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Incorporation of drugs for rare diseases in Brazil: 
is it possible to have full access to these patients?

Abstract  This study aims to describe the profi-
le for the requested incorporation of rare disease 
drugs submitted to CONITEC and its recom-
mendations, comparing the incorporation criteria 
employed by other HTA agencies globally. To this 
end, requests for the treatment of rare diseases sub-
mitted to CONITEC from July 2012 to June 2019 
and its recommendations to the Brazilian Unified 
Health System (SUS) were included in this study. 
Subsequently, we compared the criteria used by 
CONITEC and other HTA agencies to incorporate 
these drugs. Sixty medicine incorporation requests 
to treat thirty rare diseases were submitted to CO-
NITEC. Pharmaceutical companies made the most 
requests (66%). Budget impact analyses were pre-
sented in 85% of the requests and HT economic 
analyses in 68%. A total of 52% of the requests 
were incorporated into the SUS. CONITEC’s jus-
tifications for the non-incorporation were the lack 
of quality clinical evidence, non-cost-effective tech-
nologies, and modest clinical benefits that do not 
justify the high prices. International HTA agencies 
(CAN, UK, FR, AUS) use different criteria for rare 
diseases assessments. The data indicate that most 
of the evaluated drugs were incorporated into the 
SUS, and adopting different criteria to assess the 
incorporation of rare diseases medicines will possi-
bly strengthen decision-making. 
Key words Rare diseases, Health technology asses-
sment, Unified Health System
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Introduction

In Brazilian public health, Law N° 8080 was cre-
ated in 1990. It established the Unified Health 
System (SUS) based on Universality, Compre-
hensiveness, and Equity1, in obeyance to Art. 196 
of the 1988 Constitution health is a right for all 
and a duty of the State2. Universality calls for ac-
cess to health for all citizens. Equity would allow 
the lack of unfair, avoidable, or remediable dif-
ferences in the health of populations or groups 
defined with social, economic, demographic, or 
geographic criteria3. Comprehensiveness, more 
specifically, is the need to understand individuals 
as biopsychosocial beings in their essence, tra-
versing the possibility of access to all system lev-
els, which leads us to its more concrete practice to 
provide materiality to the life of services4. Thus, 
Carnut4 defined comprehensiveness as a guiding 
principle of the SUS. It is a principle that adopts 
the philosophical explanation of human beings 
and a guideline for having become something 
concrete, which guides the work process.

In this context, specific access to medicines 
is ensured by two public health policies, the 
National Medicines Policy5 and the National 
Pharmaceutical Care Policy6. However, the SUS 
sustainability and funding have endured some 
challenges in recent years. Scientific health re-
search has produced a significant increase in 
alternatives for detecting, preventing, and treat-
ing diseases, but budget constraints do not allow 
health care systems to provide patients with all 
interventions7.

Health technology assessments (HTA) and 
the growing demand for efficient allocation of 
health resources have led to the need to establish 
a committee to assist the Ministry of Health in 
decision-making, called the National Commit-
tee for the Incorporation of Technologies (CO-
NITEC), which was created on April 28, 2011, 
the date on which Law No. 12.401 was enacted, 
defining criteria and deadlines for the incorpora-
tion of technologies in the SUS8.

The daunting challenge for HTAs is ensuring 
that analyses, registrations, and availability of 
medicines for rare diseases (RD) are also realized9. 
The group term – rare diseases – is used to include 
a very heterogeneous group of disorders that can 
affect any system in the body. They are also called 
“orphan” diseases because, usually, little is known 
about their causes and effective therapies are still 
limited10. Most of these diseases are genetic. They 
are often disabling and substantially affect life ex-
pectancy. They also impair physical and mental 

abilities, reducing the individual quality of life. 
These diseases are a significant public health issue 
and have been neglected for many years by health 
systems and pharmaceutical industries11.

In 2012, the World Health Organization 
mapped between 5,000 and 8,000 rare diseas-
es. The concept of rare diseases adopted by this 
group involves disease characteristics and epide-
miological factors, with low prevalence determi-
nation12. Noteworthy is that the epidemiological 
definition varies between different countries. 
In Brazil, for example, in 2014, the Ministry of 
Health established that a rare disease is one with 
a prevalence below 65 per 100,000 people13. The 
actual prevalence of these diseases is difficult 
to estimate, as the literature has not provided 
us with reliable data, showing low consistency 
among the information sources and low meth-
odological quality of epidemiological studies14.

Following extensive discussion with govern-
ment agents, researchers, doctors, and patient 
associations, the National Policy for the Com-
prehensive Care of People with Rare Diseases in 
the SUS13 was promulgated in 2014, which seeks 
more dignified, humane, and inclusive care for 
those with rare diseases. One of the guiding prin-
ciples of this policy is the incorporation of med-
icines for rare diseases and indicated within the 
SUS, which should result from the recommenda-
tions by government agencies from CONITEC’s 
assessment and approval. Based on this principle 
and to ensure the effectiveness of the objectives 
of this Policy, the first action by the Ministry of 
Health was a panel of experts who prioritized 
twelve clinical protocols for comprehensive care 
for people with rare diseases15.

Despite advances in recent years, compliance 
with the principles of universality, equity, and 
comprehensiveness in the SUS is still a challenge 
in light of the National Policy for the Compre-
hensive Care of People with Rare Diseases16. The 
lack of adequate scientific evidence and the high 
cost of treatments hamper the inclusion of these 
therapies, and individuals often resort to the 
Judiciary to rule on the access to health prod-
ucts17,18. Given this setting, rare diseases have 
demanded the attention of researchers and deci-
sion-makers to verify whether they should gain 
different assessment criteria than other diseases 
within the HTA9. Knowing that patients suffer-
ing from a rare disease is an essential part of the 
population, it is vital to understand the results of 
incorporating the technologies made available to 
them, compared to countries that also have con-
solidated HTA agencies.
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This study aims to describe the profile of 
requests for incorporating medicines for rare 
diseases submitted to CONITEC and its rec-
ommendations, comparing the criteria used for 
including medicines for rare diseases with other 
globally recognized HTA agencies.

Methods

Profile of requests for incorporating 
medicines for rare diseases in Brazil

This is a descriptive and exploratory study 
carried out through surveys and quantitative 
analyses of requests for including medicines sub-
mitted to CONITEC and their recommendations 
to the SUS, from July 2012 – month and year 
of the onset of publications of the assessments 
on the website (http://conitec.gov.br/) – to June 
2019 for the treatment of rare diseases.

Data regarding CONITEC’s submissions 
and recommendations were collected from doc-
uments made available on its website (http://
conitec.gov.br/), considering the criteria estab-
lished by Ordinance N° 199, of January 30, 2014, 
called National Policy for the Comprehensive 
Care of People with Rare Diseases, which consid-
ers a rare disease one that affects up to 65 people 
in every 100,000 individuals13.

The quantitative analysis of positive or neg-
ative recommendations was performed after se-
lecting all requests that met the definition of rare 
disease mentioned above. Then, the requests were 
presented regarding the indications of the drugs, 
active ingredients, applicant, year, type of study 
for clinical evidence, type of economic assess-
ment, initial recommendation, recommendation 
after public consultation, and the result of the re-
quired inclusion. The collected data were stored 
and analyzed in a pre-formatted Microsoft Office 
Excel®365 ProPlus spreadsheet. Descriptive sta-
tistics were used, and the results were expressed 
as absolute or relative frequency.

Criteria used by other HTA agencies 
to incorporate medicines for rare diseases 

We performed a comparative analysis of the 
criteria used by CONITEC for the incorporation 
of medicines for rare diseases in Brazil and by in-
ternational HTA agencies. The HTA agencies of 
interest were chosen due to their pioneering spir-
it in the field and because they belong to coun-

tries whose health system is similar to the Bra-
zilian one. They are the Pharmaceutical Benefits 
Advisory Committee (PBAC) of Australia, the 
Canadian Agency for Drugs and Technologies 
in Health (CADTH) of Canada, The National 
Institute for Health and Care Excellence (NICE) 
of the United Kingdom, and Haute Autorité de 
Santé (HAS) of France. We proceeded with a 
bibliographic search in the PubMed and SciELO 
databases, considering the search period until 
June 2019 and the websites of the HTA agencies 
mentioned above.

Results

General analysis of incorporation requests

Sixty requests for incorporating medicines to 
treat 30 rare diseases to CONITEC were identi-
fied from July 2012 to June 2019 (Charts 1 and 
2). It is noteworthy that in 2018, an applicant 
submitted an incorporation request for the treat-
ment of uveitis. However, during its assessment, 
CONITEC decided on two subgroups of the dis-
ease, Active Uveitis, and Inactive Uveitis. Thus, 
we will analyze the 60 requests and 61 recom-
mendations.

Most incorporation requests submitted to 
CONITEC were from the pharmaceutical in-
dustry (40; 66%), followed by the Ministry of 
Health’s Science, Technology, and Strategic In-
puts – SCTIE/MS (11; 18%), and the Health Care 
Secretariat of the Ministry of Health – SAS/MS 
(6; 10%). Only a negligible portion was request-
ed by state governments (2; 3%), the Judiciary 
(1; 2%), and both industry and doctor together 
(1; 2%). Requests were based on varying levels of 
clinical evidence, from case reports to systematic 
reviews with metanalyses. Systematic reviews be-
came part of the dossiers more frequently from 
2017 onwards.

Budget impact analyses were found in about 
85% (51) of the 60 requests sent to CONITEC, 
while economic analyses of health technologies, 
such as cost-minimization, cost-effectiveness, 
and cost-utility, were found in 68% (41) of them. 
As shown in Figure 1a, eight out of the nine 
requests that did not present a budget impact 
analysis had the SAS/MS, SCTIE/MS, or state 
governments as applicants. Regarding the lack of 
economic analyses of health technologies, 17 of 
the 19 requests that did not show any such anal-
ysis also came from the same applicants men-
tioned above (Figure 1b).
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The rare diseases demanded

Multiple sclerosis had the highest number of 
requests among the 30 rare diseases with requests 
for drug incorporation, namely, twelve in total 
(20%), and only five of these were incorporat-
ed. We can also highlight ankylosing spondylitis 
[5 requests (8%), 4 incorporated]; acromegaly 
[4 requests (7%), 1 incorporated], pulmonary 
arterial hypertension [4 requests (7%), 2 incor-
porated] and mucopolysaccharides [4 requests 
(7%), 4 incorporated]. The different subtypes of 
each disease were not considered by grouping the 
number of claims by disease.

CONITEC’s recommendations 

Figure 2 shows the evolution of incorporation 
requests between July 2012 and June 2019 and the 
characterization of the applicants regarding CO-
NITEC’s initial and final recommendation. Only 
20 (33%) of the 61 assessments of incorporation 
of medicines for rare diseases had a positive ini-
tial recommendation before public consultation. 
However, an inversion in these numbers was ob-
served after the public consultation, and, thus, 32 
(52%) medicines received a positive recommen-
dation and were incorporated into the SUS. We 
can note that the initial years (2012 and 2013) 
had many requests to CONITEC, both by the 
government and the industry, and all initial rec-
ommendations were upheld. The initial negative 
recommendations were reversed as of 2016 and 
started to recur in the following years, regardless 
of the applicant type.

Concerning the 12 incorporation requests 
with reversed decisions after the public consul-
tation, CONITEC’s justifications for the initial 
negative recommendation were based on the lack 
of quality clinical evidence, uncertain effective-
ness, not being cost-effective options vis-à-vis 
the options already included in the SUS, weak 
evidence, and modest clinical benefits that do 
not justify the high price. The clinical evidence 
presented by the applicants in these requests was, 
at a minimum, phase III clinical studies.

The initial negative recommendations that 
were reverted to positive built on the high num-
ber of contributions favoring the incorpora-
tion of medicines for rare diseases; for example, 
Paroxysmal Nocturnal Hemoglobinuria, which 
obtained 2,451 contributions. The main contri-
butions of the public consultation were related 
to the presentation of new clinical studies, the 
availability of a generic drug on the market, the Ye
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SAS/MS

SCTIE/MS

Governos Estaduais

Judiciário

Indústria&Médico

Indústria

requested medicine was the only available treat-
ment for the disease, and price negotiation with 
the industry.

Criteria used by international HTA agencies 
to incorporate medicines for rare diseases  

A study by the Canadian agency CADTH19 
compared several HTA processes for rare diseas-
es in some countries, including England, France, 

Australia, and Canada. Table 1 is an adaptation 
of data from the CADTH report, and the Brazil 
column was answered based on the bibliographic 
survey carried out to develop this work, with only 
public data from the CONITEC website itself.

We observe that only NICE uses the six cri-
teria adopted in the assessment, although it does 
not define the exact prevalence of a rare disease. 
Among the others, only PBAC has a differentiated 
process for submitting a request for inclusion for 

Figure 1A and 1B. Number of budget impact analyses and health technology economic analyses in requests 
incorporated or not by CONITEC. SCTIE/MS: Secretariat of Science, Technology and Strategic Inputs/Ministry 
of Health; SAS/MS: Health Care Secretariat/Ministry of Health.

Source: Own preparation based on the survey of applications for incorporation with CONITEC.
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Figure 2. Evolution of CONITEC’s initial (pre-PC = pre public consultation) and final (post-PC = post public 
consultation) recommendations from July 2012 to June 2019. SCTIE/MS: Secretariat of Science, Technology and 
Strategic Inputs/Ministry of health; SAS/MS: Health Care Secretariat/Ministry of Health.

Source: Own preparation based on the survey of applications for incorporation with CONITEC.
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rare diseases. All four international HTA agencies 
use as criteria different considerations regarding 
economic assessments. It is worth noting that 
only England and Brazil report being willing to 
enter into risk-sharing agreements with technol-
ogy applicants.

Discussion

Given the data presented in this study and con-
sidering that until the beginning of the publi-
cations of the evaluations by CONITEC, most 
drugs for rare diseases attended by the SUS treat-
ed only the symptoms20, an important advance 
can be seen in the way in which patients with rare 
diseases are treated. Most technologies evaluated 
between July 2012 and June 2019 by CONITEC 
were orphan drugs that could interfere with dis-
ease progression.

The National Policy for the Comprehensive 
Care of People with Rare Diseases guided paths 
and goals for prioritizing some clinical protocols 
and therapeutic guidelines (PCDT)13. Based on 
the need to accelerate the arrival of orphan drugs 
created after this 2014 Policy13, the National 

Health Surveillance Agency (ANVISA) stipulated 
a procedure for the registration of orphan drugs 
under RDC N° 205/17: drugs registered through 
pre-established criteria would be prioritized with 
a period of up to 365 days to be marketed.21 Then, 
the way the Brazilian health system addresses dis-
eases takes shape gradually. Among other factors, 
there may be a causal relationship between the 
rising number of incorporation requests from 
2017 and this new setting for rare diseases, as 
occurred in the U.S. after introducing incentives 
and legislation (Orphan Drug Act)22,23.

With the advances through Policies and Res-
olutions, patients could be treated by the health 
system in a more dignified manner. There is, 
then, an attempt to enforce two of the three SUS1 
principles: equity, since patients who suffer from 
rare conditions should have the same opportu-
nity to receive treatment as other patients with 
more frequent disorders22; and universality, in-
cluding this group of patients in public health 
policies. On the other hand, due to the difficulty 
of organizing a system that can take care of the 
patient in its entirety, whether in rare or more 
prevalent diseases24, comprehensiveness is still 
one of the desired aspects.
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Table 3. Criteria used by international HTA agencies for incorporating medicines for rare diseases.

Criteria used by international HTA agencies

Countries and their HTA agencies

Canada England France Australia Brazil

CADTH NICE HAS PBAC CONITEC

Is there a separate HTA process for rare diseases? 
Or does the standard process have different criteria 
for rare diseases?

No Yes No Yes No

Are there definition criteria for medicines for rare 
diseases?

No Yes* No Yes Yes

Is there a special committee to assist with the 
assessment?

No Yes No No No

Are patients or groups of patients part of the 
special review committee?

NR Yes NR NR No

Are any differentiated considerations made for 
economic evaluation?

Yes Yes Yes Yes No

Are shared risk arrangements considered? NR Yes NR NR Yes
* Despite having the criterion of being a rare disease, there is no well-defined prevalence for its definition.
NR: Not reported.

Source: Own preparation based on the survey of criteria from international agencies.

We should highlight that, while most incor-
poration requests submitted to CONITEC have 
a favorable decision, access to treatment may be 
more difficult than expected. Logistics, distribu-
tion, and supply problems are frequent in spe-
cialized component pharmacies, impacting the 
availability and, thus, the treatment of medicine 
users25.

The fundamental issue when discussing this 
topic is the budgetary impact of such incorpora-
tions to the system since these are medicines for 
a limited number of patients and generally have 
high manufacturing and sale costs. According to 
estimates by the Ministry of Health published by 
Interfarma20, in 2016 alone, the Federal Govern-
ment’s spending on lawsuits reached BRL 1.3 bil-
lion, up 23% from the previous year.

The participation of orphan drugs in these 
expenses through the courts already represents 
90% of the total cost, and half of the most legal-
ized medicines in 2016 were for the treatment of 
rare diseases20. Thus, there is already a high ex-
penditure on acquiring medicines for this group 
of diseases by the Federal Government, besides 
the lack of predictability in the allocation of re-
sources, lower bargaining power with industries, 
and a reduced number of benefited patients. Giv-
en this scenario, incorporating these drugs into 
the SUS could bring more significant control 
over expenses with lawsuits and enable treatment 
to more patients.

The comparison of criteria used by interna-
tional HTA agencies makes it clear that the way 

a rare disease is evaluated is a current issue and 
still requires maturation. No matter how much 
the country invests in health, it is impossible to 
pay everything for all7. For this reason, debating 
more effective ways to evaluate new technologies 
besides the cost-effectiveness and budget impact 
methodology is crucial. As observed in the five 
HTA agencies included in this work, differenti-
ated criteria (using utilitarian principles less and 
considering both the vulnerability of the affected 
population and the society’s position regarding 
this inclusion) and setting priorities may be the 
most indicated way to evaluate medicines for rare 
diseases8 and, thus, improve access to medicines 
for this very different population. Also, some new 
specific programs to evaluate medicines for rare 
diseases are emerging in Europe to cope with the 
challenging setting of more significant political 
pressure for more transparency in the HTA pro-
cesses26, such as the Patient and Clinician Engage-
ment (PACE) Meeting and the decision-making 
program by the Scottish Medicines Consortium 
(SMC), the National Institute for Health and 
Clinical Excellence (NICE) highly specialized 
technology program in England, and a European 
initiative, the Mechanism of Coordinated Access 
(MoCA)27.

Understanding comprehensiveness as a prin-
ciple that permeates decision-making and guar-
antees the right to health, some crucial questions 
emerge: are drug incorporations being carried 
out based on criteria that consider health needs 
and the perspective of comprehensiveness? Is it 
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possible to provide comprehensive care to pa-
tients with rare diseases using current health 
technology assessment criteria? An initial, albe-
it complex path for decision-makers could be 
identifying the value factors they deem relevant 
for each decision, the preferences of the groups 
involved, which value propositions support the 
decisions, and the construction of a consensus 
among all the parts26,28,29. Therefore, making the 
work process more transparent and participatory 
is necessary to facilitate collective decisions con-
sidering minority and even individual perspec-
tives without compromising majority groups. 
This would allow differentiating the still widely 
used criteria for both high and low prevalence 
diseases. 

In three of the 12 requests in which there was 
an inversion in the initial recommendation, CO-
NITEC justified the final positive recommenda-
tion after public consultation as follows: scientific 
evidence concerning rare diseases must be analyzed 
differently when compared to high disease preva-
lence. Likewise, there was a need to monitor these 
patients so that the treatment results are moni-
tored and documented, found in the reports of 
Mucopolysaccharidosis IVa and VI30,31. Also, the 
decision was reconsidered upon compliance with 
provisionally established criteria for rare diseases – 
Paroxysmal Nocturnal Hemoglobinuria report32.

Conclusion

The setting of rare diseases has changed in the 
Brazilian public health system since the estab-
lishment of CONITEC. We cannot deny the ad-
vances achieved that have already been observed 
from the data in this study, in which most medi-
cines (52%) that CONITEC has evaluated in the 
last seven years have been incorporated into the 
SUS. However, there are still challenges and op-
portunities in Brazil and countries whose HTA 
agencies were pioneers; such is the topic’s rele-
vance and timeliness. Countries like England and 
Australia, for example, already have significant 
differentiated criteria in their HTA agencies. On 
the other hand, limited health resources and the 
economic-political setting are points of atten-
tion and difficulty in the country. However, so 
that advances are not slowed down, it is crucial 
to bring to the light of conscience the Federal 
Government’s spending, above all, with judicial-
ization. This point, associated with differentiated 
criteria and relevant value factors for rare diseas-
es, besides policies with well-defined objectives, 
will possibly strengthen decision-making and 
provide more significant potential for patients to 
access life-changing treatments.
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