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A B S T R A C T

Compassionate use (also referred to as expanded access) is therapeutic use of unauthorized drugs outside of
clinical trials. The objective of this review is to discuss practical aspects of the current legal regulations con-
cerning compassionate use that have been introduced in the European Union, the USA (both the Food and Drug
Administration regulations and Right-to-try laws), Canada and Australia. We also present main ethical chal-
lenges associated with use of unauthorized drugs such as possible difficulties with obtaining informed consent
and fair patient selection. Moreover, we discuss guidelines, especially those contained in the Declaration of
Helsinki, which may aid doctors in the ethical conduct of compassionate treatments.

1. Introduction

In clinical practice there are certain situations when all authorized
drugs have proven ineffective or cannot be used. In such cases, the only
treatment option may be unauthorized drugs, especially investigational
drugs under clinical development. In general, the access of patients to
these drugs is restricted due to concerns over their safety and efficacy.
Therefore, until recently, patients could receive these drugs mostly after
enrolling in a clinical trial. However, in some cases it is possible to use
an unauthorized drug outside of clinical trials. Such treatment is most
often termed compassionate use or expanded access [1]. While in the
USA the Food and Drug Administration (FDA) prefers the term ex-
panded access [2], according to the terminology adopted in the Eur-
opean Union (EU) regulations, therapeutic use of unauthorized drugs in
programs involving groups of patients is referred to as compassionate
use [3]. Unlike clinical trials, the primary objective of compassionate
use is not to investigate a drug's efficacy and/or safety, but to obtain
direct therapeutic benefit in a given patient [4].

Over the years, compassionate use has evolved to become a very
complex enterprise involving a number of different stakeholders in-
cluding drug manufacturers, regulatory agencies, physicians, patients
and patient advocacy groups [5,6]. Current compassionate use pro-
grams may involve large number of patients, sometimes exceeding
thousand [7,8]. Compassionate use has been applied in a variety of
different medical specialties including but not limited to oncology,

hematology, infectious diseases, gastroenterology, transplantology and
ophthalmology [9]. According to the FDA's data, the number of requests
for compassionate use has increased twofold from 2005 through 2014
(most recent data covering the years 2015–2018 have not yet been
published) [9]. Growing interest in compassionate use is a result of
several factors including the development of new drugs for serious
unmet medical needs, high activity of patient advocacy groups and
wider availability of data about new treatments in the Internet [6].

The main objective of this paper is to discuss practical aspects of
legal regulations concerning compassionate use that have been in-
troduced in the EU, the USA, Canada and Australia, as well as to present
main ethical challenges associated with therapeutic use of investiga-
tional drugs.

This review is based on articles selected from Medline through
PubMed (years 2014–2019, search terms ‘compassionate use’ and ‘ex-
panded access’; where appropriate, references from these articles were
also included).

2. Legal regulations

2.1. European union

In the EU the legal framework for compassionate use was in-
troduced by Article 83 (1) of Regulation (EC) No 726/2004 of the
European Parliament and of the Council (Table 1); in principle,
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Regulations of the European Parliament and of the Council are man-
datory for all Member States. However, this article formulates only two
general requirements for compassionate use: 1) a chronically or ser-
iously debilitating disease, or a life threatening disease of patients who
cannot be treated satisfactorily with an authorized medicinal product,
and 2) the medicinal product must be either the subject of an appli-
cation for a centralized marketing authorization or be undergoing
clinical trials [10]. In addition, to provide more detailed guidance on
implementation of Art. 83 (1), the Committee for Medicinal Products
for Human Use (CHMP) of the European Medicines Agency (EMA) is-
sued Guideline on Compassionate Use of Medicinal Products [3]. Ac-
cording to this Guideline, specific regulations consistent with Art. 83
(1) are to be developed by individual Member States [3]. In fact, many
European countries have already introduced national regulations con-
cerning compassionate use [11]. However, detailed discussion of these
regulations is beyond the scope of this article.

While this is not explicitly required by Art. 83, according to the
above-mentioned Guideline by CHMP patients should always be con-
sidered for enrollment in a clinical trial before being offered inclusion
in a compassionate use program. This Guideline underscores that
compassionate use should not slow down the progress of clinical trials
which are essential for collection of data about safety and efficacy of
drugs [3].

Moreover, Art. 1 of Directive 2004/27/EC of the European
Parliament and of the Council [12], amending Art. 5 of Directive 2001/
83/EC, permits use of unauthorized drugs in single patients under di-
rect responsibility of a healthcare professional. According to the ter-
minology adopted by the CHMP, such treatment is termed compassio-
nate use on a named patient basis [3]. In addition, Art. 1 permits
temporary use of an unauthorized drug in response to the suspected or
confirmed spread of pathogenic agents, toxins, chemical agents or nu-
clear radiation [12].

2.2. USA

In the USA therapeutic use of investigational drugs outside of clin-
ical trials is permitted under expanded access regulations (Table 1).
Expanded access is overseen by the FDA and relevant requirements are
contained in the Code of Federal Regulations (CFR) Title 21 Part 312
Subpart I “Expanded access to Investigational Drugs for Treatment Use”
[13]. Under the FDA regulations, there are three main categories of
expanded access: (1) for individual patients including for emergency
use, (2) for intermediate-size patient populations, and (3) treatment
IND (investigational new drug) or treatment protocol intended for
widespread treatment use [13].

The main requirements for all expanded access uses include the
following: (1) a serious or immediately life-threatening disease where
no comparable or satisfactory alternative therapy is available, (2) the
potential benefits justify the potential risks and the potential risks are
not unreasonable in the context of the disease, (3) there is no threat to
the initiation, conduct, or completion of clinical investigations to sup-
port marketing approval of the expanded access use (in principle, ex-
panded access is a pathway intended for patients who are unable to
enroll in a clinical trial). Moreover, a doctor who directs the treatment
must report adverse drug events to the sponsor, as well as obtain in-
formed consent of the patient and the institutional review board (IRB)
approval [13]. Specific requirements pertaining to individual categories
of expanded access will not be discussed here in detail. In addition, the
FDA regulations enable therapeutic applications of medical devices
[14]; however, detailed discussion of them is out of scope of this paper.

On May 30, 2018, in the USA the federal Right to Try Act of 2017
was signed into law, providing patients with life-threatening diseases
an alternative pathway to access investigational drugs which completed
Phase I of a clinical trial without a necessity for authorization from the
FDA [15]. This was the final stage in the process of introducing Right-
to-try laws in individual states. In general, these laws aim to facilitate
the access of patients to investigational drugs by eliminating the FDA's
oversight [16]. However, they have been heavily criticized by experts
for a number of reasons. For instance, according to the opponents of
these laws, unreasonable use of drugs remaining at a very early stage of
clinical development may not only not help, but also can deteriorate a
patient's condition. Furthermore, the introduction of Right-to-try laws
can disturb the proper functioning of the whole FDA-overseen system of
drug regulation [16,17].

2.3. Canada

In Canada, therapeutic use of unauthorized drugs including biolo-
gicals (but not medical devices) is permissible in Special Access
Programs (SAP; Table 1). The legal basis for these programs is con-
tained in the Food and Drug Regulations, Sections C.08.010 and
C.08.011. Basic information about these programs are available in the
Guidance Document for Industry and Practitioners – Special Access
Program for Drugs developed by the Canadian regulatory agency
Health Canada [18]. Under SAP rules, an unauthorized drug can be
used in serious or life-threatening diseases, especially in emergency
cases when conventional therapies have failed, are unsuitable or un-
available. The use of an unauthorized drug must be supported by some
credible evidence of its safety and efficacy, and a doctor should obtain
informed consent of the patient. Moreover, a doctor has a duty to report

Table 1
Main features of compassionate use in the European Union, the USA, Canada and Australia.

European Union USA Canada Australia

Name Compassionate use 1) Expanded access/compassionate use (EA/CU)a

2) Right-to-try law (RTT)
Special access 1) Authorized Prescriber Scheme (APS)

2) Special Access Scheme (SAS)
Investigational drugs + EA/CU + + +

RTT +
Investigational medical devices − EA/CU + − +

RTT +
Authorization Individual Member States EA/CU – FDA Health Canada Therapeutic Goods Administration

RTT –
Bioethics committee/IRB approval ± b EA/CU + − APS +c

RTT – SAS -
Informed consent ± d EA/CU + + +

RTT +

a The term preferred by the FDA is expanded access.
b Bioethics committee approval is not required by the Regulation (EC) No 726/2004, but is required in some Member States, especially in Italy.
c As an alternative to bioethics committee approval, endorsement by a specialist is acceptable.
d Informed consent is not required by the Regulation (EC) No 726/2004, but may be required in some Member States which developed national regulations for

compassionate use.
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on the results of the treatment with an unauthorized drug including any
adverse drug reactions both to the SAP and the manufacturer of the
drug [18].

2.4. Australia

In Australia, there are two schemes that enable doctors to use un-
authorized medicines, biologicals and medical devices – the Authorized
Prescriber Scheme (APS) and the Special Access Scheme (SAS) [19,20;
Table 1]. In the APS, a doctor is granted authority to use a specified
unauthorized drug (or a class of drugs) to specific patients with a cer-
tain disease. An application for the use of an unauthorized drug needs
to be approved by a bioethics committee or endorsed by a specialist in a
discipline relevant to the proposed treatment. Important issues that are
evaluated include the qualifications and relevant experiences of the
doctor, access to facilities necessary to perform the treatment, evidence
to support the proposed treatment, clinical justification including
whether other therapeutic alternatives have been tried and why the
unauthorized drug is being proposed as well as global regulatory status
of the drug. In addition, informed consent of the patient is required
[19].

In the SAS, unauthorized drugs can be used in exceptional clinical
circumstances in single patients on a case-by-case basis. Before the use
of an unauthorized drug, all authorized treatment options are expected
to have already been considered. Moreover, the doctor must obtain
informed consent from the patient. There are three main categories of
SAS. SAS category A is a notification pathway intended for treatment of
patients with potentially life-threatening diseases. SAS category B is an
application pathway that can be accessed by doctors if patients do not
meet the requirements of category A and if the drug is not authorized
for supply under category C. Category B applications must be approved
by the Australian regulatory agency - Therapeutic Goods
Administration (TGA). An application has to contain, among others, a
thorough clinical justification including reasons why authorized drug
cannot be used in a given patient, as well as sufficient data about the
safety and efficacy of the unauthorized drug. SAS category C is a no-
tification pathway that enables doctors to use drugs which are deemed
to have an established history of use [20].

3. Compassionate use: ethical considerations

There is a number of important ethical problems related to ther-
apeutic use of unauthorized drugs. These include: (1) Risks and po-
tential benefits associated with the treatment; (2) Fair patient selection;
(3) Informed consent, (4) Social responsibility of doctors, (5) Ethical
review of compassionate use requests, and (6) Ethical guidelines per-
taining to the use of unauthorized treatments.

3.1. Risks and potential benefits of compassionate treatment

In the field of medical ethics, discussion about risks and potential
benefits of compassionate use is relevant to two main principles - non-
maleficence and beneficence. According to the principle of non-mal-
eficence a doctor should do no harm to his/her patients, while bene-
ficence essentially relies on the efforts to improve the patient's state of
health. These values may become somewhat problematic when using
investigational drugs. It is known that the likelihood that a drug starting
clinical trials will be eventually approved is very low; in fact, some
investigational drugs fail even at advanced stages of clinical develop-
ment, sometimes due to inadequate safety and/or efficacy [21,22].
Therefore, some authors even argue that treatment with investigational
drugs (with de facto uncertain safety and/or efficacy profile) cannot be
consistent with the principles of beneficence and non-maleficence [23].
However, we believe that such an opinion is oversimplified. In our
view, the doctor should carefully consider the risk/benefit ratio asso-
ciated with potential treatment on a case-by-case basis. These

considerations should involve three main aspects: (1) available data
about the safety and efficacy of the drug; (2) course of the disease and
prognosis; (3) additional issues, especially how compassionate treat-
ment will affect other aspects of the patient's care (in particular, whe-
ther unwarranted hope for cure will not distract the patient from pal-
liative care, if applicable [24]). If, overall, the risk/benefit ratio is
favorable, treatment with an investigational drug seems to be reason-
ably consistent with the principles of non-maleficence and beneficence.

3.2. Fair patients selection

One of the key ethical challenges in compassionate use is how to
ensure fair patient selection [25]. Compassionate use programs in-
tended for groups of patients have certain inclusion and exclusion cri-
teria; some of these programs have been registered at ClinicalTrials.gov
and their criteria are available at the respective website [26]. However,
to the best of our knowledge, no study has yet been performed to
analyze these criteria. Selection of patients may be even more compli-
cated when compassionate treatment is performed by doctors in in-
dividual patients, when there are no pre-specified inclusion and ex-
clusion criteria. Complexity of the patient selection process in such
situations was discussed in a recent paper [6]. It reports on the activity
of the Compassionate Use Advisory Committee (CompAC), the first-of-
its-kind independent and interdisciplinary committee established at an
academic medical ethics department in order to provide to a pharma-
ceutical company recommendations regarding patient selection for
compassionate treatment. Fairness in patient selection was achieved by
creation of a single route of entry for patient requests, evaluation of
each request based on uniform information, blinding of the committee
members to some important information which might cause bias
(names of patients, their race, gender and ethnicity, names of doctors,
countries of origin) as well as creating rapid response to all requests. An
important factor was also independence of the committee from the
drug's manufacturer. Moreover, the CompAC has developed a set of
specific criteria (largely clinical and to a lesser extent social) as a basis
for patient selection. Detailed discussion of these criteria is out of scope
of this paper. As indicated by the members of CompAC, these criteria
were formulated for a particular drug and disease, and for other
treatments other approaches may be better to achieve fair patient se-
lection [6].

3.3. Informed consent

Informed consent of the patient is one of the requirements of
compassionate use listed in the regulations introduced in the USA,
Canada and Australia [13,18–20]. While it is not required explicitly by
Art. 83 (1) of the Regulation (EC) No 726/2004 of the European Par-
liament and of the Council [10], according to the Guideline on Com-
passionate Use of Medicinal Products developed by the CHMP specific
requirements for compassionate use are to be introduced by individual
Member States [3]; thus, it is very likely that informed consent is re-
quired by regulations adopted in individual European countries. In fact,
it is hard to imagine a reasonable doctor performing treatment with an
unauthorized drug with uncertain safety and efficacy without informed
consent. However, for a number of reasons obtaining informed consent
for compassionate use can be difficult [4,5 and references therein].
First, drugs used in compassionate use remain at different stages of
clinical development and therefore available data about their efficacy
and safety may be limited. Second, compassionate treatment is ordi-
narily performed in patients with serious (or even life-threatening)
diseases who cannot be treated satisfactorily with authorized drugs.
Since an unauthorized drug provides the last chance for them, they are
very likely to overestimate potential benefits of the treatment and to
underestimate its risks [4,5]. Therefore, particular efforts must be taken
to ensure that the patient has been provided with all available data
about the drug (including uncertain benefits and risks), has understood
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them and can make a rational decision regarding eventual treatment.

3.4. Social responsibility of doctors

Compassionate use by its nature creates a conflict between the
needs of some patients and those of the whole society. On the one hand,
for patients with serious diseases who cannot be treated satisfactorily
with authorized drugs, investigational drugs may provide a “last resort”
treatment. However, too widespread use of these drugs might adversely
affect functioning of the complex regulatory system whose overall ob-
jective is to provide safe and effective drugs to the society [1,27]. This
is particularly important in view of the introduction of Right-to-try laws
which are likely to result in a larger number of patients wishing to use
investigational drugs. To be considered safe and effective, and be
available for standard clinical care, each drug has to complete clinical
trials. Using on a large scale unauthorized drugs with uncertain safety
and efficacy would have challenged this paradigm of the current drug
regulation systems. Therefore, compassionate treatment should be
performed only in exceptional cases; specific conditions and criteria are
contained in relevant legal regulations.

An important problem reflecting the above-mentioned conflict is a
relation between compassionate use and clinical trials. Compassionate
treatment is performed primarily for the benefit of individual patients
[1]. By contrast, the overall objective of clinical trials is to develop
generalizable knowledge about drugs which will be important for all
future patients [28]. Patients are likely to prefer compassionate treat-
ment than clinical trials because participation in clinical trials is asso-
ciated with some burdens and patients may be allocated to a control
group and to not receive the investigational drug. In fact, actual cases of
clinical trials were reported in the literature, where progress of the trial
was hampered due to inclusion of too many patients to compassionate
use programs [29]. This is why, in some regulations, it is stated ex-
plicitly that only patients who cannot be enrolled in a clinical trial can
be considered for compassionate treatment [3,13]. In other cases, even
if this is not a formal requirement, a doctor should always consider
enrolling a patient in a clinical trial prior to offering compassionate
treatment.

3.5. Ethical review of compassionate use requests

Since compassionate use is associated with a number of important
ethical problems, one could ask whether it should be subject to ethical
review similarly to clinical research. Whether or not compassionate use
requests should be reviewed by bioethics committees is a controversial
question. Currently this is required in very few countries including the
USA, Italy and Australia (APS programs only, but as an alternative to
bioethics committee approval, an endorsement from a specialist is ac-
ceptable) [4]. There are no primary papers on bioethics committee
review of compassionate use requests in other countries. Bioethics
committee involvement in review of compassionate use requests is
controversial for two main reasons. First, there are solid arguments
both for and against independent ethical review of these requests.
Second, so far bioethics committees have been involved largely in re-
view of clinical research and there are no clear rules of evaluating
compassionate use requests [4,30].

Doctors who consider use of investigational drugs and have any
ethical concerns might also consult clinical ethics committees (also
termed hospital ethics committees). In general, these committees exist
in many European countries, the USA, Canada and Australia, and their
main role is to advice clinicians regarding different ethical challenges
encountered during clinical practice [31]. Indeed, some compassionate
use requests have been put forward to these committees [32]. However,
to the best of our knowledge, there are no data available in the litera-
ture about how ethics committees handle such requests.

3.6. Ethical guidelines pertaining to the use of unproven treatments

Important ethical guidance about the use of unproven drugs is
contained in the Declaration of Helsinki [33]. Although the Declaration,
in principle, concerns clinical research, its last paragraph (Par. 37)
pertains to experimental treatments [34]. According to this paragraph a
doctor may use an unproven intervention in cases when proven inter-
ventions do not exist or have been ineffective. Prior to use of an un-
proven intervention, the doctor should consult an expert and obtain
informed consent from the patient. Such interventions can be used
when they, in the doctor's judgement, can bring about positive ther-
apeutic effects in the patient. In addition, the Declaration indicates a
necessity to investigate the safety and the efficacy of the unproven in-
tervention and to disseminate new data that have been collected during
the treatment [34]. However, the Declaration of Helsinki is not a leg-
ally-binding document. Therefore, guidance from par. 37 cannot re-
place legal regulations pertaining to compassionate use. Moreover,
some bioethicists criticized par. 37 of the Declaration for promoting use
of unproven treatments without proper oversight [35].

Guidelines about use of unproven treatments are also contained in
some national codes of medical ethics [33]. These may be also used by
doctors who consider therapeutic use of unauthorized drugs. However,
detailed discussion of these guidelines is out of scope of this article.

4. Conclusions

The EU, the USA, Canada and Australia have introduced legal reg-
ulations which enable doctors to use unauthorized drugs (in practice
these are most often investigational drugs undergoing clinical trials); in
addition, in the USA and Australia treatment with investigational
medical devices is permitted. While there are some differences between
regulations adopted in individual countries, in principle compassionate
treatment can be performed in patients with serious including life-
threatening diseases in whom all authorized treatment options have
failed. For these patients compassionate use may provide the “last re-
sort” treatment. However, therapeutic use of drugs with uncertain
safety and efficacy is associated with a number of ethical dilemmas.
Doctors who consider compassionate use should be aware of these
problems; guidelines which might aid them in ensuring high ethical
standards of such treatment are contained in the Declaration of Helsinki
and some national codes of medical ethics.
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