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Bioethical Responsibility towards
Current and Future Generations

Foundations and Applications — Part 11

Gerlinde Kugler

Introduction

he publication’s first part on bioethi-

cal responsibility towards current

and future generations' aimed at so-
lidly grounding the concept of responsibility
on constitutive pillars of a human person’s
“overall reality”. For this purpose, we had sy-
stematically and critically analysed what the
term of responsibility actually means and
what it realistically may entail for the human
person. By this means, we were then finally
able to synthetically circumscribe the term
of responsibility as “the human person’s free
‘ought to respond’ to the call of the good”.
Starting from this “foundation stone”, the
present article aims at further elaborating the
concrete facticity of the human person’s re-
sponsibility.

The reality of love founds the person’s bioethical
responsibility towards current and future generations

The human being who lives in the world
«necessarily finds himself living in encounter
with other humans»’. Even more profoundly,
«being-with others and for-others belongs to
the very core of human existence»’. Moreo-
ver, «this intersubjective relationship [...] is
based on the very structure of the human be-
ing. Being open towards the other is a perma-
nent state constitutive of man and regulates
any action or intersubjective relationship»*.

Since intersubjectivity 1s an essential constitu-
tive of man’, it is necessarily also constituti-
vely present in him when he is supposed to

realize responsibility. Continuing the initially
quoted thought of Dietrich Bonhoeffer (ref.
2), he amends that the necessary encounter
with other humans «imposes on the hu-
man person a particular responsibility for
the other individual»®. He cleatly expresses
how crucial the encounter with other con-
crete persons is in order to be able to speak
at all about someone’s real responsibility: «At
the moment, when the person takes respon-
sibility for other humans |[...], the real ethical
situation occurs; this reality essentially differs
from abstraction, in which the human being
usually seeks to overcome ethics»’.

A bridge needs to be built here from the con-
cept of intrinsic personal intersubjectivity to
the previously-introduced “Absolute”, which
attracts and “calls” the human being (Part I).
This Absolute towards which a person con-
tinuously tends in his life ultimately corre-
sponds to God — who is “Absolute Being”.
In accordance with Judeo-Christian tradi-
tion, God is personal. Christian faith affirms
a Trinitarian personal God, i.e. three persons
in one God — Father, Son and Holy Spirit.
In particular through the divine and human
person of Jesus Christ, the son of God, God
entered and still enters in a personal relationship
with every human being. Speaking with the
words of Pope Benedict XVI, «Being Chri-
stian is not the result of an ethical choice or
a lofty idea, but the encounter with an event,
a person, which gives life a new horizon and
a decisive direction»’. Hence, the bridge to
be built consists in affirming that concrete
interpersonal relationships are intrinsically
inherent in the human person’s entire being,



Most importantly, the personal relationship
that the Trinitarian God establishes with
each human person is a relationship of /oze.
«God is love, and whoever remains in love
remains in God and God in him»'’. As ex-
pressed by Benedict X VI, «these words from
the First Letter of John express with remar-
kable clarity the heart of the Christian faith:
the Christian image of God and the resul-
ting image of mankind and its destiny»''. He
further emphasizes that «in the same verse,
Saint John also offers a kind of summary of
the Christian life: “We have come to know
and to believe in the love God has for us”»'%
Thus, the reality of love, which is inseparably
linked to knowledge, is the source and aim
of every human being’s life. As affirmed by
Pope Francis, «we were made for love»".
The reality of love, which is sourced in God
and addressed to every human being, is
what essentially constitutes #e uniting bond
among humans. This is the basis on which
Pope Francis rightly claims that «we need to
strengthen the conviction that we are one
single human family»'*. Love is #b¢ fundament
of human interdependence, which was intro-
duced as argument to substantiate (bioethi-
cal) responsibility (Part I). Further, as empha-
sized by Pope Francis, the entire «creation is
of the order of love. God’s love is the funda-
mental moving force in all created things»'.
Hence, the fact that «every creature is thus
the object of the Fathet’s tenderness»'® is the
root in which the interdependence of a// cre-
atures is most profoundly sourced.

The initially emphasized concreteness of inter-
personal relationship as prerequisite in order
to be able to speak about rea/ responsibili-
ty goes hand in hand with the concreteness on
how this responsibility is then realized by the
responsible person. In fact, «the responsible
is bound to his concrete neighbour, who li-
ves in his concrete reality»'”. Consequently,
as far as the responsible person is concerned,
«his behaviour is not once for ever pre-de-
fined and fixed [...]; it rather rises with the
given situation. [...] He seeks to grasp and to
fulfil what is necessary and due in the given
situation. [...] The responsible person shall
not force a foreign law on reality; on the con-

trary, his acting is in a real sense “according re-
ality”’»'. Bonhoeffer finally gets to the heart
on how to act responsibly: «Not taking the
world off its hinges, but realizing at a given
place with a view at reality what is necessary
— this may be the task»".

Does this realistic way of acting responsibly
not basically correspond to “the little way of
love” that Therese of Lisieux taught? Are
small, but realistic steps not those that really
do justice to the reality of love? And is this
fact not the most profound reason why re-
sponsible acting should also follow this path
of small steps? In one of the final sections
of his encyclical Laudato si’ Pope Francis even
recommends it as way on how to care for
“our common home””. He further extends
the impact of love to encompass a civic and
social dimension when requiring that «*“Love
in social life [...] must be given renewed va-
lue, becoming the constant and highest norm
for all activity”®@. [...] Social love moves us to
devise larger strategies to halt environmental
degradation and to encourage a “culture of
care” which permeates all of society»”'. His
line of thought is entirely applicable on how
responsibility is supposed to be effectively rea-
lized in society.

Pope Francis” words clearly express the po-
wer that is inherent in love and that is ultima-
tely able to overcome innumerable threats to
which the entire creation is exposed. While
Hans Jonas attributed in one of his sharp
analyses such apocalyptic threats essentially
to an unleashed power of knowledge, one
is induced to equate precisely /ove with that
generally expressed power that Hans Jonas
urged as only effective remedy against the-
se threats. Jonas’ famous claim for a “power
over power”* might indeed be interpreted
in this way so that exercising the power of
love over the power of destructive tenden-
cies may characterize the human person’s real
responsibility.

Translation to bioethical responsibility

The first element that occurs when transla-
ting these findings to the area of bioethical
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responsibility towards current and future
generations is the true understanding of
“being responsible for something”. In fact,
since responsibility is always intrinsically a/-
med at a person, it essentially means “being
responsible for someone”. Consequently, «“re-
sponsibility for something” does not mean
its benefit for the human being [...], but its
otientation towatrds a person»®. This is im-
portant when evaluating values and princi-
ples that are at stake in a specific bioethical
case as they should first and foremost serve
the person. This attitude should also guide the
work of scientists, which is rather indirectly
linked to concrete inter-
personal relationships. In
fact, whereas physicians
may experience direct per-
sonal relationships with
their patients,
who work in an analytical

scientists

laboratory need to make
themselves
aware that their bioethi-
cal responsibility refers to
those persons from which

consciously

they analyse test samples.

A similar attitude applies to the bioethical
responsibility towards future generations; a
concrete case may be monitoring of a pre-
clinical or a clinical trial in order to develop
a safe and efficient new medicinal product.
This example evidently presupposes that
scientists or health care professionals already
act responsibly towards those living beings
involved in these trials, i.e. animals in pre-cli-
nical and humans in clinical studies. Beyond
that, a conscious effort is required to orient
their bioethical responsibility towards people
who will exist and profit from these trials in
future.

A second key element concerns the transla-
tion of the “little way of love” to the bio-
ethical realm. Reference is made to the pre-
viously mentioned report on Late lessons from
early warnings (see Part I) as well as Hans Jo-
nas’ Imperative of Responsibility. Both works are
penetrated by a vivid call for more scientific
humility, which also means to show more
respect in front of unknowns and to con-

A bridge needs to be built
here from the concept
of intrinsic personal
intersubjectivity to the
previously-introduced
“Absolute”, which attracts
and “calls” the human
being

sequently perform smaller steps forward. Is
this indeed not precisely what the precautio-
nary principle primarily consists in? Moreo-
ver, although this principle stems from the
scientific area, is it not fully appropriate to
identify it here with the recommended lit-
tle way of love? Footsteps may in this sense
reflect decisions that were taken — a direction
of one’s way was thus chosen. In addition,
the term of “way” also expresses what the
precautionary principle essentially means,
namely to proceed forward in one’s efforts —
and not to stand still.

A third key element concerns the bioethical
responsibility to protect
and to preserve the human
being’s given nature. Again,
reference is made to Jo-
nas’ Imperative of Responsi-
bility, wherein he claimed
that man should still exist
in future as human being.
The justified question ri-
ses here whether some of
the current enhancement
technologies, which aim
at enhancing the human
being’s physical and / or psychical petrfor-
mance, fulfil Jonas’ “first commandment”*?
Is it really ensured that man will exist as hu-
man being if some or even all of his con-
stitutive limits, which might in reality make
up his real strengths, are stepwise elimina-
ted or transformed through technological
inventions? In fact, «is the human being not
even dependent on obstacles, detours, resi-
stance, in order to mature»® — as human?
According to Giovanni Maio, the «basic de-
ficit within enhancement-triggered thinking
consists in not acknowledging the good of
being given to oneself»”’. Hence, it appe-
ars that, while enhancement technologies
concern one specific bioethical issue that
may be considered as restricted to a limited
group of people, they nevertheless reveal
a loss, which concerns the entire society,
namely the loss of a «fundamental attitude
of thankfulness»®®. In fact, Maio identifies
precisely this loss also in conjunction with
the current age of prevention”. According



to him, health and life in general, do not
exclusively consist in performance. As he
recommends, to teach such a fundamental
gratitude «could represent a new form of
health care education and prevention with
human face»”. People would then learn to
discover, appreciate and consequently pro-
tect their health and life. To rediscover and
live gratitude for one’s given nature unde-
niably expresses one’s bioethical responsibi-
lity — towards oneself, towards current and
also future generations.

With a view on the vast horizon of love,
as it has been introduced in the previous
section(s), individual “stars” may now be de-
tected that guide the bioethicists’ efforts to
act responsibly. They may now comprehend
that they always live in intrinsic interpersonal
relationships. They may also acknowledge
their personal responsibility as free “ought to
respond”. They may now have become more
strongly aware of the fact that they are always
responsible for someoze. They may recogni-
ze the invitation and duty to proceed also in
their professional life via the “little way of
love” by e.g. constantly preserving scientific
humility particularly in front of unknowns.
In this context, they may realize the high re-
levance of taking the given creational inter-
dependence into consideration. Further, they
can rely on the truth that real responsibility
is always concrete and limited. In their stri-
ving towards a real culture of care, bioethi-
cists may also be encouraged by the fact that
real love is not a “private sentiment”, which
is totally misplaced in biomedical sciences,
but a powerful social reality. Even though
bioethicists may not require a simple “co-
okbook™, which contains methods on how
to act responsibly in biomedical sciences,
they may nevertheless be highly interested
in understanding more concretely how the
gained fundamental knowledge on bioethical
responsibility is effectively implemented in
specific cases. The following applicative part
precisely aims at addressing and illustrating
this request.

Development and lifecycle of a new medicinal pro-
duct for humans

The focus will be laid on one very specific and
at the same time very vast sector of bioethi-
cal responsibility, namely the development of
a new medicinal product for humans and its
subsequent use after having been approved by
health authorities for marketing. Therein, the
performance of clinical trials with children,
and, second, safety monitoring of medicinal
products, called “pharmacovigilance” will be
explicitly addressed. Beside the description
of the biomedical framework, attention will
be paid to the question where bioethical re-
sponsibility towards current and future gene-
rations specifically comes into play.

Performance of clinical trials with children

Experimentation on humans is concisely
defined as «the systematic investigation of
hypotheses and theories that is controlled
by sound scientific techniques and designed
to develop or contribute to generalizable
knowledge»’'. A basic ethical issue in expe-
rimentation on humans is rooted, according
to Hans Jonas, in the scientific method itself,
as it “rezfies the subject to a study object and
excploits him for subject-external purposes™.
Key to resolve such instrumentalisation is the
informed consent that the research subject
freely gives prior to any experimentation™.
In fact, «by freely consenting to experimen-
tation, the subject makes the research purpo-
se to his own personal purpose. In this way the
principle of autonomy is safeguarded»™.

The World Medical Association has ancho-
red this mandatory requirement for infor-
med consent to be freely given by research
subjects in the Declaration of Helsinki; see
Articles 25 and 26”. The European Conven-
tion on Human Rights and Biomedicine also
explicitly requires in the context of scientific
research as one protective measure for rese-
arch subjects their informed consent; see Ar-
ticle 16°. In addition, the Convention firmly
declares as overarching general rule for any
application in biology and medicine that «the
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interests and welfare of the human being
shall prevail over the sole interest of society
or science»’’; see Article 2.

Research subjects who are not able to con-
sent to research, such as “minor children,
many psychiatric patients, unconscious per-

sons or dementia patients”

represent a par-
ticularly vulnerable population, which needs
supplementary protection. Most importantly,
«the critetrion of “minimal
risk” plays a key role as
ethical prerequisite in rese-
arch with children»”. Hen-
ce, beyond the above-men-
tioned requirements for
studies involving subjects
who are able to consent,
the

requires in Article 17 that

Oviedo Convention

subjects who are not able

to consent shall only be included in studies
under following supplementary conditions:
«Results of the research have the potential to
produce real and direct benefit to his or her
health; research of comparable effectiveness
cannot be carried out on individuals capable
of giving consent; the necessary authorisa-
tion [by the legal representative| has been gi-
ven specifically [...]; the person concerned
does not object»™.

In light of the need to improve the availabi-
lity of medicines, which adequately meet the
specific requirements of the paediatric popu-
lation, the European Commission published
in December 2006 the Paediatric Regulation,
which entered into force in the European
Union in January 2007*. This Regulation
provided a legally binding frame for the con-
duct of trials in the paediatric population
(i.e. children aged between birth and 18 ye-
ars)”. Based on this regulation, the clinical
development of a new medicinal product
should include a mandatory paediatric inve-
stigation plan, on which the «development
and authorisation of medicinal products
for the paediatric population should be ba-
sed»®. For this purpose, a specific Paediatric
Committee was established at the European
Medicines Agency, EMA, essentially in order
to assess, approve or reject and follow-up

A third key element
concerns the bioethical
responsibility to protect

and to preserve the human
being’s given nature

submitted plans*. One of the key aims of
this regulation is to prevent that the paedia-
tric population is subjected to “unnecessary
clinical trials”*. At the same time, it aims at
facing and solving issues «resulting from the
absence of suitably adapted medicinal pro-
ducts for the paediatric population [such as]
inadequate dosage information which leads
to increased risks of adverse reactions in-
cluding death, ineffective
treatment through under-
dosage»*.

A concrete example on
how the risk is minimi-
zed for children refers to
the requirements on the
clinical investigation of
new Factor VIII products
for treatment of Hae-
mophilia A. As described
in EMA’s respective guideline, «the clinical
development [...] should follow a stepwise
approach in order to have some experience
in adults and older children before investi-
gating younger children»*’. More specifical-
ly, the clinical investigation should start with
previously treated patients (PTPs) aged 12
years or older, including adults. Subsequen-
tly, when pharmacokinetic (PK) and effica-
cy/safety data from 20 PTPs of this first
age cohort are available (at least 50 exposure
days, EDs), «the clinical trial(s) in children 0
- <12 years can be initiated»*®. These trials
should «nclude at least 50 children allocated
to two age cohorts. A minimum of 25 pa-
tients should be PTPs at the age of 6-<12
years and at least 25 patients should be <6
years who have undergone >50 EDs with
previous factor VIII products»®.

Clinical trials with previously untreated pa-
tients (PUPs), which realistically refer to
new-borns or to babies up to approximately
2 years, can only be started «when data are
available from 20 patients participating in the
children trial <12 years with 50 ED each, in-
cluding a minimum of 10 patients <6 years,
and when pharmacokinetic investigations in
children <12 years are completed»”. Thus,
the mandatory clinical investigation of new
FVIII products in the paediatric population



clearly protects through its stepwise appro-
ach the most vulnerable age cohort.

In order to evaluate whether the aims as
established in the Paediatric Regulation
are indeed achieved, the European Com-
mission publishes every five years a com-
prehensive report based on a// assessed
relevant submissions. As stated in their five-
year report published in June 2013, «there
is already evidence of increased and better
research, increased availability of paediatric
medicines and age-appropriate information,
which are filling in gaps in knowledge on
paediatric medicines»’'. However, efforts
need to be increased. In fact, one lesson le-
arned from this period is that «diseases that
occur frequently or exclusively in children
are both underrepresented and pootly ad-
dressed [in paediatric investigation plans]
because the main driver of pharmaceutical
research remains the adult indication and
market»””. Overall, while the dlegislative for-
ce of the Paediatric Regulation»™ enabled
to realize this specific responsibility towards
children and towards those who will live in
future, it is to be seriously hoped that spe-
cific paediatric medical needs will be even
more appropriately met in the future. Stri-
ving for this aim by committing oneself as
the children’s “speaking tube” is undeniably
a noble realization of one’s bioethical re-
sponsibility.

Safety monitoring of medicinal products

Before a medicinal product is authorised
to be marketed and used, the proof of its
safety and efficacy is «limited to the results
from clinical trials»™, which included only
«a relatively small number of patients for a
limited length of time»”. However, «some
side effects or “adverse reactions” may not
be seen until a very large number of people
have received the medicine and used it over
longer time periods. This only happens once
healthcare professionals begin prescribing. It
is therefore vital that the safety of all med-
icines is monitored throughout their use in
healthcare practice»™.

The entire safety and efficacy monitoring of a
medicinal product refers to the term of phar-
macovigilance. The complete European legi-
slation on pharmacovigilance was substan-
tially revised during several years and came
into effect in July 2012. Regarding the revi-
sion’s background, «the development of the
pharmacovigilance legislation was based on
the observation that adverse drug reactions
(ADRs), ‘noxious and unintended’ responses
to a medicine, caused around 197,000 deaths
pet year in the EU»”. Due to this alarming
number of yearly deaths, EMA initiated in
2005 an extensive revision on its pharmacovi-
gilance legislation®®. Hence, in order to «redu-
ce the number of ADRs in the EU»* the re-
vised pharmacovigilance legislation requires:
«The collection of better data on medicines
and their safety; rapid and robust assessment
of issues related to the safety of medicines;
effective regulatory action to deliver safe and
effective use of medicines; empowerment of
patients through reporting and participation;
and increased levels of transparency and
better communication»®. As far as market-
ing authorisation applicants and holders are
concerned, the new legislation also aims to
«minimise duplication of effort [...] and to
establish a clear legal framework for post-au-
thorisation monitoringy»®’.

In the frame of this new legislation, a specific
committee was established in 2012 at EMA,
which is «responsible for assessing and mon-
itoring safety issues for human medicines»®.
One of the new legislation’s key elements is
the so-called Risk Management Plan (RMP).
Its submission is mandatory within new mar-
keting authorisation applications. Overall,
«the plan includes commitments on how the
medicine will be monitored for safety during
its lifetime, and on risk-minimisation activ-
ities»®”. More specifically, it should include
information on: «A medicine’s safety profile;
how its risks will be prevented or minimised
in patients; plans for studies and other activ-
ities to gain more knowledge about the safe-
ty and efficacy of the medicine; risk factors
for developing adverse reactions; measuring
the effectiveness of risk-minimisation meas-

ures»™,
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Particularly noteworthy is the requirement
to specifically address in the RMP — beside
identified and potential risks — any wissing in-
formation, meaning «gaps in knowledge about
the safety of a medicinal product for certain
anticipated utilisation (e.g. long-term use)
or for use in particular patient populations,
for which there is insufficient knowledge
to determine whether the safety profile dif-
fers from that characterised so fam®. Based
on this, applicants are also asked to present
«how missing information
will be sought»®. Conse-
quently, «<RMPs are contin-
ually modified and updat-

ed throughout the lifetime

of the medicine as new in-
formation becomes availa-
ble»*”. More precisely, «an
RMP update is expected to

be submitted at any time
when there is a change in [...] safety con-
cerns, or when there is a new or a significant
change in the existing additional pharmacov-
igilance or additional risk minimisation activ-
ities»®®.

Noteworthy is also another new pharma-
covigilance tool, which particularly enables
patients to enlarge their (bio)-ethical respon-
sibility. In fact, the new «legislation introdu-
ced a right for individual European citizens
to report suspected side effects of medicines
directly to national medicines regulatory au-
thorities»®”. Previously unknown signals may
now be detected earlier or they may now be
detected for the first time. As reported by
EMA in its one-year report following im-
plementation of the new legislation, many
patients have made use of their right «with
over 9,000 more patient reports received |[...]
in the reporting period»™. These reports evi-
dently need to be subsequently assessed for
their validity and whether they lead to any re-
levant safety warnings.

Taken together, the new pharmacovigilance
legislation clearly represents a framework
both for individuals as well as for civil socie-
ties as a whole to increasingly take on their
bioethical responsibility towards current and
future generations.

The entire safety and
efficacy monitoring of
a medicinal product
refers to the term of
pharmacovigilance

Conclusion

Two representative — though not exhaustive
— milestones in the development and use of
a medicinal product for humans were addres-
sed in more detail in order to visualize the
connected bioethical responsibility of invol-
ved persons. While these two cases may ap-
parently not encompass everyone’s acting, they
nevertheless illustrate a so-to-speak “universal
question” on how human persons may realize
their (bio)-ethical responsi-
bility. In fact, in the midst
of contemporary biome-
dical and biotechnological
advancements and in order
to effectively do justice to
all human beings, the need
for guiding orientation for
humans’ actions rises with
ever growing urgency. In-
separably linked to this search is the question
what human beings actually are responsible
for and, further on, how they may be able to
realize their responsibilities both on a perso-
nal as well as on a communitarian level.

A “methodological triangle” consisting of
(1) competences in health care or biomedi-
cal sciences, (2) ethical considerations, and
(3) an anthropological fundament was ap-
plied for unfolding bioethical responsibili-
ty towards current and future generations.
The chosen znterdisciplinary approach further
substantiated the extensive relevance of
this topic. Finally, it is to be hoped that the
present work conveys the message that real
responsibility ultimately remains — as chal-
lenging as it might often be in daily life —
first and foremost a precious gif? — for us
and from us.
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