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Objective: A consensus meeting of representatives of 18 Latin-American
and Caribbean countries gathered in Refaca, Chile, for 2 days to identify
problems and provide recommendations for the care of patients with rheu-
matoid arthritis (RA) in Latin America, a region where poverty and other
health priorities make the efforts to provide effective and high quality care
difficult. This report includes recommendations for health professionals,
patients, and health authorities in Latin America, with an emphasis on
education and therapeutic issues.

Methods: Fifty-one rheumatologists (list available only online on the JCR
website) from 18 Latin-American and Caribbean countries with a special
interest in RA participated in the consensus meeting. Participants were
experts identified and appointed by the National Societies of Rheumatology
affiliated with the Pan-American League of Associations for Rheumatology
(PANLAR) and by the Grupo Latino Americano De Estudio de Artritis
Reumatoide (GLADAR)—an independent group of Latin American rheu-
matologist researchers were also invited to the meeting. Eight topics were

From the *Departamento de Inmunologia Clinica y Reumatologia, Facultad de
Medicina, Pontificia Universidad Catdlica de Chile, Santiago, Chile; 1UT MD
Anderson Cancer Center, Houston, Texas; {Unidad de Investigacion Dr.
Mario Alvozouri Mufioz, Hospital General Dr. Miguel Silva, Morelia, Mich,
México; §Unidad de Investigacion en Epidemiologia Clinica, UMAE Hospital
de Especialidades CMNO, Instituto Mexicano del Seguro Social, Universidad
Autonoma de Guadalajara, Guadalajara, México; JDiscipline of Rheumatol-
ogy, Universidade do Estado do Rio de Janeiro, Rio de Janeiro; |[Diagndsticos
da América SA, Brazil; **Department of Internal Medicine, Service of
Rheumatology, Faculdade de Medicina, Hospital das Clinicas, Universidade
de Sdo Paulo (FMUSP), Sdo Paulo, Brazil; TSeccion Reumatologia, Servicio
de Clinica Médica, Hospital Italiano de Buenos Aires y Fundacion Dr. Pedro
M. Catoggio para el Progreso de la Reumatologia, Buenos Aires, Argentina;
iiServicio de Reumatologia, Hospital Nacional Guillermo Almenara
Irigoyen, Red Asistencial Almerana EsSalud, Lima, Pert; §§Centro Nacional
de Enfermedades Reumaticas, Ministerio de Salud, Servicio de Reumatologia,
Hospital Universitario de Caracas, Caracas, Venezuela; §{Instituto Nacional
de Rehabilitacion, México DF, México; [||Unidad de Enfermedades Reumati-
cas y Autoinmunes, UNERA, Hospital Monte Sinai, Cuenca, Ecuador;
***Unidad de Reumatologia, Hospital Universidad del Norte, Barranquilla,
Colombia; fifDepartamento de Reumatologia, Instituto Nacional de Reha-
bilitacion, México DF, México; and §{YServicio de Reumatologia, Hospital
Provincial de Rosario, Rosario, Santa Fé, Argentina.

Supported by Abbott Laboratories, Schering-Plough, and Wyeth Pharmaceuticals Inc.
who did not participate neither in the organization nor in the preparation or review
of the article.

A report from PANLAR AND GLADAR Consensus Meeting on Education and
the Use of DMARDs and Biologics in Latin American Countries; October
3-4, 2005; Refiaca, Chile.

Correspondence: Bernardo A. Pons-Estel, MD, Servicio de Reumatologia, Hos-
pital Provincial de Rosario, Cordoba 2392, 1° Piso, Rosario, Santa Fé 2000,
Argentina. E-mail: baponsestel@buenaventuraguarani.com.ar

Copyright © 2009 by Lippincott Williams & Wilkins

ISSN: 1076-1608/09/1504-0203

DOI: 10.1097/RHU.0b013e3181a90cd8

identified as priorities: patient, community and allied health professional
education, health policy and decision making, programs for early detection
and appropriate treatment of RA, role of classic disease modifying antirheu-
matic drugs (DMARDs), role of biologic therapy, and drug safety surveil-
lance. To reach consensus, a survey with questions relevant to the topic of
interest was sent to all participants before the meeting. During a 2 day
meeting, the answers of the survey were reviewed and discussed by each
group, with final recommendations on action items.

Results: The specific topic of the survey was answered by 86% of the
participants and 68% of them answered the entire survey. It was agreed that
RA and rheumatic diseases which are currently not but should be public
health priorities in Latin America, because of their prevalence and impact on
quality of life.

Conclusions: Strategic areas identified as priorities for our region included:
early diagnosis and access to care by multidisciplinary teams, creation of
databases to identify infections with the use of biologic agents in RA which
are relevant to Latin America, and overall efforts to improve the care of RA
patients in accordance with international standards. Implementation of edu-
cational programs aimed to improve self-management for patients with RA
was also considered crucial.
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(J Clin Rheumatol 2009;15: 203-210)

atin-American and Caribbean countries share key social prob-
lems: poverty, violence, unemployment, lack of education, and
marked inequity that have a negative impact on health. In this
region there are wide variations regarding health priorities. Public
health efforts are primarily focused on controlling infectious trans-
missible diseases and mother and child care. Health policy related to
chronic disabling diseases takes a second place in relation to these
areas.” Strategic public policies traditionally consider conditions that
impact mortality and life expectancy, while overlooking chronic con-
ditions such as RA, which in addition to have major impact on quality
of life and morbidity, is now recognized for its impact on mortality.
This is challenging for Latin American rheumatologists because it is a
treatable cause of disability in the Western world,” but it requires
investment in health policies that can ensure early diagnosis, coordina-
tion of multidisciplinary care and education efforts, extensive availabil-
ity of well-established pharmaceutical resources, and equitable distri-
bution of effective but expensive new therapies.
RA affects approximately 0.4% of the Latin American pop-
ulation over 16 years of age® > and is much more common in women
than in men: 6 to 8 to 1.° The course of RA is variable, but for a
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significant number of patients RA is a severe disease resulting in
chronic pain, progressive joint destruction, functional decline, and
premature death.”® Equally important is the loss of social and
financial independence, very relevant in developing countries, which
have a high prevalence of poverty.'® The disease exerts a consider-
able burden on society in terms of medical care and the effects on
patients’ ability to work,''"™"* especially those in manual labor
occupations.''*'> Women and those people with adverse socioeco-
nomic status have the worse prognosis.'® The increasing recognition
that RA is not a benign disease has changed the therapeutic approach
to more aggressive and timely interventions.'” Erosive changes
leading to joint destruction often occur early in the disease, and the
resulting functional disability may be irreversible.'® * Early diag-
nosis and treatment before the onset of damage offer “a window of
opportunity for intervention,”?*?> shown to improve long-term
outcomes.”® There is an agreement that RA should be treated as
carly as possible with disease-modifying antirheumatic drugs
(DMARD:s) to control symptoms and probably delay disease pro-
gression.?’ 2! Evidence-based guidelines for the management of RA
are available in Europe, Canada, United State of America, and Latin
America®>*?3° emphasizing early access to rheumatologists, early
use of DMARD:s, precise indications of biologic therapies, rehabil-
itation, and patient education. A multidisciplinary team approach
with participation of rheumatologists, general medical practitioners,
nurses, occupational therapists, physical therapists, podiatrists, nu-
tritionists, and psychologists has been recognized as the foundation
for comprehensive and holistic care of patients with RA.

There is a substantial unmet medical need in the treatment of
RA for patients from Latin American and Caribbean countries.
Many patients with RA see a rheumatologist too late in the course of
their disease, do not receive DMARD:s early on, and have no access
to musculoskeletal rehabilitation services or relevant educational
programs.® Drug therapy alone does not substantially improve qual-
ity of life or the ability to go back to work in RA patients, and patient
and community education are necessary to empower patients and
their families in their daily management and adjustment to their
chronic illness.*”° Education is an issue of particular relevance to
our region where alternative and folklore medicines are in great
demand. Moreover, there is a public perception that there is no
effective allopathic therapy for RA.

Rheumatologists from 18 Latin American and Caribbean
countries representing the National Societies of Rheumatology af-
filiated with the Pan-American League of Associations for Rheuma-
tology (PANLAR) and the Grupo Latino Americano De Estudio de
Artritis Reumatoide (GLADAR) as well as experts from United
States and Canada met in Renaca, Chile in late 2005 to reach
consensus on the major problems threatening the care of RA patients
in the region and to provide recommendations for physicians and
policy makers on the development of local agendas to enhance daily
practice and quality of care.

MATERIALS AND METHODS

Participants in the consensus were 51 rheumatologists from
18 Latin-American and Caribbean countries (Argentina, Bolivia,
Brazil, Chile, Colombia, Costa Rica, Cuba, Ecuador, El Salvador,
Guatemala, Honduras, Mexico, Nicaragua, Panama, Paraguay, Peru,
Uruguay, and Venezuela) with a special interest in RA identified
through the Executive committee of PANLAR, its affiliated National
Societies and GLADAR. This list is available on the website. In
addition, an expert from Canada and 3 from the United States
participated in the meeting. Eight topics were identified as priorities
for discussions and recommendations: (1) patient education; (2)
community education; (3) allied rheumatic disease health profes-
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sionals education; (4) health policy and decision making; (5) pro-
grams for early detection and appropriate treatment of RA; (6) role
of classic DMARDs; (7) role of biologic therapies; and (8) drug
safety surveillance. Four coordinators were each appointed to lead
the discussions for 2 of the groups. Participants from different
countries were divided into § topic groups.

All participants were contacted by e-mail. As preparatory
work, the coordinators identified key literature related to the issues
of interest which was distributed among groups. In addition, each
coordinator prepared a short assessment survey that was sent to all
of them before the consensus to obtain information related to the
identified topics from all participating countries. Most of the ques-
tions were related to the specific needs, available resources, and
priorities for each country.

At Second round, 86% of participants answered their corre-
sponding questionnaires. To reach consensus conclusions a third
round modified Delphi study was conducted.*~*?

During the first day of the consensus meeting, invited experts
provided background and topic relevant information for the discus-
sions. These included Dr. Kate Lorig who discussed self-care
programs in chronic diseases and arthritis, Professor Aristides
Torche, an economist with expertise on the effects of poverty on
health, and Dr. Fernando Muii6z, a member of the Chilean Health
Ministry, who described decision-making processes in health policy.
Consensus discussions were led by the coordinators of each topic
group. At each session, the preliminary survey results were pre-
sented and critically analyzed. Recommendations were drafted for
presentation to all participants at large. All discussions were framed
within the context of Latin America’s health, economic, and socio-
cultural current situation, and available resources.

On the second day, the recommendations of the group dis-
cussions were presented and discussed at a plenary session including
all participants. Final consensus was reached with respect to recom-
mendations and future action plans.

RESULTS

The following sections summarize the results of the survey,
consensus recommendations, and action plan for each of the priority
areas. While many of the recommendations are related exclusively
to RA, many others, in particular those related to community and
policy efforts, encompass rheumatic diseases at large.

Patient Education

Survey

The survey indicated that there are local educational efforts
directed to rheumatic patients in each country, but that they vary in
format, content, and target audience, some directed to patients and
others to the community. None of the programs have been formally
evaluated. Participants agreed that RA patients in their respective
countries had poor knowledge about their disease: 71% of partici-
pants identified the overall level of knowledge of educated patients
(high-school or higher) as mediocre, low or very low; 98% agreed
that patients with an incomplete high-school education had little or
very little knowledge about their disease.

Proposed Action Plan

1. To develop high quality educational programs for RA patients
including knowledge about their disease manifestations and all
available therapies and self-care management. It was proposed
that local adaptations of the self-care program “Spanish Chronic
Disease Self-Management” developed by Dr. Kate Lorig should
be encouraged. Efforts should be locally channeled through
patient organizations and Rheumatology National Societies.
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2. To provide training for health educators to implement education
programs at local and regional settings. PANLAR was identified
as a key stakeholder to find resources to provide training for
health educators in various countries, by targeting governments
and soliciting unrestricted educational grants from industry.

Community Education

Survey

Most participants agreed that RA is not a health priority for
their governments (69%), that there are no governmental programs
for rheumatic diseases (94%), that the Bone and Joint Decade
declared by the World Health Organization (WHO) has had no
impact in the recognition of RA as a major problem (65%), that the
population of Latin America is uninformed about RA (81%), and
that many patients look for help of traditional or alternative medi-
cine (56%). There was an agreement that the existing community
programs are variable, that many programs sponsored by industry
have poor quality, that there are no awareness and specialized
information programs for the general public, and that there is
insufficient coverage about arthritis in the media.

Proposed Action Plan

To develop local public education and dissemination educa-
tional programs targeting communities, led by rheumatologists with
active participation by allied health professionals and patients. The
overall aim of these programs is to increase awareness of the impact
of RA on the population at large and the importance of early
diagnosis and treatment.

Allied Health Care Professional’s Education (Nurses,
Rehabilitation, Occupational Therapists, and
Physical Therapists)

Survey

More than 90% of the participant countries have training and
educational programs for allied health professionals, as well as
master and PhD degrees in these disciplines, as well as medical
specialization for physicians. In about 50% of the countries there are
public resources destined to the education of allied health professionals,
but in general terms, these are not intended for training in rheumatic
diseases or musculoskeletal diseases. Eighty-six percent of the partici-
pants stated that these disciplines were not represented in dissemination
efforts related to arthritis care; 83% of them estimated that these
services are quantitatively inadequate in their countries.

Proposed Action Plan

1. To stimulate the publication of scientific information related to
educational programs in occupational therapists, rehabilitation,
and physical therapists directed at rheumatic diseases, particu-
larly RA.

2. To promote scientific sessions, workshops, symposiums, or lec-
tures on topics related to occupational therapists, rehabilitation,
and physical therapists in all scientific activities supported by
PANLAR.

3. To support the implementation of governmental policies specific
for rtheumatic diseases in these areas, endorsed by the National
Rheumatology Societies, including financial support for training
programs for health professionals caring for rheumatic patients.

4. To create a PANLAR study group in this discipline, which can
develop educational, training, and therapeutic guidelines to be
used by allied health professionals caring for rheumatic patients.

5. To foster an integrated multidisciplinary approach involving
various care providers working with rheumatologists in the man-
agement of rheumatic diseases.

© 2009 Lippincott Williams & Wilkins
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Health Policy and Decision Making in RA

Survey

There was an agreement among all participants that there is
little information and published data on the epidemiology, burden of
illness, and economic impact of RA in the region to inform health
authorities about key issues. Participants also agreed that our coun-
tries lack policies regarding incentives for specialty rheumatological
care that ensure patient access to rheumatologists. There were
country-specific discrepancies regarding patient access to drug ther-
apy. While most countries do not have policies on this regard, some
countries do. Most participants agreed that scientific societies such
as the National Rheumatology Societies had little influence on
governmental policy, but in some countries the societies had been
influential in decision making. There was an agreement that there is
no public or governmental support in the region for research in
rheumatic diseases. Despite the fact that almost all countries have
National Research Institutes granting funds, very few of them are
directed to rheumatic disease research.

Proposed Action Plan

1. To disseminate existing local and relevant data to health author-
ities. There is a pressing need for epidemiologic and health
services information on RA in Latin America. PANLAR and the
Rheumatology Societies should make the existing data available
to health authorities.

2. To conduct research in the following priority areas: burden of
rheumatic diseases, impact on patients, families and the whole
society, direct and indirect costs of RA. In this regard it was
agreed that the first position paper on RA in Latin American
countries in progress at the event® would be a very important tool
to inform authorities. It was recognized that GLADAR’s early
RA cohort study, which started in 2004 is a useful initiative as it
provides information on clinical features and patient’s needs in
Latin America.

3. To identify other local, national, and international organizations
and stakeholders with key roles in policy making. International
organizations such as the WHO, Pan American Health Office, the
United Nations, and the World Bank should also be targeted.

Programs for Early Detection and Appropriate
Treatment of RA

Survey

Early RA was defined as 12 months from first symptoms by
45% of participants. Most participants (89%) agreed that an early
definite diagnosis presents difficulties, but 98% agreed upon the
concept of a therapeutic window of opportunity early in the course
of the disease. Sixty-five percent felt that anti-CCP antibodies could
be considered a validated diagnostic tool and predictor of radiologic
progression of RA (70%), even though only 57% reported having
access to this test in daily practice. Imaging with ultrasound (US)
(86%) and magnetic resonance imaging (MRI) (93%) were ac-
knowledged as highly sensitive methods for recognizing synovitis
and erosions. However, 73% considered radiographs as a better tool
to follow therapeutic response because US and MRI are expensive
and not widely available, and diagnosis and follow-up should rest
upon the least expensive and most widely employed methods for the
time being. Although health assessment questionnaires (HAQ), visual
analogue scales (VAS), and disease activity scale with 28 joints as-
sessed (DAS28) are known to give valuable information, they were not
routinely used in the experience of the participants, because performing
these tasks will be time consuming in a busy clinic.
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Proposed Actions

To increase the early suspicion and diagnoses of RA and to
make a rapid referral to rheumatologists the following actions were
proposed:

1. Adequate training of general practitioners, general internists, and
allied health professionals in articular examination and RA symp-
toms. This could be done with assistance from PANLAR through
National Societies of Rheumatology.

2. Creation of early arthritis clinics or areas within rheumatology
units to provide care for patients referred early in the course of
their disease. Where available, US could be used in cases of early
synovitis and clinical doubt.

3. Training of rheumatologists in US techniques as this technique is
increasingly being used in outpatient settings and is of particular
value in early diagnosis.

4. Training in interpretation of MRI where available.

The Role of Classic DMARDs

Survey

The survey asked which physicians prescribed DMARDs in
their countries, 62% answered that internists also prescribed
DMARDS; other responses included generalists 19%, orthopedic
surgeons 5%, others 13%. Fifty percent of the participants stated that
in their countries sequential mono-therapy was preferred, whereas
the other half stated that they preferred combination therapy. Most
participants (88%) said that in their countries the most common
strategy was step-up therapy, compared with 12% for step-down
therapy. The preferred DMARD combination was methotrexate and
chloroquine or hydroxychloroquine; next DMARDs used after fail-
ure were sulfasalazine or leflunomide. The most widely available
DMARDs were methotrexate, leflunomide, and azathioprine. Meth-
otrexate and corticosteroids were commonly included as medica-
tions under covered insurance, but often patients had to pay for other
DMARD:s out of their own pockets. Most participants (80%) agreed
that the monitoring interval for patients using DMARDs varied
between 1 to 3 months, 18% stated it varied between 3 to 6 months,
and 2% stated it varied more than 6 months. Eighty-five percent
have used tools like HAQ or DAS28 to monitor disease activity but
this is not a daily practice. Also 68% of participants ask for
laboratory tests to monitor possible adverse effects of DMARDs.
There was an agreement (95%) in the use of biologics after
DMARD:s failure, but there was no agreement on what should be the
length of time before considering a therapy to have failed. Biologics
were used in combination with a DMARD by 97%. Sixty-seven
percent of participants agreed that biologic agents have modified the
treatment strategy in RA.

The Role of Biologic Agents

Survey

There was an agreement that biologic agents are available in
all countries except Cuba, where only rituximab is available. All
participants agreed that they should be prescribed only by rheuma-
tologists, and that there are no criteria on duration of therapy and
doses once they have reached their therapeutic objective. At the
moment, all biologic drugs appear to be equally effective, but there
have not been drug study trials comparing their efficacy head to head.
The participants agreed that a combination of biologic agents should not
be used. It was agreed that biologics are expensive and that a small
proportion of RA patients from this region have access to them through
private or national health plans. However some patients have the limited
access to these therapies offered by clinical drug trials.
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Proposed Actions

1. It was estimated that 25% of RA patients would not respond to
DMARDs.** These patients should be treated with biologic
agents combined with DMARDs and during some periods with
corticosteroids or anti-inflammatory drugs.

Criteria for Using Biologic Agents in Latin-American RA
Patients.

i. Patients having the diagnosis of RA according to American
College of Rheumatology criteria.*?

ii. Active disease measured by a disease activity scale such as
DAS28 =3.2%" and after at least 3 months on conventional
treatment with DMARDs.

iii. Patients should have used 2 DMARDs, 1 being methotrexate
in adequate doses, unless there were significant adverse
effects.

iv. Adequate doses of methotrexate should have been up to 25 mg
weekly via oral, intramuscular, or subcutaneously, and lefluno-
mide 20 mg per day; with the exception of patients presenting
adverse events limiting the use of these therapies.

v. Patients should be in functional American College of Rheuma-
tology status* 1, II, or III.

2. Special cases considered to have indications for biologic agents
included those patients with a clinically adequate response to
DMARDs but with progressive erosive disease; patients with
persistent arthritis in major joints for function and activities of
daily life such as: hands, knees, and hips. Also, those with
contraindications to the use of DMARDs.

3. Assessment of response to treatment should be measured quan-
titatively with tools such as: DAS28, HAQ, patient global assess-
ment by visual analogue scale.

4. There was an agreement that a history of latent tuberculosis (TB)
should be elicited and that even though BCG vaccines are
compulsory in Latin American countries, PPD testing should be
used. Prophylaxis with isoniazid ought to be started before using
biologic agents if any of the following items are positive: PPD
=5 mm, chest radiograph with images of old TB or suspicious
contact.

Drug Safety Surveillance

Survey

Seventy-five percent of participants reported that there were
no pharmacovigilance programs for patients with rheumatic diseases
in their countries, but most of them (93%) agreed on the importance
of having such programs, especially for RA, given the high preva-
lence and incidence of infectious diseases in Latin American and
Caribbean countries. Sixty-one percent of the participants agreed that
this should also contain information on efficacy of drugs, although they
were aware that obtaining these data would probably be increasing costs
and adding to the difficulties of implementing the program.

Proposed Actions

Most participants agreed that a pharmacovigilance program
should be established by the governmental health agencies, acces-
sible via internet. Most physicians present at the meeting would be
willing to report TB or other infectious diseases in patients with
biologics to a central data base if there was such an initiative. To
implement and develop existing programs, the group agreed that the
Rheumatology Societies represented by PANLAR should coordinate
a collaborative effort with local governmental agencies, multina-
tional institutions like the WHO and the Bone and Joint Decade in
collaboration with the pharmaceutical industries to sponsor and
implement such programs. The proposal was to create a pharmaco-

© 2009 Lippincott Williams & Wilkins



JCR: Journal of Clinical Rheumatology ¢ Volume 15, Number 4, June 2009

RA in Latin America

vigilance report system managed by PANLAR. With this tool,
rheumatologists could report all cases that required hospital admis-
sion, life threatening events, or treatment withdrawal.

DISCUSSION

RA is a potentially treatable disabling disease affecting
mostly women in their prime years. New discoveries in the RA field
should give hope for better holistic therapeutic strategies to all
Latin-American and Caribbean patients with RA, even considering
the high costs of biologic agents that prevent their use where
indicated. During the meeting, plans to proceed considering the
Latin-American and Caribbean reality were established. Implemen-
tation of educational programs aimed to improve self-management
for patients with RA are considered crucial. Other strategic areas
identified as priorities for our region included: to facilitate the early
diagnosis and access to therapy, care by multidisciplinary teams,
creation of databases to identify infections with the use of biologic
agents in RA, which are relevant to Latin America, and overall
efforts to improve the care of RA patients in this region, in accor-
dance with international standards. Funding research to obtain re-
gional data in many aspects of the disease was thought relevant to
include RA in public health priorities. As there is a need to provide
better information for those who are providing care and those who
are paying for it, Rheumatology Societies should encourage research
projects on the economic and social burden of rheumatic diseases
within each country. In addition, other relevant issues remain to be
addressed such as accelerated atherosclerosis.*>*”

The PANLAR-RA Study group, the PANLAR-Standing
Committee of Epidemiology could fulfill a critical role collaborating
with other initiatives, such as international entities, to answer ques-
tions raised from cost-effectiveness studies of new treatments in RA
using the appropriate instruments for measuring patient-centered
outcomes. The local media’s role in research broadcasting or diffu-
sion of epidemiological data, disease impact, and on influencing
policy makers and the public itself was emphasized.

Almost 3 years have passed since the October 2005 meeting
and some efforts can be highlighted. The following section summa-
rizes a progress report for each topic.

Patient, Community, and Allied Health Professional
Education

The patient education program “Coémo convivir con su artri-
tis” licensed by Stanford University has already started in Ecuador,
Chile, and Mexico. In 2006, a group of 14 health professionals from
Argentina, Brazil, Chile, Colombia, Ecuador, Peru, and Venezuela
was formed as trainers in a week course held in Panama City
organized by GLADAR. Forty Chilean RA patients have been
reached with the program and 12 new monitors are able to replicate
the workshops. No progress is made on community education.
PANLAR has established a new standing committee: The Health
Associated Professionals. PANLAR has launched its “PANLAR
Bulletin on Line” where articles about RA and other rheumatic
diseases published in the American National Journals (not all of
them available through PubMed) will be available out of country
boundaries.

Health Policy and Decision Making

Today, economic surveys related to RA are being developed
in Argentina, Chile, and Mexico. The early onset RA GLADAR’s
cohort continues. Since the end of the meeting, little has changed in
Latin American countries regarding information and published data
on the epidemiology, burden of illness, and economic impact of RA.
There has been, however, in an attempt to regulate the use of
expensive new drugs, more involvement of local Rheumatology
Societies in the generation of guidelines. In that regard, for example,

© 2009 Lippincott Williams & Wilkins

Copyright © Lippincott Williams & Wilkins. Unauthorized reproduction of this article is prohibited.

the Brazilian,** Argentinean,’® and Chilean*® guidelines for the
treatment of RA have recently been released. In Mexico, the Colegio
Mexicano de Reumatologia is attempting to include RA into the
health governmental priorities and the cost of RA treatment for the
poor is paid by a special insurance agency.

Programs for Early Detection and Appropriate
Treatment of RA, Role of Classic DMARDs, Role of
Biologic Therapy

Anti-CCP antibodies and US has become more available.
Although still not widely accessible, the concept of the need to
incorporate US in rheumatology training is becoming well recog-
nized. Early clinics offering free quick access to rheumatology care
with an emphasis on early referrals are functioning in Brazil, Peru,
and 2 in Mexico City, although their impact on breaking the breach
between early disease and specialty care has not yet been evaluated.
Some more insurance companies and governmental support is al-
lowing biologics for patients not responding to conventional
DMARDs, but the proportion of patients getting these therapies is
still limited.

Drug Safety Surveillance

The Brazilian governmental health agency has instituted a
pharmacovigilance website*® with a program for reporting drug
adverse reactions (not exclusively for Biologics) and official actions.
The PANLAR General Assembly of Boston (November 2007)
approved the implementation of a Registry of Adverse Events of
Biologic Agents used to treat RA and other inflammatory arthritis
following the model of BIOBADASER, the register of the Sociedad
Espafiola de Reumatologia.’® As a result, the majority of the Na-
tional Societies of PANLAR have subscribed commitment for its
implementation at a country level. The Mexican College of Rheu-
matology has already started the recruitment of more than 100
patients. In several other Latin American countries similar initiatives
have been or are currently being implemented. The lack of appro-
priate funding for these programs could be a serious threat to their
development.

Institutions from all participant countries endorsed the Bone
and Joint Decade, which intends to fight for the disability impact of
untreated RA. In Latin America and the Caribbean region with an
estimated total population of 562 million inhabitants, 2000 rheuma-
tologists are registered in PANLAR. We need 6244 and we have a
32% provision (the optimal provision of rheumatologists would be 1
full time equivalent consultant rheumatologist per 90,000 popula-
tion).”" Owing to few qualified rheumatologists in proportion to the
population of the region, recommendations are difficult to become
reality, however, a change in health policies would bring support to
rheumatologists working in Latin America and Caribbean countries
to give better health.

ACKNOWLEDGMENTS

The authors thank the members of the Organizing Committee
of the consensus: Dr. Juan Angulo, MD, (President of PANLAR),
Dr. Evelyn Hess, MD, (Chairwoman of the PANLAR Education and
Publications Committee), Dr. Carlos Fuentealba, MD, and Dr.
Miguel Gutierrez, MD, (Members of the “Sociedad Chilena de
Reumatologia”) and Dr. Carter Thorne, MD, (PANLAR Treasurer).
Dr. Fernando Mufioz and Professor Aristides Torche for their
contribution to this meeting,; Daniel Villalba and Leonardo Grasso
for technical support during the electronic phase of the meeting, and
Mprs. Teresa Cole and Maria Fernanda Parucci for their review of the
English version of the manuscript. Abbott Laboratories, Schering-
Plough, and Wyeth Pharmaceuticals by supporting this consensus with
unrestricted grants.

207



Massardo et al

JCR: Journal of Clinical Rheumatology ® Volume 15, Number 4, June 2009

10.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

REFERENCES

. Kliksberg B. Social scenarios in Latin America and the Caribbean [in

Spanish]. Rev Panam Salud Piiblica. 2000;8:105-111.

. OPS. La Salud En Las Américas. Publicacion Cientifica y Técnica Niimero

587. Vol. 1. Washington, DC: Organizacion Panamericana de La Salud; 2002.

. Cardiel MH. First Latin American position paper on the pharmacological treat-

ment of rheumatoid arthritis. Rheumatology (Oxford). 2006;45(suppl 2):1i7—-ii22.

. Marques J, Teixeira H, De Oliveira L, et al. Estudo multicéntrico da

prevalencia da artrite reumatoide do adulto em amostras da populacao
brasileira [in Portuguese]. Res Bras Reumatol. 1993;35:169-173.

. Spindler A, Bellomio V, Berman A, et al. Prevalence of rheumatoid arthritis

in Tucuman, Argentina. J Rheumatol. 2002;29:1166—-1170.

. Pons-Estel B; Grupo Latino Americano de estudio De Artritis Reumatoide

(GLADAR). Latin American cohort of patients with early rheumatoid arthri-
tis (ERA). [in Spanish]. Rev Chil Reumatol. 2005;21:165-172.

. Wolfe F. The natural history of rheumatoid arthritis. J Rheumatol Suppl.

1996;44:13-22.

. Pincus T. Rheumatoid arthritis: a medical emergency? Scand J Rheumatol

Suppl. 1994;100:21-30.

. Wolfe F, Zwillich SH. The long-term outcomes of rheumatoid arthritis: a

23-year prospective, longitudinal study of total joint replacement and its
predictors in 1600 patients with rheumatoid arthritis. Arthritis Rheum. 1998;
41:1072-1082.

Young A, Dixey J, Cox N, et al. How does functional disability in early
rheumatoid arthritis (RA) affect patients and their lives? Results of 5 years of
follow-up in 732 patients from the Early RA Study (ERAS). Rheumatology
(Oxford). 2000;39:603—611.

. Jantti J, Aho K, Kaarela K, et al. Work disability in an inception cohort of

patients with seropositive rheumatoid arthritis: a 20 year study. Rheumatology
(Oxford). 1999;38:1138—-1141.

Kobelt G, Eberhardt K, Jonsson L, et al. Economic consequences of the
progression of rheumatoid arthritis in Sweden. Arthritis Rheum. 1999;42:
347-356.

Pugner KM, Scott Di, Holmes JW, et al. The costs of theumatoid arthritis: an
international long-term view. Semin Arthritis Rheum. 2000;29:305-320.

Cooper NJ. Economic burden of rheumatoid arthritis: a systematic review.
Rheumatology (Oxford). 2000;39:28-33.

Massardo L, Aguirre V, Garcia ME, et al. Clinical expression of rheumatoid
arthritis in Chilean patients. Semin Arthritis Rheum. 1995;25:203-213.

ERAS Study Group. Early Rheumatoid Arthritis Study. Socioeconomic
deprivation and rheumatoid disease: what lessons for the health service? Ann
Rheum Dis. 2000;59:794—799.

Emery P. Therapeutic approaches for early rheumatoid arthritis. How early?
How aggressive? Br J Rheumatol. 1995;34(suppl 2):87-90.

Brook A, Corbett M. Radiographic changes in early rheumatoid disease. Ann
Rheum Dis. 1977;36:71-73.

Fuchs HA, Kaye JJ, Callahan LF, et al. Evidence of significant radiographic
damage in rheumatoid arthritis within the first 2 years of disease. J Rheuma-
tol. 1989;16:585-591.

Graudal NA, Jurik AG, De Carvalho A, et al. Radiographic progression in
rheumatoid arthritis: a long-term prospective study of 109 patients. Arthritis
Rheum. 1998;41:1470-1480.

Drossaers-Bakker KW, de Buck M, van Zeben D, et al. Long-term course
and outcome of functional capacity in rheumatoid arthritis: the effect of
disease activity and radiologic damage over time. Arthritis Rheum. 1999;
42:1854-1860.

Kirwan JR. Conceptual issues in scoring radiographic progression in rheu-
matoid arthritis. J Rheumatol. 1999;26:720-725.

Scott DL. Prognostic factors in early rheumatoid arthritis. Rheumatology
(Oxford). 2000;39(suppl 1):24-29.

O’Dell JR. Treating rheumatoid arthritis early: a window of opportunity?
Arthritis Rheum. 2002;46:283-285.

Quinn MA, Emery P. Window of opportunity in early rheumatoid arthritis:
possibility of altering the disease process with early intervention. Clin Exp
Rheumatol. 2003;21:S154-S157.

Machold KP, Eberl G, Leeb BF, et al. Early arthritis therapy: rationale and
current approach. J Rheumatol Suppl. 1998;53:13-19.

Symmons DP, Jones MA, Scott DL, et al. Long term mortality outcome in

patients with rheumatoid arthritis: early presenters continue to do well.
J Rheumatol. 1998;25:1072—1077.

208

Copyright © Lippincott Williams & Wilkins. Unauthorized reproduction of this article is prohibited.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

Boers M, Verhoeven AC, Markusse HM, et al. Randomised comparison of
combined step-down prednisolone, methotrexate and sulphasalazine with
sulphasalazine alone in early rheumatoid arthritis. Lancet. 1997;350:
309-318.

Mottonen T, Hannonen P, Leirisalo-Repo M, et al; FIN-RACo Trial Group.
Comparison of combination therapy with single-drug therapy in early rheu-
matoid arthritis: a randomised trial. Lancet. 1999;353:1568-1573.

Genovese MC, Bathon JM, Martin RW, et al. Etanercept versus methotrexate
in patients with early rheumatoid arthritis: two-year radiographic and clinical
outcomes. Arthritis Rheum. 2002;46:1443—-1450.

Goekoop-Ruiterman YP, De Vries-Bouwstra JK, Allaart CF, et al. Clinical
and radiographic outcomes of four different treatment strategies in patients
with early rheumatoid arthritis (the BeSt study): a randomized, controlled
trial. Arthritis Rheum. 2005;52:3381-3390.

Guidelines for the management of rheumatoid arthritis: 2002 update. Arthritis
Rheum. 2002;46:328-346.

Bertolo M, Viegas C, Goldstein C, et al. Atualizacao do Consenso Brasileiro
no Diagnéstico e Tratamento da Artrite Reumatoide [in Portuguese]. Rev Bras
Reumatol. 2007;47:5-16.

Combe B, Landewe R, Lukas C, et al. EULAR recommendations for the
management of early arthritis: report of a task force of the European Standing
Committee for International Clinical Studies Including Therapeutics
(ESCISIT). Ann Rheum Dis. 2007;66:34—45.

Management of Early Rheumatoid Arthritis. Section 1: introduction. Edin-
burgh: Scottish Intercollegiate Guidelines Network; ¢2009. Available at:
http://www.Sign.Ac.Uk/guidelines/fulltext/48/section].html. Accessed Feb-
ruary 4, 2009.

Grupo de Estudio de Artritis Reumatoidea; Sociedad Argentina de Reumatologia.
Actualizacion de las guias de practica clinica en el tratamiento de la artritis
reumatoidea [in Spanish]. Rev Argent Reumatol. 2008;19,3:5-9. Available at:
http://www.reumatologia.org.ar/userfiles/image/guias-practica-clinica/Guia-SAR-
2008.pdf. Accessed February 4, 2009.

Lorig KR, Mazonson PD, Holman HR. Evidence suggesting that health
education for self-management in patients with chronic arthritis has sustained
health benefits while reducing health care costs. Arthritis Rheum. 1993;36:
439-446.

Superio-Cabuslay E, Ward MM, Lorig KR. Patient education interventions in
osteoarthritis and rheumatoid arthritis: a meta-analytic comparison with
nonsteroidal antiinflammatory drug treatment. Arthritis Care Res. 1996;9:
292-301.

Holman HR, Lorig KR. Patient education: essential to good health care for
patients with chronic arthritis. Arthritis Rheum. 1997;40:1371-1373.

Campbell SM, Braspenning J, Hutchinson A, et al. Research methods used in
developing and applying quality indicators in primary care. BM.J. 2003;326:
816-819.

Gagliardi AR, Simunovic M, Langer B, et al. Development of quality
indicators for colorectal cancer surgery, using a 3-step modified Delphi
approach. Can J Surg. 2005;48:441-452.

Brown N, Crawford I, Carley S, et al. A Delphi-based consensus study into
planning for biological incidents. J Public Health (Oxf). 2006;28:238-241.
Arnett FC, Edworthy SM, Bloch DA, et al. The American Rheumatism
Association 1987 revised criteria for the classification of rheumatoid arthritis.
Arthritis Rheum. 1988;31:315-324.

Prevoo ML, van’t Hof MA, Kuper HH, et al. Modified disease activity scores
that include twenty-eight-joint counts. Development and validation in a
prospective longitudinal study of patients with rheumatoid arthritis. Arthritis
Rheum. 1995;38:44-48.

Hochberg MC, Chang RW, Dwosh I, et al. The American College of
Rheumatology 1991 revised criteria for the classification of global functional
status in rheumatoid arthritis. Arthritis Rheum. 1992;35:498-502.
Szekanecz Z, Kerekes G, Der H, et al. Accelerated atherosclerosis in rheu-
matoid arthritis. Ann N Y Acad Sci. 2007;1108:349-358.

Cisternas M, Gutierrez MA, Klaassen J, et al. Cardiovascular risk factors in
Chilean patients with rheumatoid arthritis. J Rheumatol. 2002;29:1619-1622.
Ministerio de Salud. Guia Clinica Artritis Reumatoidea. Santiago, Chile:
MINSAL; 2007:1-41. Available at: http://www.redsalud.gov.cl/archivos/
guiasges/artritispdf.pdf. Accessed February 4, 2009.

Ministério da Saude. Sistema de Notificagbes em Vigildncia Sanitdria—
Notivisa. Brasilia: ANVISA. Available at: http://www.anvisa.gov.br/hotsite/
notivisa/index.htm. Accessed February 6 2009.

© 2009 Lippincott Williams & Wilkins



JCR: Journal of Clinical Rheumatology e Volume 15, Number 4, June 2009

RA in Latin America

50. BIOBADAMERICA. Registro Panamericano de Acontecimientos Adversos
de Terapias Biolégicas en Enfermedades Reumadticas. Madrid, Spain: So-
ciedad Espafiola de Reumatologia. Available at: http://biobadaser.ser.es/
biobadamerica/index.html. Accessed February 6, 2009.

51. Harrison MJ, Deighton C, Symmons DP. An update on UK rheumatology
consultant workforce provision: the BSR/ARC Workforce Register 2005—-07:
assessing the impact of recent changes in NHS provision. Rheumatology
(Oxford). 2008;47:1065-1069.

APPENDIX—PARTICIPANTS
Argentina

» Julio Hofman, MD. On behalf of the Sociedad Argentina de
Reumatologia, Buenos Aires.

* Horacio Venarotti, MD. On behalf of the Sociedad Argentina de

Reumatologia, Buenos Aires.

Adriana M.R. Silvestre, Bachelor, MSc. Division Regional de

Enfermeria, Nodo Rosario, Ministerio de Salud, Provincia de

Santa Fé, Rosario.

* Luis José Catoggio, MD. Seccion de Reumatologia, Servicio de

Clinica Médica, Hospital Italiano de Buenos Aires and Fundacion

Dr. Pedro M. Catoggio para el Progreso de la Reumatologia,

Buenos Aires.

Francisco Caeiro, MD. Servicio de Reumatologia, Hospital Pri-

vado Centro Medico de Cordoba, Cordoba.

Bolivia

e Maria Luisa Gil, MD. On behalf of the Sociedad Boliviana de
Reumatologia.

Brazil

Licia Maria Henrique da Mota, MD. Hospital Universitario de
Brasilia, Universidade de Brasilia, Brasilia.

Manoel Bertolo, MD. Divisao de Reumatologia, Faculdade de Cién-
cias Medicas, Universidade Estadual da Campinas, Campinas.
Sebastiao C. Radominski, MD. Universidade Federal do Parana,
Curitiba.

Fernando de Souza Cavalcanti, MD. Disciplina de Reumatologia,
Centro de Ciencias da Saude, Universidade Federal da Pernam-
buco, Pernambuco.

Nilzio Antonio da Silva, MD. Servicio da Reumatologia, Facul-
dade de Medicina, Universidade Federal de Goias, Goiania.

Canada

* Boulos Haroui, MD, FRCPC. Clinical Associate Professor of
Medicine at the Université de Montréal and Head of the Clinical
Research Unit in Rheumatology at Centre Hospitalier de
I’Université de Montréal (Hopital Notre-Dame), Quebec.

Chile

* Pedro Miranda Cabezas, MD. Universidad de Chile, Hospital San
Juan de Dios, Santiago.

» Miguel Gutiérrez, MD. Associate Professor. Departamento de
Inmunologia Clinica y Reumatologia, Facultad de Medicina Pon-
tificia Universidad Catdlica de Chile, Santiago.

» Rossana Marchetti, MD. Professor. Escuela de Medicina. Univer-
sidad de Valparaiso, Unidad de Reumatologia, Hospital Carlos
Van Buren, Valparaiso.

* Sergio Jacobelli, MD. Professor. Departamento de Inmunologia
Clinica y Reumatologia, Facultad de Medicina Pontificia Univer-
sidad Catolica de Chile, Santiago.

» Pablo Riedemann, MD, MSc, FACP. Associate Professor. Fac-
ultad de Medicina, Universidad de la Frontera, Temuco.

© 2009 Lippincott Williams & Wilkins

Copyright © Lippincott Williams & Wilkins. Unauthorized reproduction of this article is prohibited.

» Héctor Gatica, MD. Associate Professor. Seccion de Reuma-
tologia, Facultad de Medicina, Universidad de Chile, Santiago.
* Carlos Fuentealba, MD. Hospital San Borja-Arriaran, Santiago.

Colombia

» Rafael Ofiate R, MD. Servicio de Reumatologia ¢ Inmunologia,
Hospital Militar Central, Bogota.

Costa Rica

* Ricardo Saenz Castro, MD. Servicio de Reumatologia, Hospital Dr.
Calderon Guardia, Caja Costarricense de Seguro Social, San José.

Cuba

* Marlene Guibert-Toledano, MD. Servicio Nacional de Reumatologia,
Hospital Clinico Quirargico Diez de Octubre, Ciudad Habana.

* Osvaldo Calist¢ Manzano, MD. Associate Professor. Servicio
Provincial de Reumatologia de Cuba, Hospital Provincial Sat-
urnino Lora, Santiago de Cuba.

Ecuador

« Mario Moreno-Alvarez, MD. Hospital General Luis Vernaza,
Guayaquil.

El Salvador

* Rubén A. Montufar Guardado, MD. Consultorio de Especiali-
dades del Instituto Salvadorefio del Seguro Social, San Salvador.

Guatemala

* Nilmo Chavez, MD. On behalf of the Asociacion Guatemalteca de
Reumatologia.

Honduras

* Francisco Giron, MD. On behalf of the Sociedad Hondurena de
Reumatologia.

Mexico

* Leonor Barile-Fabris, MD. Departamento de Reumatologia, Hos-
pital de Especialidades Bernardo Sepulveda, Centro Médico Na-
cional Siglo XXI, IMSS, México DF.

 Francisco A. Rosas-Lopez, MD. Servicio de Reumatologia del
Hospital General Regional N° 1, Instituto Mexicano de Seguridad
Social (IMSS), Santiago de Querétaro, Querétaro.

Nicaragua

* Sergio Aragon, MD. On behalf of the Sociedad Nicaragiiense de
Reumatologia.

Panama

. Angel F. Achurra-Castillo, MD. Complejo Hospitalario Metropoli-
tano Dr. Arnulfo Arias Madrid, Caja de Seguro Social de Panama y
Sociedad Panamefia de Reumatologia, Ciudad de Panama.

Paraguay

* Margarita Duarte, MD. Associate Professor. Universidad Nacional de
Asuncion, Sociedad Paraguaya de Reumatologia, Asuncion.

Peru

 Juan Angulo, MD. Professor. Facultad de Medicina de San Fer-
nando, Universidad Mayor de San Marcos, Lima.

209



Massardo et al

JCR: Journal of Clinical Rheumatology ® Volume 15, Number 4, June 2009

* Armando Calvo Quiroz, MD. Centro de Investigacion Clinica en
Inmunoreumatologia, Centro Médico San Felipe Torre II, Clinica
San Felipe, Lima.

United State of America

* Evelyn V. Hess, MD, MACP, MACR. University of Cincinnati
College of Medicine, Cincinnati, Ohio.

» Kate Lorig, R.N., Dr.P.H. Professor. Department of Medicine,
Director Stanford Patient Education Research Center, Stanford
University, California.

Uruguay

* Graciela Gonzalez, MD. On behalf of the Sociedad Uruguaya de
Reumatologia (SUR), Montevideo.

« Jaime Hernandez, MD. Instituto Nacional de Reumatologia (INRU),
Sociedad Uruguaya de Reumatologia (SUR), Montevideo.

Venezuela

» Napoleon Pefia, MD. Professor. Unidad de Reumatologia, Uni-
versidad de Carabobo, Maracay.

 José Antonio Herrera, MD. Servicio de Reumatologia, Hospital
Vargas de Caracas, Caracas.

Participants

Leading Groups
Bernardo A. Pons-Estel, MD, Argentina.
Mario H. Cardiel, MD, MSc, México.
Carlos Pineda-Villasenor, MD, México.
Maria E. Suarez-Almazor, MD, PhD, United States of America.

Patient Education

Maria E. Suarez—Almazor, MD, PhD, United States of Amer-
ica (group coordinator).

Julio Hofman, MD, Argentina.

Manoel Bertolo, MD, Brazil.

Mario Moreno, MD, Ecuador.

Angel Achurra, MD, Panama.

Evelyn Hess, MD, MACP, MACR, United States of America.

Napoledn Pefia, MD, Venezuela.

Community Education
Carlo V. Caballero-Uribe, MD, Colombia (group coordinator).
Horacio Venarotti, MD, Argentina.
Pedro Miranda, MD, Chile.
Osvaldo Caliste-Manzano, MD, Cuba.
Nilmo Chavez, MD, Guatemala.
Juan Angulo, MD, Peru.
Mario H. Cardiel, MD, MSc, México.
Kate Lorig, Dr.P.H., United States of America.

210

Copyright © Lippincott Williams & Wilkins. Unauthorized reproduction of this article is prohibited.

Other Health Professional’s Education
Ieda Laurindo, MD, Brazil (group coordinator).
Maria Luisa Gil, MD, Bolivia.
Carlos Fuentealba, MD, Chile.
Ricardo Saenz, MD, Costa Rica.
Carlos Pineda-Villasefior, MD, México.
Francisco A. Rosas-Lopez, MD, México.
Sergio Aragon, MD, Nicaragua.

Health Policy and Decision Making in RA
Enrique R. Soriano, MD, Argentina (group coordinator).
Adriana M.R. Silvestre, Bachelor, MSc, Argentina.
Sebastiao Radominski, MD, Brazil.
Loreto Massardo, MD, Chile.
Marlene Guibert-Toledano, MD, Cuba.
José Antonio Herrera, MD, Venezuela.

Programs for Early Detection and Appropriate
Treatment of RA

Eduardo Acevedo-Vasquez, MD, Peru (group coordinator).

Bernardo A. Pons-Estel, MD, Argentina.

Luis J. Catoggio, MD, Argentina.

Fernando de Souza Cavalcanti, MD, Brazil.

Miguel Gutiérrez, MD, Chile.

Leonor Barile-Fabris, MD, México.

Graciela Gonzalez, MD, Uruguay.

The Role of Classic DMARDs
Rolando Espinosa-Morales, MD, México (group coordinator).
Licia Maria Henrique da Mota, MD, Brazil.
Nilzio Antonio da Silva, MD, Brazil.
Claudio Galarza-Maldonado, MD, Ecuador.
Arnulfo Nava, MD, México.
Alfredo Sanchez, MD, Peru.
Rossana Marchetti, MD, Chile.

Role or Indications of Biologics for Partial
Responders to Classic DMARDs

Alberto Millan, MD, Venezuela (group coordinator).

Mario H. Cardiel, MD, México.

Boulos Haroui, MD, FRCPC, Canada.

Sergio Jacobelli, MD, Chile.

Pablo Riedemann, MD, Chile.

Rafael Valle-Onate, MD, Colombia.

Francisco Giron, MD, Honduras.

Armando Calvo, MD, Pert.

Drug Safety Surveillance
Roger A. Levy, MD, Brazil (group coordinator).
Francisco Caeiro, MD, Argentina.
Hector Gatica, MD, Chile.
Rubén Montufar, MD, El Salvador.
Margarita Duarte, MD, Paraguay.
Jaime Hernandez, MD, Uruguay.

© 2009 Lippincott Williams & Wilkins



