ORIGINAL ARTICLE

The experience of providing universal access to ARV drugs in Brazil

Marco Antonio de Avila Vitéria!

! National STD/Aibs Program — Ministry of Health — Brazil
E-mail: vitoriam@who.org

INTRODUCTION

The Brazilian HIV/Aips drug poli-
cy has been extensively discussed
and even criticized, particularly at
the time of its implementation by the
Government in the early 90s. How-
ever, after a decade of action, the
success of the Brazilian response to
HIV is evident and achieved world-
wide recognition, based on a con-
certed early governmental response,
a strong and effective participation
of civil society, a multi-sector mo-
bilization, a balanced prevention and
treatment approach and the advoca-
cy of human rights in all strategies,
particularly with the policy of wide
access to antiretroviral (ARV) drugs.

In order to improve quality of life
for people living with HIV and Aips,
the Brazilian Ministry of Health (MoH)
implemented a policy of universal free
of charge access to antiretroviral ther-
apy in the mid 90’s. This effort was

initiated in the early 1990’s with lim-
ited distribution of the ZDV capsules,
and was strengthened with a 1996
presidential decree that ordered all
HIV-infected citizens to have free ac-
cess to essential medication to com-
bat HIV. The distribution of protease
inhibitors began between December
1996 and January 1997. The same
presidential decree stipulated that the
criteria for dispensing HIV treatment
would be established by the Ministry
of Health, which had two task forces
working on the problem, one focus-
ing on HIV therapy for adults and ad-
olescents and one for children. The two
task forces gathered at least once a
year to review established criteria and
to discuss new medical breakthroughs
and the availability of new treatments.

BRIEF OVERVIEW

By the end of 2001, approximate-
ly 113,000 patients received ARV

through the public health system, rep-
resenting roughly US$ 232 million in
expenditures to buying a list of 14
drugs that make up the so-called
“anti-HIV cocktail”. These expendi-
tures with antiretroviral drugs rep-
resent 1.6% of the total budget for
the Ministry of Health and less than
0.05% of Brazilian GDP in 2001. In
addition, the Brazilian Government
established national HIV treatment
guidelines for adults, children and
adolescents and implemented a lo-
gistic control system of these drugs
in more than 400 ARV dispensary
units throughout the country and, in
order to adequately monitor treat-
ment, it also established a National
Network of Viral Load Laboratories
and a Network of TCD4+TCD8+ Lym-
phocyte Counting laboratories, with
73 and 65 units, respectively. Con-
comitantly, a network of approxi-
mately 900 public alternative HIV/aips
care services was built up based on
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regional and administrative divi-
sions according to the complexity
of the care needed, in order to im-
prove the monitoring of HIV infec-
tion and for diagnosis and medical
observation of opportunistic diseas-
es. Itis also important to say is that
the acquisition of drugs to treat Aws-
related opportunistic diseases was
established as an attribution of
states and municipalities.

FIRST RESULTS

After five years, the results of
these strategies were impressive.
From 1996 until now we have ob-
served a striking reduction on mor-
tality, morbidity and hospitalization
rates for HIV+patients in Brazil, with
cost-reduction for this antiretroviral
therapy policy.

The occurrence of HIV-related op-
portunistic infections decreased by 60-
80%. Tuberculosis in HIV+patients,
for instance, dropped 75% in the last
fouryears, in the State of Sao Paulo,
which accounts for roughly 50% of
all Aios cases reported in Brazil. More-
over, a change in the profile of HIV
health care services was observed,
with a significant demand increase
for outpatient, home care and a de-
crease for in-patient and day-hospi-
tal hospital services.

Another figure that reflects the
impact of the Brazilian policy of uni-
versal access to antiretroviral drugs
is the phenomenon of partial immu-
nological reconstitution promoted by

the treatment. This was demonstrated
by the evolution of the mean TCD4 +
cell count in HIV+ patients on ARV
therapy after widespread use of
HAART in Brazil. In a small study
conducted by MoH in 2002, we ob-
served that the mean cell counts rise
progressively from 267 cel/mm® to
426 cel/mm? after 24 months of treat-
ment with combined ARV regimens.
This improvement seems to signifi-
cantly contribute to the reduction in
frequency and severity of opportunis-
tic diseases associated to HIV and to
be a good indicator of the better qual-
ity of life of patients treated in the
public health network.

RECENT DATA

All of these aspects are conse-
quences of an evident reduction in
the number, time of duration and
complexity of treatment in hospital
admission episodes, suggesting a
significant welfare profit for these
patients after a more disseminated
use of antiretroviral combined thera-
py. It is also worth noting a reduc-
tion of more than seven fold in hos-
pitalization rates and 358,000 avoid-
ed Ams-related hospital admissions,
resulting in an overall saving to the
Government of more than U$1.1 bil-
lion for the 1997-2001 period.

By the end of 2001, the Brazilian
MoH distributed 14 antiretroviral
drugs of three different pharmaco-
logical classes to all HIV infected pa-
tients that meet the criteria estab-

lished by national guidelines. Of
these, we have eight locally produced
anti-retroviral formulations, with
pharmacological specifications for
generic versions of these groups. A
new drug, an association of Lopi-
navir/ritonavir (LPV/r), was added to
this MoH list in March 2002.

Furthermore, prices of antiretro-
viral drugs purchased by the Bra-
zilian MoH have been declining
quite significantly over the last few
years. This is mainly thanks to,
firstly, investments made by the
MoH to set up domestic national
laboratories and, secondly, effec-
tive negotiation of drug prices with
international pharmaceutical drug
companies that are exclusive pro-
ducers of certain anti-Aips drugs. At
this moment, we have 6 federal ARV
pharmaceutical producers and one
of them, the Farmanguinhos/Fiocruz
Pharmaceuticals (from Brazilian
MoH), is responsible for approxi-
mately 40% of the total amount of
antiretroviral drugs used in Bra-
zil. In fact, prices of drugs pro-
duced within Brazil, fell on aver-
age 82% between 1996 and 2001,
however, imported drugs feel only
25% during the same period. In
1999, the expenditures with im-
ported ARV drugs represented 81%
of total MoH budget for ARV drugs,
but in 2001 it has dropped to ap-
proximately 57% and 63% of ARV
consumption in the Public Health
System are locally produced ver-
sions of these drugs.
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NEGOTIATION STRATEGIES

To avoid the use of compulsory
licensing in certain situations, the
Brazilian MoH also has used a ne-
gotiation strategy with some exclu-
sive producers based on tiered or
differentiated prices. An agreement
with Merck Sharp & Dhome Labora-
tories to reduce the prices of two anti-
retroviral medicines produced by that
company was announced in April
2001. Indinavir underwent a price cut
of 64.8%, Efavirenz had its price re-
duced by 59% and another negotiation
occurred in 2001 with Roche Labora-
tories which cut Nelfinavir prices by
40%. Recently, an agreement with Ab-
bott Laboratories has also reduced the
price of its new protease inhibitor
(LPV/r) by 46%. With these strategies,
the average cost for patient/year in an-
tiretroviral therapy decreased by half
in recent years, in spite of the propor-
tional increase in the number of pa-
tients needing more expensive, com-
plex treatments.

The average cost for patient/year
in antiretroviral therapy decreased
a full 48% between 1997 and 2001
(from US$4,860 in 1997 to
US$2,530 in 2001). It is also im-
portant to emphasize that local pro-
duction of HIV-drugs is being done
only for domestic consumption.
Negotiations are the Brazilian Gov-
ernment’s first option when deal-
ing with drug companies. The com-
pulsory license is only a safeguard
and last option in order to provide

access to medicines for the Brazil-
ian people and has never been used,
up to now.

ARV ANTIRETROVIRAL
DISTRIBUTION AND CONTROL

The Brazilian MoH also has im-
plemented a specific computerized
system for logistic distribution and
control of anti-retroviral drugs named
SICLOM. At this moment, SICLOM is
fully implemented in 111 antiretrovi-
ral dispensary units, and covers
around 65% of total patients on ARV
treatment in the Public Health System.
The major objectives of this logistic
control system are:

* to control drugs stock at nation-
al, state and municipal levels;

* to assure efficiency and safety
in the provision of drugs;

¢ to plan the purchase of drugs; and

* to assure general management
of drugs.

All these strategies and tools cer-
tainly contributed to promote sustain-
ability and maintenance to the uni-
versal access to ARV policy adopted
and when we analyze the final costs
of ARV expenditures and the savings
of hospitalizations/opportunistic in-
fections treatment avoided, we can
see that the Brazilian ARV access pol-
icy is cost-effective.

We estimate that the Brazilian
policy for national production of ARV
drugs has represented an economic

saving of approximately 490 million
dollars in the 1996-2000 period. With
the start of local production of Nevi-
rapine and Indinavir, the Brazilian
Government has saved approximate-
ly US$ 80 million in a one-year peri-
od, which represented 30% of global
expenditures in 2000. Another new
strategy that we are now evaluating
is the local production of a generic
version of new co-formulation and
presentations of ARV that will reduce
the daily pill burden, which will im-
prove adherence to treatment and can
promote an additional cost reduction.

ADHERENCE TO TREATMENT

The Brazilian MoH has also cre-
ated an advisory committee to es-
tablish the official recommendations
for treatment with antiretrovirals. Ac-
cordingly with the most recent re-
view of Brazilian antiretroviral
guidelines, the use of potent antiret-
roviral therapy was established as
standard of care. Antiretroviral treat-
ment is recommended for all symp-
tomatic (Ams) individuals, regard-
less of laboratorial parameters, and
if patients are asymptomatic, it is
indicated only if the CD4 cell count
is lower than 200/mm?®. However,
these guidelines consider the use in
asymptomatic patients if the CD4 cell
count is between 200 and 350/mm?®.

Another important topic is ad-
herence to antiretroviral treatment.
Recently we conducted a multicen-
tric trial in 27 care units in the State
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of Sao Paulo, with a follow up of
almost 9,000 HIV+ patients. The
study considered the capacity to
take more than 80% of prescribed
pills as a definition of good com-
pliance. At the end of the study we
calculated an adherence rate of 69%,
which is very similar with the re-
sults found in international stud-
ies. In this study, the major factor
associated with good adherence was
the quality of medical service. Now,
we are starting a new complemen-
tary study, in order to evaluate the
quality of care in Ams outpatient
services and its relation to patient
adherence to antiretroviral therapy.

Until this moment, the prevalence
and profile of drug resistance muta-
tions in Brazilian patients under
HAART has been very similar to
what have been found in internation-
al studies. However, the prevalence
of primary resistance in first time
drug patients is less than 8%, signif-
icantly lower than the rates seen in
Western Europe and the US. Togeth-
er with striking reduction on mor-
tality, morbidity and hospitalization
rates for HIV+ patients, the quality,
safety and efficacy of generic anti-
retroviral drugs are reinforced and
so is the policy of universal access
to ARV therapy adopted by the Bra-
zilian Ministry of Health in the last
decade. However, considering the
impact that this aspect can have on
the Brazilian HIV treatment policy,
the MoH decided to establish a Na-
tional Network of Genotyping Test

(RenaGENO) able to perform and in-
terpret the results of HIV-1 resis-
tance tests using an adequate and
rational criteria. For the initial im-
plementation of this network, 12
laboratories were accredited and
60 reference genotyping expert phy-
sicians from different parts of the
country were trained to act on a
regional basis.

EXPRESSIVE MEASURES TAKEN BY BRASIL

It has been a long process to ar-
rive at these achievements, and
some lessons were learned. Firstly,
some adherence strategies to opti-
mize the antiretroviral therapy are
needed. Pilot studies in Brazil have
demonstrated that feasibility, effica-
cy and adherence rates with antiret-
roviral treatment are similar to
those obtained in high-income coun-
tries, even among patients with low
education or with important social
limitations. Training projects for
health care workers and organiza-
tion of patients groups to improve
adherence also have been identified
as important factors that explain the
success of this process, that used
simple clinical and laboratorial tools
for diagnosis, treatment monitoring
and approach.

Secondly, the participation of civ-
il society at every level of decision-
making and during the elaboration
of relevant strategies is of para-
mount importance. [ have to empha-
size that this is one of the key as-

pects of the Brazilian STD/Aips Pro-
gram and has served to help guar-
antee the human rights of patients
with HIV/Ais and other STD, and the
execution of community projects
and the building of partnerships with
the private sector.

However, some challenges are
coming. In the near future, the Bra-
zilian Government must improve the
diagnosis of HIV infection in early
stages, ensure mother to child trans-
mission prevention for all pregnant
HIV+ women around the country,
expand the CD4 and viral load labo-
ratory networks so as to decentral-
ize it, and better monitor adherence
and viral resistance, particularly in
‘hard to reach’ groups.

Brazil also has made its voice
heard in several international forums
worldwide promoting the expansion
of access to ARV. Among them, it is
worth highlighting the Brazilian par-
ticipation at the 57th Session of the
United Nations Commission on Hu-
man Rights, held in April 2001, ad-
vocating the provision of treatment
and care to HIV/Ams patients as a
fundamental human right. Brazil
has also consistently pushed for the
flexibility of the WTO-based Trips
(Trade Related Aspects of Intellectu-
al Property Rights) Agreement, and
the IV Ministerial Meeting of the
World Trade Organization, held in
November 2001, is a cornerstone
example of success of the Brazilian
policy. As a member at the Transi-
tional Working Group of the Global
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Fund to fight Aips, Tuberculosis and
Malaria, Brazil has also played a
very important role to ensure the
participation of developing coun-
tries and civil society actors in its
decision-making structure. Finally,
it should be said that Brazil articu-
lated and collaborated, in partner-
ship with the Horizontal Technical
Cooperation Group of Latin Ameri-
ca and the Caribbean, in the elabo-
ration of an international Databank
of Prices of Aips Drugs.
Considering all aspects described
above, it is now clear that past ob-
jections to HIV treatment in devel-
oping countries is not persuasive
anymore and there are strong argu-
ments in favor of the effort for wide-
spread treatment access. A consid-
erable amount of evidence suggests
that an effective As treatment is
possible even in low-income coun-
tries. Contrary to what the World
Bank expected in early 90’s, that 1.2
million people would be infected by
the year 2000 in Brazil, recent esti-
mates have placed the figure at
597,000 HIV carriers, or in other
words, approximately half the num-
ber predicted some years ago. This
performance is highly significant,
even taking into account possible sta-
tistical errors and epidemiological
trends, and represents a result of bal-
anced efforts in prevention and care.
Reducing prices of antiretroviral
drugs and promoting other strategies
to expand effective access to them can
dramatically alter the economics of

HIV/Aips treatment, and possible ob-
stacles to adequate treatment such
as poor infrastructure can be over-
come through a well designed and
supported international effort to im-
prove the approach to Ams both in rich
and poor nations of the world.
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