to the active involvement of the patient in the
information process.

3. The informed consent should entail an explicit reference to theciScity of
translatioral research (compared tother kinds of research) andbove allto the
blurred boundaries between research and therapy in translational research, to the
potential innovation of research and to the posgipibf acceleration ofasearch The
informed consent should explain to the patient that the possible
acceleration/innovation of resgch does not mean a decrease in attentiorsédety
issues.

4. Qiteria to define, assess and aaklte risks and burdens should be specifically
introduced in the informed consent, clearly explairting difference between high
and minimum risks.

5. Before participating in firah-human clinical trialdguman subjects must be expligit
and clearly informed about the uncertainty of the expected benafitsthe potential
risks deriving from unpredictable toxic effed®&searchers should also explain that
starting the trial is the only way to overcome this scientific uncertainty and to possibly
find a therapy.

6. In case of minimal riskprmal procedures toobtain informed consent can be
simplified, but the duty of informatioshould notbe reduced.
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Benefit communication

7. The informed consent process for research participants should include and clearly
specify possible direct benefito the individual andndirect health benefits for the
individual/community, when existing.

Information and verification tools

8. Specific tools should be adopted to concretely evaluate the level of understanding of
the information about risk communication.

Innovative therapies

9. Informed consent is essential when a patient is called upon to decide whether or not
to start innovative therapies, which should always be subject to ethical oversight. Not
only do physicians and researchers have the duty to provide clear information
conerning the experimental treatment, but also nmake sure that the patients are
adequately aware of the potential conflict between therapeutic purposes and the goal
of gaining new knowledge.

10.Physicians and researchers should make sure that patients hgvearfdérstood all
potential benefits and risks involved in using innovative therapies, in order to
overcome possible therapeutic misconception.

11.1t is important to avoid research misconduct and conflict of interests involving
sponsors and those who admieis innovative therapies and no pressure must be
exerted by physicians and researchers, for professional reasons, on emotionally
vulnerable individuals affected by severayrer or lifethreatening diseaseThe
informed consent should be accompanied by alalation of absence of conflict of
interest and integrity of research

Risks and burden minimisation

12.Criteria for risk and burden minimisation should apply to all population groups,
including those who are able to give consent. In any case, reseastioells prove
and the competent research ethics committee should evaluate whether or not a
research projectulfils the established criteria, in order to provide guarantees of-high
quality clinical research, which is crucial for the development of innevhgvapies.

13.In phase | trials in cancerology, patients should be adequately informed of their right
to receive palliative care, in order to preserve their quality of life: the rationale of such
trials entails a risk that quality of life can be undermibgd series of side effects to
which effective remedy must be provided.
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Healthy subjects

14.1n the case of healthy subjects taking part in a translational/clinical research, informed
consent must enable the subject to understand that early stages ofatlinals do
not primarily have a therapeutic objective, since the core focus remains on safety. Risk
communication must bdeepened and carefully assessed

15.In case ofhealthy volunteers involved in research on tlerapeutic treatments
(such as experimé¢al vaccines)the informed consent should explicitly refer ttoe
absence of undue inducement or compensation, which may lead them to
underestimate the risks linked to participation.

Emergencies: conditions that justify the presumed informed consent

16.Clinical trials in emergency situations, whenever the patient is incapable of providing
his/her valid informed conserdnd in the absence of a legal representative, should be
deemed aceptable under strict conditionghe approval of a protocol (based on
strong experimental evidence) by an independent ethics committee, composed of
physicians and other health care professionals working in the field, legal experts,
LI GASYd NAIKGAQ NBLINBaSyidl GdAoSa FyR 0A2Si
opposng the experimentation previously expressed by the patient; the request for a
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representative, should the incapacity continue; the publication of trial results
(specifying psitive or negative findings) to avoid unnecessary duplications.

Gender, age, and multiculturalism

17.Given the specific ethical issues which can be identified in translational research,
notably in terms of safety, dwbc guidelines on best practices and standards orienting
the informed consent process should be elaborated in this context, with a strong focus
on possible interactions between gender, agal anlticultural issues, which aéten
missing.

18.As a general prciple, adequate and clear information must be given to the subjects
involved in clinical research, making sutkat it has been understood. Thus,
translation and cultural mediatiomay be used as means to fulfil those ethical and
legal requirements.

Vacanation
19.For an informed decision, people should receive guidance on the benefits of
vaccination, as a preventive measure in healthy persons, and on potential risks, such

as \accination side effectseactions and complications, while taking into accouat th
potential effects of vaccination on the specific health condition of patients.
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community.

21.Thereis need ofspecific informed consent in case of immunocompromised patients
specifying the additional risk for infectiomasd that vaccination of the personal
environment or of relatives is a kpyotection measure, as well asreoral obligation
to avoid health risks for these particularly vulnerable individuals.

22. Jecific information to parents necessary, since theften underestimate the risk of
complications of an infectious disease, which children live through withoubh&tcg
against it; informaon should be accompanied lpromotion and improvement of
health culture in the populatignthrough accurate and scientifically rigorous
information, supported by evidendmsed data, to facilitate autonomous and
informed decigin-making.

23.Pregnant women should be adequately informed of the importance to vaccinate, in
order to protect their foetus, but only when the benefits of vaccination significantly
outweigh the potential risks; therefore, under specific conditions, whichireequ
careful consideration: 1) if these women are at high risk of being exposed to an
infectious disease, that is most likely to pose a risk for the woman or her unborn child;
2) if there are reliable eviderdmsed reasons supporting the conviction thag th
vaccine will not cause harm to the pregnant woman and to her foetus.

24.The informed consent in the context of vaccine trials, in th® kot f SR & OK I f
& G dzR A S @ énGludedak 2xiticit mention dhe intentional infecting of healthy
people, in orderto investigate diseases and the ways to em@dichem.In non
therapeutic research, one must keep the foreseeable risks to participants as low as
possible and the potential benefits from disease prevention and development of
knowledge must far outweighhg such risk.
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