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A B S T R A C T

There are only twoways for a patient to gain access to treatmentwith an experimental product,

such as CAR-T cells: participate in a clinical trial or receive a product in a compassionate basis.

In the first case, themain beneficiary is society itself, whichmay in turn obtain a new treatment

paradigm for a specific disease. In the second case, the use of a medicinal product has the

objective of care in benefit of patients in grave clinical condition, for which no approvedmedici-

nal products exist, or for which all the possibilities for benefit from standard therapies have

been exhausted. The CAR-T cell therapy may be included in one or the other types of access.

The compassionate use is not a specific type of clinical research and should therefore not have

its use appreciated by a research ethics committee, but rather by the medical ethics committee

at the institutionwhere the treatment will take place and by the regulatory agency.

� 2021 Published by Elsevier España, S.L.U. on behalf of Associação Brasileira de Hematologia,

Hemoterapia e Terapia Celular. This is an open access article under the CC BY-NC-ND license

(http://creativecommons.org/licenses/by-nc-nd/4.0/).
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Introduction

There are two paths for a patient to obtain access to a medici-

nal product (drug, cells or tissue) of experimental use (whose

benefits or risks have not yet been well established, thus not

having been approved by the regulatory agency for the

intended purpose): clinical trial or expanded access program,

when dealing with a group of patients, or compassionate use,

when dealing with a sole individual.1

The use of medicinal products in the research project aims to

establish the therapeutic efficacy of the product, approved or

not for commercial use, for a determined clinical condition

for which there is a reasonable expectation that it will provide

benefits. What is intended with a clinical trial, more than

individually benefit the participants in the research, is to ben-

efit society itself with the definition of new therapeutic para-

digms. One of the problems is the relative scarcity of available

clinical trials, in addition to the limited number of openings

for participants in each study. Moreover, the inclusion criteria

of clinical trials are usually rigid, as they seek to limit the

inclusion of participants solely to those whose characteristics

best favor a response for the scientifically formulated inquiry,

commonly excluding, for example, the individuals of the age

extremes, patients with determined comorbidities, or those
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whose very grave clinical condition disqualifies them as can-

didates for the participation in the trial.

There are two conditions to be attended to for the compas-

sionate use of a medicinal product: grave or incapacitating

disease, with a high risk for death or sequelae, and the

absence of an available standard treatment, or upon deciding

that all the possibilities for providing benefits have been

exhausted. There are many possible examples which attend

to these two conditions, for example, a patient who has been

submitted to various treatment lines for cancer or has one of

the so-called “orphan” diseases, whose rarity practically

impedes the execution of controlled clinical trials.

The compassionate use and the off-label use do not have

exactly the same meaning. In the case of the off-label, there is

the indication for amedicinal product, approved or not for com-

mercial use, however indicated for another clinical condition

and whose efficacy has not yet been clearly established, but for

which there is a reasonable expectation of benefit for the

patient. The compassionate use of a medicinal product is a

common (and very old) medical practice stemming from the

fact that the product in question has not yet been approved by a

governmental regulatory agency for the intended use. It is

believed that approximately 20% of the medications prescribed

in the world are for compassionate use, a percentage even

higher for specific groups, such as children, pregnant women or

HIV-infected or cancer patients.2 A study conducted at M.D.

Anderson showed that one-third of themetastatic breast cancer

patients were submitted to treatment with off-label drugs.3

Some specific medications additionally have off-label use

most of the time, such as rituximab, whose indication at a

determined service was not specified in the insert 75% of the

time.4

The reasons for such fact in the oncological field are

various:

1- Multiplicity of types of cancer, each with a specific

treatment.

2- Difficulty in including the patients in controlled clinical

trials, especially in Brazil.

3- Absence of controlled clinical trials, for example, due to

the rarity of the cancer in question (i.e., sinonasal undiffer-

entiated carcinoma (SNUC)).

4- Rapid diffusion of the international clinical trials, prior to

the regulatory agencies having had time to evaluate the

new product.

5- Elevated number of drugs or products made available

every year.

6- Delayed product approval by the regulatory agency.

7- Lack of interest on the part of the pharmaceutical com-

pany in seeking the approval of the use of a drug for a spe-

cific disease or condition, which is not included in the

insert, and for which the patent has expired.

As the compassionate use is of an exceptional and individ-

ual character, as it is not included in clinical research, at least

at the moment it is proposed, its appreciation by a research

ethics commission is not to be expected, as medical practice

assessment is not included in its scope. However, for this

type of treatment to be put into practice, it is necessary to

obtain the formal consent of the patient, or of his or her legal

guardian, in general by means of a free and informed consent

form (FICF), which contains, in addition to the explanation

for the lack of a therapeutic alternative for the disease, the

potential benefits and risks, known or presumed, as well as

the allusion to the possibility of the occurrence of adverse

effects not predicted at the time of its administration, espe-

cially in the case of a genetically modified product. Further-

more, the FICF should contain the information that it is an

experimental treatment of a disease for which it was not indi-

cated. In general, the basis for compassionate use of medici-

nal products is established on an individual basis and the

responsibility for its indication is of the attending physician,

but also of the institution which sanctioned the use of the

product.

The chimeric antigen receptor T cell (CAR-T cell) has been

used in the treatment of patients with grave neoplastic dis-

ease, generally relapsed or refractory to the standard thera-

pies. The most common indications for this cellular product

are lymphoma B and acute lymphoid leukemia, which

express the CD19 antigen, the most frequently used target.5,6

The compassionate use of CAR-T cells has its reason to be, as

does any type of medication or cellular product. Strictly

speaking, there is no avoiding the compassionate use of CAR-

T cells. The implementation of the clinical trial with this cel-

lular product implies in, almost inevitably as a “subproduct”,

its administration out of the study context. The principal

requirement is that its manufacture be in accordance with

local norms for the confection of the advanced cellular prod-

uct therapy. Furthermore, the manufacturing institution

should have a sanitary license for this activity. The regulatory

agencies permitting of the compassionate use of CAR-T cells

has been questioned, however, it does not matter if the agen-

cies permit it or not, but it is rather an irrevocable right of the

patients to request treatment with this product.

One of the most difficult points to put into practice refers

to the institutional criteria for the selection of patients eligible

for an expanded access program or compassionate use, which

must be egalitarian in the favoring of candidates presenting

themselves and in accordance with the capacity of the service

to attend to the demand. By the way, the compassionate use

criteria, which depend primarily on the discernment of the

assistant physicians and what they consider necessary to

respond to the scientific question, must be more difficult to

establish than those of the clinical trial.

Another also interesting point, but whose scope is beyond

that of this article, refers to up to what point the therapeutic

modality, which has existed for a decade, is still considered

experimental. In other words, what would be the dividing line

between what is considered experimental and that which is

clearly established. There is no clear and unique answer to this

question, but there is almost always a scale between one state

and the other. In the case of the CAR-T cells, some clinical trials

have been published which attest to its efficacy, which has led

at least two regulatory agencies to approve its use. Another

important point to consider is the possibility that court orders

may be issued for the use of CAR-T cells, as this type of treat-

ment certainly will have its benefits amply divulged, which, as a

matter of fact, has already been occurring. Until the regulatory
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agency approves the CAR-T cell product in Brazil, its use will

have to be classified as compassionate.

Finally, despite the compassionate use having an emi-

nently charitable nature, the divulging of the results of the

outcomes of its administration should be stimulated, as out-

come information thus obtained may contribute to the better

comprehension, not only of its potential benefit, but also of

its adverse effects, which could contribute to adjustments in

an eventual clinical research project, or even in its adminis-

tration in new cases of compassionate use.

Regulatory agencies

The governmental regulatory agencies promulgate the rules

for compassionate use of, or expanded access to, a medicinal

product in their countries. The three agencies that will be

briefly covered here are the American Food and Drug Admin-

istration (FDA), the European Medicines Agency (EMA) and,

lastly, the Brazilian Agência Nacional de Vigilância Sanit�aria

(Anvisa), or “National Sanitary Vigilance Agency”.

FDA

In the USA, the appreciation of the requisitions for cellular

product (and other types of medicinal products) for compas-

sionate use is performed by the FDA agency, both for individ-

ual use and for expanded access by a group of patients. This

agency receives over 1,000 requests per year for the compas-

sionate use of some product, increasing year by year; for

example, in 2014, the number of requests was double that of

2005. The requests are mostly for individual use, their

entreaty being mostly for oncological use, accepted in over

99% of the cases.7,8 When a requisition is for emergency use,

the agency response usually returns within 24 hours. In non-

emergency cases, besides the FDA appreciation, it is custom-

ary to require the appreciation by the medical ethics commis-

sion (CEM) at the institution. Albeit, in May 2018, the

American Congress promulgated the law Right to Try Act,

which permits the patient to request the compassionate use

of a product, prescinding the FDA proceedings, as the Ameri-

can society considered as just the individual’s endeavor to

gain access to an experimental product without the interfer-

ence of a state agent.9 The objective of this law is to facilitate

patient access to experimental medications. In this case, it is

also recommended that consent be obtained from the institu-

tion’s CEM, despite not being obligatory, but the solicitation

should be based on at least a phase I clinical study.10 The

institutional CEM consent, as often as possible, should be

obtained because after all, the institution might be cited in

the chain of responsibilities in an eventual lawsuit and would

thus have the right to testify as to the treatment proposed

and administrated at its facilities. Furthermore, the request-

ing physician may not have knowledge of the existence of an

open clinical trial, nor of all the alternative therapeutics

approved and available, which may be, in this manner,

revealed by the referred commission. The CEM can further

nominate a representative, generally a specialist in the dis-

ease for which the product has the intended use, can analyze

the case and issue a consubstantiating official opinion to pro-

vide a basis for his or her decision.

Critics of the law Right to Try fear that its implementation

might discourage patients from participating in clinical trials,

as they could be allocated to the control group which receives

the placebo, in addition to the attribution load imposed on

them (exams and return visits to attend to the necessities of

the study), as well as by the pharmaceutical industry for

sponsoring them.9 Another concern refers to the risks for the

patient that the use of an experimental product could entail,

as the requisition of its use would not have been scrutinized

by the agency, whose staff boasts qualified professionals to

analyze each case. Moreover, the attending physician would

not have the commitment to inform the agency of eventual

adverse effects related to the use of the product.

EMA

In Europe, the EMA agency additionally has the attribution of

evaluating the requisitions for the compassionate use of an

experimental product, however, each member-state has its

own system for dealing with this issue, more or less

liberally.11,12

The general rules include the obligation of the physician

requesting the treatment to contact the responsible authority

to obtain authorization to use the product. Once this solicita-

tion is accepted, the physician should maintain the registers

of the case, which will include eventual adverse effects fol-

lowing the experimental treatment. Additionally, it is the

duty of the attending physician to verify the existence of an

open clinical trial in which the patient could be included.

When the medicinal product in question has already been

approved for use in a clinical trial by the ethics in research

committee, its compassionate use is usually easier to justify.

This approach appears reasonable to us, as it increases the

process safety. The EMA has constituted a Commission to

deal with this issue called Committee for Medicinal Products

for Human Use,13 which can supply recommendations on the

compassionate use of products to all the countries in the

European Union, including suggestions on which type of

patients could benefit from this type of treatment. In the

European countries, where there are local regulations on this

type of treatment, the therapeutic proposal is not appreciated

by the ethics in research commission, but by medical ethics

or an entity of specialist-representatives in the area.

Anvisa

In Brazil, the regulations for the compassionate use of prod-

ucts were promulgated by Anvisa in 2013.14 Originally, the

understanding was that the resolution dealt with the com-

passionate use exclusively for medications, excluded from

which, therefore, were the cases of cellular product use, as is

suggested in the section “Approves the regulation for the pro-

grams of expanded access, compassionate use and supply of

post-study medications”. More recently, Anvisa resolved, of

its own volition, to broaden the reach of the referred Resolu-

tion of the Collegiate Directorate (RDC) to the advanced cellu-

lar therapy products, such as for example, the CAR-T cell

product, as it came to consider this product as a medication.
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The RDC article 6 determines furthermore that “There

must be a guaranteed supply of medication authorized in the

programs of expanded access, compassionate use and post-

study medication for chronic cases in which there is benefit

to the patients, as per medical criteria”, an imposition which

may have the power to inhibit the adherence of pharmaceuti-

cal companies or institutions which manufacture cellular

products to programs of expanded access or compassionate

use. Another limiting factor is the RDC article 12 that deter-

mines that the solicitation for the product must be based on a

“phase III study in development or concluded for the same

indication solicited for the patients”, a more restrictive requi-

site than those imposed, for example, by the FDA and the

European Parliament.15 One more significant aspect of the

RDC is the non-existence of the mention of deadlines to com-

ply with the regulatory agency, even in the case of emergency

treatment, in which a response of great celerity would be

expected. The agency distributes incumbencies to the inter-

ested parties, but almost none to itself.

Conclusion

The two manners of obtaining access to the experimental cel-

lular product, such as the CAR-T cells, are the clinical trial

and the compassionate use, for which the objectives are dif-

ferent. The former endeavors to establish new treatment

paradigms for a disease, while the latter endeavors to treat

specific patients who have a grave disease, with no expecta-

tion of gaining control of it with standard therapy. In Brazil,

advanced cellular therapies, both the clinical trial and com-

passionate use of CAR-T cells projects, require processing by

the regulatory agency Anvisa for the evaluation of their perti-

nence. In the case of the clinical trial with humans, in addi-

tion to the appreciation by the regulatory agency, the project

should additionally be submitted for evaluation by the Com-

mittees on Ethics in Research/National Council of Ethics in

Research (CEP/CONEP) system. The attainment of the FICF of

the patient is also considered obligatory in compassionate use.
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