Biopharmaceuticals and ethics in rheumatology

Abstract

Valderilio Feij6 Azevedo

The purpose ofthis review is to setan analysis on Brazilian rheumatologists ethica commitment
in face ofpresciption of high costdrugs, &ronic use andexceptiond dispersation, the hologics.
The author departBom a eflection about the factors thatfluerce therapeutic decison making,
thegrounds forlegd suits rdated to thesedrugs andthear impect on public hegth policies.
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Medical sciences made astonishing evolution, eafgci

in the past decades. Today, relief from sufferiagsed

by an expressive number of illnesses that attackams
can be achieved or even the cure for some of tleem i
achieved. However, there is not any doubt that s&th
of knowledge has further influenced diagnosis and
therapy than disease prevention or health promotion

Pharmacological science has specifically benefitech
these tremendous advances, especially those afisimg
molecular biology, proteomics and immunogenetics, a
well as for informatics applied to healthcare. Supipg
this expressive evolution of Pharmacology is the
pharmaceutical industry, which accounts for the
development and production of new drugs, and ib als
contributes, so strongly around the world, to thet ©f
the clinical research The  generation  of
biopharmaceuticals, for example, requires a large
amount of resources to be produced from expenside a
time-consuming biotechnological processes, witimgis
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costs, estimated between US$ 500 millistebate. Moreover, it appears that there is
and US$ 1.24 billion to US$1.33 billion idittle more than ten years many users have
studies lasting approximately five to seveiiled legal demands against the
years'. Government in all its levels, with the goal
to obtain expensive medicines and chronic
However, we cannot forget that th&se®, an occurrence which has generated
pharmaceutical industry is obviouslgtrong financial-economic impact on the
composed of for-profit companies. In thbealth budget
capitalist and globalized world it is
difficult to conceive an organization thafhe considerable increase in life
does not seek the constant launching @tpectancy reached mainly in the twentieth
new products and services througgentury has been driven by social advances
strategies aimed at consolidating its spaggd by the technological development of
on the market or to increase sales. Asmgdicine, which brought new forms of
result of these strategies, spending &arly diagnostic and more effective and
drugs has grown at high rates over the p&dficient therapeutic methods for the
decades, mainly in developed countfgstreatment of diseases prevalent among the
and health systems, public and privateopulation However, the growing number
have faced difficulties to cope with th@f older people and chronic-degenerative
new therapies. In the United States @iiseases has been correlated to the increase
America (USA), for example, the totaln spending on health financing both for
spending with medication increased froitizens and their families as part of the
US$ 279.6 billion in 2007 to US$ 284.1Governments. This panorama shows the
billion in 2008, a growth of 1% 3. In the pressing need for broad ethical reflection
last decade, the commercialization of netggarding the practices of pharmaceutical
biomolecules for treating rheumatiéndustry social responsibility front,
diseases has contributed to the increasef@gusing on prescription drugs and
public and private spending worldwide  especially of in  biopharmaceutical
manufacturing used in Brazilian
As an example of unquestionable succe$¥)eumatology
the Brazilian pharmacological market is
one of the ten largest in the world rankingrazilian policies for pharmaceutical
and the figure reached in the sale @fsistance and the exceptional drugs
medicines in our country comes to be
twice the Argentine market®. The The Single Health System (SUS), when
expenditure of Brazilian families withpromoting universal and egalitarian access
medication has kept the pharmaceuticll all actions and services related to the
industry as a subject of intense social ~ promotion, protection and recovery of the
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health of the population, among othalisease. The manufacturing process of
related responsibilities, included the fregrotocols allows them to be properly
provision of drug& Currently, the medical subject to public consultations, promoting
class and public managers devote spediipad discussion and enabling effective
attention to cases of drugs callegarticipation of the scientific-technical
exceptional community, medical societies, health
professionals, SUS, managers and users of
The acquisition and distribution of thespharmaceutical industry itself. However,
drugs is the responsibility of membegven so, before State authorization
States of the Federation from resourc@gocedures for purchase and distribution of
funded by the federal Government, throughese drugs are completed, and even before
the Ministry of Health. Over the lastherapeutic —guidelines and clinical
decade, the Exceptional Drugs prograrffotocols are developed, many patients
specially created for the purchase ar@ve appealed to lawsuits against the
distribution of these medications, hasovernment, at the federal, state or
undergone considerable expansion in bdtunicipal levels, to obtain those drigs
the number of available compounds and in
the amount of patients benefited, as well a§€ role of the pharmaceutical
on financial resources allocated thefeto industry on medical decision making

Every year, several drugs classified &¥ghly professionalized actions by the
exceptional are launched by thi#dustry related to publicity and
pharmaceutical industry into the world anddvertising of drugs have been gradually
the Brazilian markets, a fact that ha@xpanded over the past few decades,
generated the need for more effectig®using the industry to increase spending
control on this distributionCurrently, we in this area‘, without, however, causing
have in Brazil the following biomoleculedn the middle class the full perception,
considered exceptional drugs and approve@nership and critical analysis of the
by the National Health Surveillancdssue. Unfortunately, most doctors do not
Agency (Anvisa) for the treatment ofecognize that they can be influenced by
rheumatic diseasesnfliximab, etanercept, the actions of industrial marketing,
adalimumab, rituximab, abatacept angpticing the fact that their therapeutic
tocilizumab,and golimumab that still is indecisions can receive influence. When
the process of authorization guestioned, probably many professionals
will consider themselves immune to this
As a measure of control, clinical protocolBrocess, although the evidence proves the
and therapeutic guidelines have be&@ntrary”®.
established for each newedicine and
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We can enumerate some effectiidany clinical studies in biopharmaceutical
strategies developed by industry to achiep¢goducts are developed in partnership with
this goal: direct visits from representativeiiese centers. Moreover, as reproducers of
to physicians in their working placesindustrial information, good opinion
donation of gifts, sponsorship of event®rmers, estimated by their academic and
and social dinners, sponsorship @ocial positions, speakers can influence the
continuing medical education events arféquirements of the medical class.
national or international Congres&lthough many declare conflicts of interest
sponsorship to clinical research, assistandeéring their exhibitions and participations
in propaganda to class entities and medid¢dl Symposia, roundtables, conferences,
services involvement in financing th&vorkshops or special events, this
therapeutic protocols and guidelinesompletely ethical attitude seems to cause
Additionally, many medical journalslittle impact on future therapeutic decision
disseminate industrial propaganda and, @f audience of physicians
some, add-ins are fully sponsored. Several
studies in modern medical literature showhe set of knowledge, criteria and
that after simply reading scientific materiggoncepts  disseminated by  clinical
sponsored or delivered by industry, there @pidemiology and by what we recognize as
greater encouragement of physicians @yidence-based medicine has shown to be
prescribe these drugs a powerful and useful tool for the critical
reading of medical literature, being a
The danger that the pharmaceuticlrecious assistance to the exempt scientific
industry's involvement in the researcélevelopment attitudes, more and less
clinic can lead to distortions of medicalsubject to influences of industrial
scientific evidences, still does not seem toarketing However, the evidence-based
be priority issue for the everyday practic@edicine, as an isolated tool, does not have
of Brazilian rheumatologists. In theachieved success in counterbalancing this
country, like several other emergingffect in medical prescriptions, exactly
nations, the pharmaceutical industry h&gcause the industry also appropriated it to
invested considerable resources in trainifgvelop its strategies and research. The
lecturers from the most respecte@ajority of clinical trials of new
universities . These speakers arénedications, for example, is impeccably
generally renowned teachers, with goddeveloped within strict scientific rigor
concept among their peers and holders @ilizing contours of increasingly complex
high training and academic degrees. Sorfgsearch, controlled and tabulated by an
of them have research centers almapropriate statistical analysts

entirely sponsored by the pharmaceutical
industry. However, it is notorious that the industry

only sponsors the publicatiaf studies
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demonstrating positive effects of theiln Brazil, most entities representing groups
drugs and, generally, sponsored studies @fepatients have few resources and do not
published in internationally recognizediave  financial  independence. In
journals with a strong editorial sieve, @artnership, they are benefited with funds
strategy that increases the credibility of thgrovided by the industry, with the goal of
research. Diagnostic studies have al&eeping their projects and services to the
increased (focused primarily on earlgssociates. So, they can grow at faster pace
diagnosis) under industrial sponsorshiphan would be possible only with funds
which, although they can take the befiom its associates, and can also benefit
approach and prognosis of patieitthey from additional sources of information or,
can induce early use of pharmacologicaven, produce information, through its own
therapy newspapers and magazifiesHowever, it

is not hard to imagine that these entities’
As an example, we may cite the case agendas can be modified by other priorities
patients with spondiloartrite, currentlyof the sponsors
benefitted from the best indexes of
functional assessment and activity of thelhe pharmaceutical industry, in parallel,
diseases than two decades dgolt is takes advantage of this relationship with
notorious that evaluation criteria be usdfie expansion of its market, since part of
appropriately by the pharmaceuticdls clients that can potentially use their
industry for the manufacture of therapeutigroducts are linked to these entities,
protocols and for its acting withespecially when the product produced is
government entities to ensure a strongdirected to the processing of a specific
lobby for the acceptance and purchase Wgess.  In addition,  with  this
drugs. However, in the modern worldg@pproximation, the industry provides a
neither the medical clinic and the industryegitimate response to the aspirations of
or the academic medicine and industry, cgaciety, ~making visible its social
survive independently one of the othefesponsibility and its roles in health care of
The recognition of interdependence i@isease bearers. At the same time, this joint
essential for any discussion related to tia€tion also ensures greater legitimacy in
role that each of these actors plays, the actions aimed at interference in
order to ensure advances in health policiegstrictions imposed by the public health
and also to establish ethical codes @plicies and regulations related to the

conduct among thefr* purchase and distribution of drugs

Pharmaceutical industry and the The contracting of external services by
associations of patients with rheumatic  industry, hired to monitor the quality and
diseases in Brazil safety of patient care, has been

increasingly frequent and those
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intermediary organizations promote andhe medical internships in rheumatology to
manage programs to support users iy a more important role in integrating
drugs. The possibility that the increase gbung specialists to the public health
Brazilian State funds for projects and theolicies in Brazil
survival of nongovernmental organizations
can fix partially the bias induced by thoskegal suits to obtain expensive medicines
entities’ relations with industry should bdave originated both in private clinics and
seriously considered. These measures atépatient  public  health  services,
necessary for the Government, given thparticularly those of secondary and tertiary
many legal demands are originated willevel. In accordance with the principle of
the support of entties representinfpirness of SUS, it is legally guaranteed to
patients, in order to obtain greatgpatients from private health plans or
legitimacy and transparency, even if theggivate clinics the same priority in
actions are not of a collective nature obtaining exceptional medicines that have
patients whose health care depends solely
The influence of medical education in ~ and exclusively on public system. This
the prescription of biological products ~ seems to be a socially unfair situation
and the issue of equity and integrality of when we compare the difficulties faced by
assistance by SUS exclusive patients of SUS with those faced

by patients from the private system, to
Another Brazilian problem related to th@ccess secondary and tertiary services until
increased use of biopharmaceuticite moment they receive the indication of a
products, which certainly interfere in thénedicinal product which will be acquired
therapeutic decision-making treethrough legal suit
regardless of the specificity of disease and
indicated therapy, is the relative lack ofhe real understanding of the imbalance
knowledge of SUS operations’ rationale bijpat such demand causes to SUS implies
part of the Brazilian medical classthat the medical profession realizes
Although many rheumatologists ar€orrectly that, in addition to the increase of
exercising their functions in privateaction in health, fragilities imposed by the
services, they still maintain somdéJnion budget intended to generate a
connection with the public service, both igerious shortfall in health actions of a
municipal, state or federal levél system that, because of its principles and

fundamentals, is in constant process of
The SUS organic law establishes that tigellective constructiorin Brazil, we have
system must be the originator of the huma@ached a situation in which the budget
resources training policy in health andillocated to social welfare goes far beyond
therefore, a natural unfoldirig would be ~ fourfold of that targeted to health.
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This partially explains why SUS is in suclvy legal means. However, there are records
difficulty, since it has in its clientele 300f a legal suit in which the claimed drug is
million retirees and pensioners whom hot insured by legislation for the treatment
should assist, without receiving a penrgf the requested illness, although its use
collected from the welfare budget ohas already been approved for a similar
R$160 billion illness and, in both, the therapeutic

benefits are at the same level of evidence
Representatives of Brazilian medical
entities also recognize that the increaseAm example was what motivated
resources devoted to health can have sopfeceedings in which were involved
impact on the budget of other importar@ntiTNF alpha agents, released through a
areas of development and nationaninisterial ordinance for the rheumatoid
sovereignty. In these two decades, f@fthritis treatment'’. These medicines
example, our Government has faced socidgre only released for people with
pressures for legitimate expansion i@nkylosing spondylitis and psoriasis
several other areas that historically sufférthritis at the beginning of this year, even
restrained demand, such as educatidh, proven benefits related to the
transport, the national industry, importénprovement of functional capacity and
and exports, agriculture, among others  clinic activity in these ill persong®?

Such evidences were shown, including in
The social impact of legal suits for théherapeutic  protocols  supported in
acquisition  of  exceptional  drugsdeveloped countries and approved by their
particularly the biological, has concernetegulatory agencies. In this case, the
entities that recognize the need for a moagthorization, which involved public
in-depth  bioethical discussion on theonsultation and required bureaucratic
aspects of financial resources allocation fefocedures, was very slow and, acting as
the purchase of new drugs, involving theatalysts, both rheumatologists and
entire class. Economic and financial dagatients candidates to their use, knowing
available at state agencies must [beat the evidences and benefits were easily
continuously  disseminated and magemonstrable, preferred to anticipate the
contribute to physician’s awareness abo@€quisition through legal proceedings
the relevance of the theme

Rheumatologists’ therapeutic decision
The challenge is set, mostly, for thelearly is not based only on
resolution of cases in which the claimegharmacodynamic, pharmaco-kinetics,
drugs do not have any registry at Anvigaharmaco-economic or pharmaco-
and the State is required to provide them technique principles or even in
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the understanding of the properproperly oriented, does not prescribe.
functioning of the SUSIt also depends on Respecting patient autonomy IS
ethical centenarians principles that are trutundamental, especially in areas such as
cornerstones of medicineprimo non rheumatology, in which it is known, in
nocere. The first concept that guides therecent history, over use cases of drugs and
medical practice is to do no harm, to notesults of post-marketing studies were
cause harm to the patient: the principle ofemoved from the market due to serious
non-maleficence; the second is theclinical complications induced by the
principle of beneficence: take best benefiextended us@é.
possible with the treatment; the third is
based on the principle of autonomy, i.e.;The figure below shows some variables
accept the patient's consent, because if hievolved in the doctor's therapeutical
doesn't want to make use of thedecision and on the legal mandates
medication, provided that he has been regarding the biological products and other
exceptional drugs

Influences  of Real necessity

Pharmaceutical of using the
Industry medication

Conduct : _
ba§ed on Physician’s E;t;lgglobne?hzznor
evidences : therapeutic

decision on use ' pillars: beneficence,
of exceptional non-malevolence and
Knowledge of the drugs autonomy
principles of SUS
and of
Exceptional Drugs
li Competence of the
Policy Leqal . .
9 Professional: technical
Warrant knowledge of the disease

and the medication
Action by ill-

persons’
Organizations Legal decision:
complexity of decision
by judging Non-existence of
court Clinical Protocols

Legal support and official directive
to beneficiary

Equity and
integrality of
assistance
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Final considerations individual to reach the limits of social
sciences, of the collective and of the own
The challenge is for society as a whokpecies. It is known that the radical
and, in particular, to the Brazilianseparation of what is public and what is
rheumatologists’ class: understanding ampdivate is not necessary for achieving the
intervening in this growing phenomenopurposes of social awareness of the
which is the demand for more expensiys&roblem. Rheumatologists, encouraged by
and chronic use drugs. We musheir representative bodies, should
continually ask ourselves to what extemarticipate in continued reflexive actions
the therapeutic and medical needs oh their performances in the control of
patients areunnecessarily created** and exceptional drugs, by weighting the factors
the extent to which society should finanagat interfere with their conducts, including
the exceptional use of medicinal productgsetting, when necessary, their
to the detriment of investment in healtrelationships with the pharmaceutical
promotion and disease prevention. We livadustry,
a dilemma that divides us across paths
nearly unlimited that science can providBue to its great social responsibility, the
and the ethical control, absolutelyheumatologist also needs to dedicate a
indispensable to route them, abodiéw hours of study to know and update on
financial, human and physical resourcefaws and regulations in force related to
So, we should not divide the understandirsgcial security, to professional practice and
of what is by nature antagonistic, natealth. Finally, it is still essential for the
compartmentalize it because it prevents gpecialists, who take care of rheumatic
from learningwhat is woven together 2. diseases, the application of balanced
therapeutic measures between their
The problem of non-ethical prescriptiopatients’ real individual needs and the
exceeds the limits of medicine and of the pressing needs of collectivity
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Resumo O objetivo desta reviséo € estabelecer uma andtiscompromisso ético dos reumatologistas
brasileiros perante a prescricdo de medicaoeende alto custo, uso crénico e de dispedn
excepcional, os bioldgicos. O autor parte déexéb acerca dos fatores que influenciarnromada

de deciséo terapéutica, as causas de demandeiafjudiacionada a essas medica¢cbes e seu impacto
para as politicas publicas de saude.

Palavras-chave: Medicamentos excepcionds.  Fatores biologicos.  Etica. Resporsahlidace social.
Reumatologa.

Resumen

Biofarmacos vy ética en la reumatologla

El proposito de esta revision es establecer unsimaél compromiso ético de los reumatélogos
brasilefios frente a la prescripcion de n@dentos caros, de uso cronigodispensacion
excepcional, los biolégicosEl autor parte de la reflexion sobre los factorpse influyen en

la toma de decisiones terapéuticas, las cadeasna demanda judicial relacionada con estos
medicamentosy su impacto en las politicas de salud publica

Palabras-clave: Drogas excepcionaisFatores biol6gicos. Etica. La responsabilidad social
Reumatologia.
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