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Introduction

A European-wide response is slowly
emerging to the Buropean Usion Divective
on Clinical Rescarch (2001720/CE) estab-
lishing good practice in the conduel of
clinical trials on medicinal products 1.
The Directive was to have been incorporal-
cd and made elfective in member states”
nationad laws by 1 May 2004, Among
many other aspects of tis wide-ranging
Directive passed by the European Parlia-
ment on 4 April 2001 is the requirenent
for prior informed consent by a legal repre-
sentative for research imvolving incompe-
tent paticnts. A preliminary survey con-
ducted by this group in 2002 demonsteated
thal many stales did not possess clewr deli-
nitions Tor a fegal representative in matlers
ol health, and in the absence of o waiver of
mfornied consent none could validiy re-
cruit patients to clinteal trials in emergencey
sitvations. The Directive therelore had the
potentiad to make clinical rescaich very
diffieult in intensive care. and impossibke
in cmergency siwations such as cardiopul-

monary resuseilation. We now report cur-
rent progress among member states in im-
plementing the Direetive

Modifications to national
legislation

A new law or an amendment 1o existing
law has already been incorporated i na-
Lronad statuges or is in e process of ap-
proval in The Netherlands, France, Belgiun.
Italy. Denmark, Genpany. Austria, and
Spain (Table 1} I olther countries discus-
sions and proposals are sull not complete.
In some countries the proposats are fimited
to drug rescarch (as was intended by the
I)HLLH\(‘) in others (Belgivm, France. The

Netherlands. the Hnited Kingdom) its
hcnpc has been broadened to include ald
types of rescurch (epidemiology. venetics,
puthophysiology. and observational stud-
ics).

National responses to the
reguirements of the Directive
concerning incapacity

In addition to the generic issues of rescarch
ethics. intensive care specialists must con-
end with difficultics in obtainmg inlormed
consent when undertaking elinical re-
search. since critical ilness and ity treat-
ment usuadly eidrer impaiv or abolish com-
petence and autonomy. The most important
of these i the Issue of compelence and the
reqairement for surrogate consent or as-
sent. The other special circnmstance is the
degree ol uregency required Lo provide
wewtment or. in this context. to recruit pa-
tients for clinical wrinks such as when there
is insullicient ime to obtain consent as in
the case ol cardiopulmaonary resusciation,

Inconmipetence and the appointiment
ol a legal representative

I circumstances in which patients lack the
capacily 1o consent. have no legal
auardian. and are not in a cmergeney situ-
ation most European countries have hither-
lo permitled surrogate consent lrony lamity
imembers, although there may not have
been a formal statute requiring fansilial as-
sent. The Divective now makes it mandalo-
ry 1o clarify this matter and that the con-
sent be granted by a “legal representative”
<lefined ‘luﬂldll]i_’ to mational livws. The
present responses across the EX o the Di-
rective in the form of drafls or enacted leg
islation vary in extent and are incounsistent

in content. vellecting the ill-case of legisla-
tors all over Europe with the concept of
surrogate consent (or rescarch. The (olow-
ing approaches have been adopted or are
proposcd:

In Belghim consent may be given by a
legal representative designaled in advance,
or if there is no legal representative, by the
spouse, partuer, a child who has achieved
magority, or a parent. This would scem o

be a pragmatic and reasonable propo sak.
Similarly, Spanish law states thas, “il the

subject iy not able to take decisions due to
hisfher physical or mental health and
hesshe has no legal representative, the con-
sentwill be granted by persons connected
Lo him/her by Tamily reasons or by fact.”

I Prance consent may e given by a
previousty designated surrogate or a family
member. However. the o now staies that
il the rexearel has the potential to “inter-
fere seriously with patical’s bodily integri-
O asthorization is required from a judge.
Ethics commiltees analyzing rescarch pro-
tocols will decide wiwether this provision
needs (o be applicd.

In The Netherfands consent may be
aiven by o fegal representative previously
designated or i nol by the subject’s
spouse or companion in lile (which is dif>
Terent amd Jess liberal than lor the surrogate
consent for treatment |2} This provision
has now been submitted lor revision by the
Duteh Partiament. All protocols of re-
search withoul direct henefit are seat foy
approval o a “central™ (national) conmmit-
tee. the CCMO.

tnt ik and Wales i is proposed
thal consent may be given by a “personal”
legal reprosentative (someone with o “close
pu\()nul redutionship™) i such a person is
available or il not, by a “professional rep-
resenfative.” who could be o physician: in-
lcmslin"h’ the British dralt suggests that

the phy m in charge will determine whe
\houkl be regarded as the polential sub-
jeel's legad representative [United King-
donm Deparunent of Health. “The
mcdicinm Tor human vse {clinical trials).”
2004 regulations]. The identification and
designaiion ol the legal represontative is
rarely explicilly mentioned in the regula-
tions of other countrics,

I Scottand (which. although part of the
UK, has its own legal system) ihe Tegal
representative is identificd on the basis ol ¢
cascale of relatives. male being given
precedence over {emabe at cach level
FAduls with Incapacity (Scotland) Act.
20i) ]

In Ttaly the concept and responsibilitics
of the legal representative may be conferred
on regional authoritics: while sull under
discussion, it appears that Taalian fawnmak-
ers are {favoring a kind of “iastitutonal”

vepresentative, as in England in Wales,
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Table 1 Current state of implementation the EU Birective on Chinical Rescarch (2001720/85C) into the member states” laws (October

2004}

Date of law

Drug
research
only

Emergency rescarch

Incapacity 1o consent

Waiver of
consent

Delerred
CONseny

Only with
direct benefit

Surrogale

Caonmnients

Austria

Belgivm
Crech Republic
Denmurk

France

CGiermany
Cireece

lreland

Haly
The Netherhunds
Norway

Portugal
Spain

England. Wales

Scotland

Aprii 2004

April 2004
May 2043
May 2003

July 2004

Aprit 2004
May 2004

May 2004

April 2043
1998

February 200:

Apri} 2004

April 2004

Yes

No
Yes
No

No

Yo

Yes

Yes
Yes

Yes

Yes

Yes

Yes
No
Yes

Yes
No

No

Yes

Yes
No

Yes

No

No

Yos

Yes
No
Yes

Yos
No

Yoy
Np
Yes

Nob

No

Yes

Yes
No
No

Yes

Yes
Yes
Yes

Yes

Yes
Yes

Surrogate designaled by a judac.
Research with imedical devices are
aflowed without dircct consent,
Surrogale designated by a judee.
Waiver of consent for emergency
not applicable now lor drugs
trials, but this is not yet still
unscliled.

[1 “serious risk,” assent is granted
by a judge. In rescarch without
direct benefit noe risk greater than
minimal is allowed.

Surrogale designated by ajudge.
Waiver of consent for emergency
not applicable now for drugs
trials, but this is not yet sl
unsettied. Research on medicul
devices without consent is allowed.
An attorney appoinied by the
hospital can give consent when no
patient’s relatives mre available
within a reasonable time, The
physician responsible for the care
of the patient must e consulted.
The legal representative has not
vet been defined: this could be left
to regional anthoritics.

Only the spouse or “life
companion” may act as surrogate.
Waiver ol consent is allowed lor
cinergency rescarch il no
therapeuatic alternatives in clinical
practice are availabie, the patiom
is unable o give consent. and no
surregalte is available; however. ax
soon as the patient recovers
competence. or the legal
representalive is avatlabic,
deferred consent is compulsory.
The physician respansible for care
or a persen appainted by the
hoespital ("professional
represenlalive’”) can give
surrogale consent when patient’s
refutives (Cpersonal” LR) are ot
avaHable within reasonable time.
The physician responsible for care
or a person appoinied by the
hospital can glve surrogate
consent when guardian, or wellare
altorney, or patient’s relatives wre
not available within reasonable time.

“Extension to all types of research is currently under consideration
BT serions risk.” assent required a judge



478

In Germany and Austria surrogates
have been designated by a jidge. a provi-
sion usually censidered 0 be unfavorable.
In Austria surregale consent is altowed for
drug rescarch, but as the scope of the Di-
rective is limited to drogs, the previous
obligation of dircet consent lor trials with
medical devices has not been Hilted | 3.
This there{ore prevents Austrian re-
scarchers from undertaking studies of med-
ical devices in incompetent patients, aj-
though the health care system accepts evi-
dence of benefit for medical devices tested
in this way in other counirics.

The Clinical Trials Directive also has
an impact om other rescarch and health care
legislation. The Uniled Kingdam, for ex-
ample. is cwrrently trying 1o integrafe the
requirements of the Directive with the Hu-
man Tissue Bill (hup:Hwwwparlia-
mentthe-stationery-office.co.uk/pa/
FIZOG304/1dbills/094/2004094 hamy and the
Mental Capacity Bill (hitp://www. publica-
tions. parliament.uk/pa/em 200304/cmbills/
12072004 120 pd ). {4 Sinndarly, i France
the recentty apdated law on bioethics now
rules that researcl: using bload or tixsne
samples ablained in usual care can be used
Tor rescarch purposes provided information
is given (o the patient and he/she does not
object. In doing so this type of rescarch-—
0N SUNPICS, NOT OR paticnis—-is not cov-
ered by the Divective.

The comest of emergency rescarch

Even il alegal representiive is defined in
livw and 1n person. this does not deal with
the problem of undertaking clinical re-
searcl in the context of emergency medical
care. The Dircctive fails o identify cmey-
eency medical care as roquiring special
consideration, a major omission since i s
clearly impossibic (o obtain informed con-
sent far rescareh in these circumistances
P31 European specialists in enwrgeney
medicine have siated that the implementa-
tion of the Dircetive in their countries will
put alf emergency research on hold |6, 7.
8. In the United Kingdon Tor exaniple.
resuscitation rescareh Bas come 0 a hali. A
strict defimition of “emergeney” rescarch
{or medical care) is also requiredd. Various
approaches have been adopted 1o amciio-
rale the effects of the Divective in this re-
spect:

Austria. Belgiup, France, The Nether-
fands, Germany, and Spain have chosen 1o
maintain the possibility of @ walver of con-
sent that they had previously, even though
the Directive would appear to make this in-
valid. These countrics argue that i waiver
cun be applied i the rescarch brings some
“direet benelit”™ (o study patients. For ox-
ample, the Duich kv says that emergency
rescarch can proceed with o waiver of con-
sent il the research may be of dircet bene-

fit to the subject™ [2]. France, however,
which hadd had such a provision since
1988, abolished it as its new drall Jaw sup-
presses the distinetion the previous law
made between rescarch with and withouwt
direct individual beneflit [9]. Similarty,
Germany allows a waiver ol palient con-
senl il “the Treatment is necessary (o save
his Hfe, restore his healih or case his pain.™

The Austrian law, similar to the lederal
regulation in the United States, proposes
that the public be infermed of the elinical
triad in appropriate manmer [3].

The British drait proposals have tried o
interpret the Directive strietly and in con-
sequence are considering virtous possibili-
ties Tor applying prior surrogate assent
From an individual empowered 16 acl as 4
Jegal representative for incapacitated pa-
ticnts. Proposals imbally included
paramedics, or the clinician responsible lor
the care of the patient. The revised propos-
als allow for the appointment of an individ-
ual by cach hospital w act in this capacity.

Denmark proposes o allow @ waiver of
consent H the (riad will in the fong run im-
prove (he palient’s health condition.” This
provision, however, does not apply © trigks
with pharmaceuticals.

faly has transkated and closely applied
the Directive. withoul regasd to the emer-
geney stuation.

Several countrics reguive that the re-
searchers oblain deferred consent if the pa-
licnt regains consciousness (e.ge.. Belgium.
France. The Netherlands). Some extend
this provision 1o a surrogate who imay be
identified after inclusion of (he pagient in
the wrkad (Belgivm. The Netherkands).
France has added the possibility that a pa-
tient whe woukd have relused participation
in the wial if conscious at the tme of inclu-
sion nray prevent utilization of the data
collected from him when he was incapaci-
taled.

tndustrial vs. institutional
research

b addition 1o the two key aspects of in-
compelence and emergency research, the
Directive also applics special conditions o
sponsars of clinical trials. The Directive
has been writien from the perspective of
trials Tunded by pharmaceutical fiyms and
dealing with innovative drugs (phase 1, 2
or 33 Institutional sponsors | 10, and
investigators claim today that the natonal
laws drafied according (o the Directive will
add consulerable burcaucratic paperwork
and will ultimately harm chinical rescarch,
‘The Medicat Research Counctl in the Unit-
ed Kingdom has published the most com-
prehensive (and most eritical) analysis of
the Divective |"MRC response 1o the
MERA consuliation fetter on the medicine
Tor huma use (chinieal tials).” 2003 regu-

falions 2003 (MLXZS87) and dralt legista-
tion™| from the point of view of institution-
al sponsers.

Detailed guidance on interpreting
the Directive

European Commission working aroups
have produced and displayed on the EU
website (hipd/pharmacos.cudra.org/F2)
live “detailed guidance™ documents which
complete the Directive and will ultimasely
be incorporated into nattonal regulalions,
These concern: (1) the request 16 the ad-
ministrative autherity Tor awhorization of a
trial, (hy the documentation and application
formad 1o an cthics comnsitlee. {c) the pre-
sentation of adverse reactions report, and
{dy the database Tor SUSAR. the Buropean
climical iads database.

Adapration of these documents 1o non-
drug rescarch is obviously necessary, as
well as to rescarch deading with imarketed
drugs already in routine use. In particulas,
the possibility ol using a stimplified Inves-
tgator Medicinal Product Dossier must be
clarified. Another matier of concern is the
intention of the European Commission to
impose a single sponsor for multinationul
triads, as is i el that only (he plurmacew-
tical firms will be able o cope with such
an expansive requirement. Finaliy, the pos-
sibitity of overrcgulation and overiderpre-
tation of these legal rexts is very real,

Conclusion

i is the view of the intensive care comniu-
nity and the ESICM Task Force on a legishi-
lia research on that progress in the care of
criticaliy ifl patients i« necessary for the
benelit ol public health, and tsat such
progress requires contisued rescarch in
acutely ill patients throughout their journey
through the health care system, The EL Di-
rective. although well-meaning n intent. has
nol taken o account the partictlar needs
of rescarch in the eriticallv il patient and in
cmesgeney circumstances. This is causing
significant difficulty in incorporating Diree-
tive into national stututes. The diversity off
national responses w the Directive could ac-
tuatly impede international rescarch,

We therelore ask that European and na-
tonal fawinakers tuke note ol and accom-
moedate in trweir proposals the pusticular
necds and difficultics of clinical research
in critically ill puticnts. If they do nat do
this, there s a very real visk that research
in acutely HI patieats will become impossi-
ble. To minimize the poteitial adverse im-
pact that the Directive could have on medi-
cal progress and improvements in paticm
care legislators need o take info account
the following peints:
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Delinitions

A clear distinction in ferms of 1he proce-
dures lor abtaining consent 1o rescarclh
should be made between patients who re-
quire cmergeney treafiment (e.g.. cardiac
arrest, shock), and the “typical™ ICU pa-
tienl receiving organ system support where
time permits the acquisition ol informed
consent [tom a legal representative. The
United Kingdom dralt proposals, for exam-
ple. consider defining emergency circum-
stances as thoase i which medical interven-
tions are required within 8 h,

Waivers

A waiver of consent. subject Lo appropriaie
protection for the subjects, shoukd be possi-
ble for emergeney rescarch, This is already
tormalized by severad existing reguiutions.
i the United States since 1996 and in
somie Buropeun stales as well, The addi-
tionad draft of the Bioethics Convention
nrakes it possible, Belgium, The Nether-
lands. France, and Spain have already
drafted provisions regulating waiver ol
CORSCRE 1 CINCIECRCy situabions,

Legal representatives

National Laws must clearly defie which
persoens may act as a Slegal representative”
for consent to rescarch i meompetent pa-
tients: the simpler. the better. Such a per-
son cottld either be a previousty designated
surrogate (which in most instances will be
a rare event) or a Family member. 1115 dil-
ficult to see how the judiciary can bring
added protection (o patients when acting as
swrrogate fegal representatives for ciner-
aeney researcin

Sponsars

Regulations mtended 1o control rescarch
conducted by international pharmaccutical

companies must not impede institutiosal
rescarch., which more often involves obser-
valional studies into disease mechanisns
or necessary further investigation of drugs
that are already markceted.

Individual benelit

The concepl of “direet individval benefis™
of research continues 1o appear i national
faws, Sueh a concept indicates & total mis-
understanding of the concepts of clinical
research (1.e., the production of “gencraliz-
able knowledge™) and usually leads (0 e
inferdiction ol phystopathelogical (“obser-
vational™) research. The misunderstanding
also arises from a semantic confusion of
“therapy,” meaning drug treatment, and
“therapeutic.”” implying “benelicial.”
Morcover. the idea that drug rescarch can
only be conducted 11t is likely to benelit
the individual patient is clearly uncthical
since it contradicts the essential principice
of eyuipoise.
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