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Nova tripanozomiaze humana.
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Ueber eine neue Trypanosomiasis des Menschen.
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Evandro Serafim Lobo
OHETELS

CHAGAS, Evandro. Forma cardiaca da
Trypanosomiase Americana. Memorias do
Instituto Oswaldo Cruz, Rio de Janeiro,
V.24, n.3, p. 89-126, out. 1930.

CHAGAS, Evandro. Novos estudos sobre
a forma cardiaca da Trypanosomiase
americana. Memorias do Instituto Oswaldo
Cruz, Rio de Janeiro, v. 26, n.3, p. 329-338,
1932.
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Disease

Chagas

A Cliniecal, Epidc-miu]ugiv. and Pathologic Study

By F. 8. Lanaxia, M.D,, E. Dias, M.D., G, Nosrpas, M D, axp A. Mmaxoa, M.D

A study of the most i rtant clinical and pathologic aspects of Chagas' disesse has boen pre-

sented, on the basis of the analysis of 180 eases of noute infection (11 with nutopsy), G567 cancs

of chronie asymg tie infoction, and 683 cases of chronle Chagns’ henrt discase (21 autopsied
with Schizotryponum 1 in myocardium)

ONSIDERABLE advances in  the disease similnr to the human in dogs experi-
clinical aspocts of Chagas' disease have nentally infected with S —all these
been made ir last, decade. In the studies have pr ded a firm basis for defining

ieal review of our knowledge 3 poriods chronie Chagna' heart disesse as a ¢

recognized.’® 1. The first period clinicoanatomic entity.”
began with the clinical deseriptions made by Observatic have win the commor

' He described un seute form* und courrence in some Brazilian districts of both

Chagns
overal chronic forms® * of American try- cardiospasm  (megaesophngus) and chronle
WO He was greatly impressed!: 7 by trypanoeominsis, Patients from such aress with
mnces exhibited by many cardiospasm show & partioularly high percent.
the region in which the disease Age (up to 97 per cent) of positive complement-
red and olnimed that such cardine fixation tests for Chagas' disesse and eloctro-
re related to chronic werican cardiographio changes similar to those usuall
Ery POnOSOITLES, found in chronic Chagas' heart diseaso ™
rom 1913 to 1943 acute cases of Chagas' These facts suggest a | ble etiologic rels-
disease were deseribed in 15 American eoun- tionship between Chagse' disease and cardio-
triee, Various authorities doubted an etiologic spasm those areas. The subject requires
relationship betwes Se trypanum  eruss further investigation
ypanosoma cruzi) infection and the chronie
forms described by Chagas; only o few cases of ErroLoay
chronic Chugns' disease were reported up t« eruri hns n typieal trypancsome blood
1945, The concept of Chagas’ disesse as an aracteri y Iarge, tormingl or
uncomm acute disease was genemlly ae- In the tissues the
oepted J ieal and social importance flagrlintes undergo regressive changes resulting
of thiz endemic infection was not apprecinted in th nstion of leishmaniform organisme
3. Carlos Chagas' original observations or that divide by binary fission, thus forming
the cardise disturbances in chronic 8. erusy intracellular colonies of parssites. The my
infection have been confirmed and consider cardinl fibors seem to be the most important
ably extended"”* in the last 10 years. Epi- gite of multiplication of 8. eru
demijologic studies, observations of the clinieal In sections from the myocardium the pars
manifestations, the deseription of the electro site usually ssaumes the morphology of leish
cardiographic changes, improved laborstory mania bodies (fig. 1a), which are 1«
dingnosis, the pathologio studies, and, cles measuring ¢ by 2 or
the production of . i of . containing an ovoid nue and » rodlike
blopharoplast. The fibers occasionally countain
flageliate or preflagellate forms (fig, 16) of §
cruzs; in this case the morphology of individua
microorganisms usaslly is t clearly seen

From the lostit

1036 Cornlation, Volwme X1V, Docrmber i




Aspectos Epidemiologicos Er s

OMS 2006

15 a 18 milhdes de infectados na América Latina
40 milhdes em risco

41.200 casos novos ao ano

12.500 6bitos

30% com cardiopatia chagasica croénica
Principal causa de 6bito entre 30 e 50 anos

Grande impacto s6cio-econdmico



DOENCA DE CHAGAS

SEROPREVALENCIA
2009

« BRASIL 3 000 000

« ARGENTINA 2 640 000

e MEXICO 1300 000

« VENEZUELA 1200 000

e COLOMBIA 900 000

e GUATEMALA 730 000

e PERU 640 000

«  PARAGUAI 400 000 Menos que 1.000
e CHILE 370 000 De 1.000 a 10.000

De 10.000 a 100.000
e De 100.000 a
= 1.000.000

Acima de 1.000.000



Estratificagéio de municipios segundo o risco de transmisséo, ou de
restabelecimento da transmisséo vetorial intra~-domiciliar de 7.
cruzi. Bragil. 2006.

(491)

(1.151)

Atencao: >90% de focos peridomiciliares.



Canada 2001
216.975

2000: 5,6 milhoes
2006: 8,9 milhoes

Espanha 2005
1 milhao

Europa 1985 - 1992

««250.000 = —
&, st Japao-4990.

150.000 =
Japao 1994
250.000- ¢

Falia 1990

80.000

Australia 2005/2006
65.707 &




N DOENCA DE CHAGAS
N

DOENCA DE CHAGAS FORA DAS AMERICAS

FINLAND

MIGRACOES DA AMERICA LATINA

USA E CANADA >1000000
; EUROPA > 700000
et e g JAPAO > 1000000

: AUSTRALIA >300000

AWF - 2009



A Evolucao a partir da fase aguda

Forma 5 a10% Fase 2a3% Obito
subaguda aguda
90%
1%
N :
Forma cronica curopatia
e indeterminada
. 10%
A e 4
Forma cronica 30% Forma digestiva
indeterminada
Forma cardiaca
permanente A.
cronica
15% 15%

Cardiopatia grave Cardiopatia leve



LAPCLIN-CHAGAS
IPEC

COORTE DE PACIENTES
PORTADORES DE DOENCA
DE CHAGAS



COORTE

INICIO EM NOVEMBRO DE 1986
EM 2009 > 2000 PACIENTES
25% MG 25% BA 10% PE 10% PB
55% MULHERES 45% HOMENS
ADULTOS NA FORMA CRONICA

60% F. CARDIACA 359% F. INDETERMINADA
5% F. DIGESTIVA
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1)

2) Testes Diagnosticos para o
rastreamento de doenca de Chagas

3) Tratamento especifico da doenca de
Chagas.

4) Estudo Clinico-Socio-Epidemiologico
da Fase Cronica da doenca de Chagas
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pela inclusao de dados
ecocardiograficos na
analise prognostica da
cardiopatia chagasica



Coracao humano na doenca de Chagas
cronica: a: forma indeterminada; b:

cardiaca (morte subita); c: cardiaca (ICC)
(gentileza: Prof. Edson R. Lopes).
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O fator prognostico mais
importante na cardiopatia
chagasica cronica (CCC) é a
disfuncao sistolica global do
ventriculo esquerdo.
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Aigo  Aplicacao da nova Classificacao da Insuficiéncia Cardiaca
Origina (ACC/AHA) na Cardiopatia Chagasica Cronica:
Analise critica das curvas de sobrevida

Application of the New Classification of Cardiac Insufficlency (ACC/AHA)
In Chronlc Chagas Cardlopathy: A critical analysts of the survival curves

Srpio Salles Xavier, Andwéa Stlvestie de Sonsa, Alejandro Hasloche- Moseno

FIDCRUZ, Universidade Federal do Rio de [aneir




~ Funcao Sistolica de VE:
IPEC vs Virgem da Lapa

Rev Soc Bras Med Trop 1998, 31(5): 457
90
80 -
70 -

S8 E normal
= M leve

40 7 H moderada
30 7 [ grave

20
110}
O_

IPEC VL



Avaliacao prognostica

Risco de morte subita CDI

Transplante
TRC

I1CC refrataria Cirurgias

Terapia celular

Evento embolico Anticoagulagao



Karlos Ribeiro Justiniano das Chagas
1879-1934

m “Consequéncia imediata deste
facto, € o grande ndamero de
mortes stbitas, ocasionadas
pela moléstia, sendo realmente
Impressionante, nas estatisticys
de letalidade, o ndmero de
pessogs flecidas subitamente
por syncope cardiaca”’, (Catlos
Chagas, 1912).
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Prognostic value of QT interval
parameters for mortality risk
stratification in Chagas' disease: results
of a long-term follow-up study.
Salles G, Xavier S, Sousa A, Hasslocher-
Moreno A, Cardoso C.
Circulation. 2003 Jul 22;108(3):305-12.
Epub 2003 Jun 30.



http://www.ncbi.nlm.nih.gov/pubmed/12835217?itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum&ordinalpos=6
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Escore de Morte Subita
(Cirendfation., 20057 108 305-53]1 2.)

dQT
Sincope
IC

EV

FE < 459

P
0,001
0,001
0,000
0,01

0,02

B
2,2 2
1,8 2
1,6 2
1,2 1
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Development and validation of a risk
score for predicting death in Chagas'
heart disease.

Rassi A Jr, Rassi A, Little WC, Xavier SS,
Rassi SG, Rassi AG, Rassi GG,
Hasslocher-Moreno A, Sousa AS,
Scanavacca MI.

N Engl J Med. 2006 Aug 24;355(8):799-
808.



http://www.ncbi.nlm.nih.gov/pubmed/16928995?itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum&ordinalpos=4

V ENGLAND JOURNAI -,Ilf' MELDCTNE

M Engl) Med 2006;355:799-808.

ORIGINAL ARTICLE

Development and Validation of a Risk Score
for Predicting Death in Chagas’ Heart Disease

Anis Rassi, Jr., M.D., Ph.D., Anis Rassi, M.D., William C. Little, M.D.,
Sérgio S. Xavier, M.D., Ph.D., Sérgio G. Rassi, M.D., Alexandre G. Rassi, M.D.,,
Gustavo G. Rassi, M.D., Alejandro Hasslocher-Moreno, M.D.,

Andrea S. Sousa, M.D., Ph.D., and Mauricio |. Scanavacca, M.D., Ph.D.




Escore de Rassi:
Variaveis e pontuacao

seguimento: 7,9 anos obitos: 130

Table 2, Multivariate Cox Proportionak Hazards Analysis of the Development Cohort and Scoring System.*

Prevalence Hazard Ratio B Regression
Risk Factor N=33]) 195%C) P Value Coeffiient ~~~ Points

NYHA class 11l or IV — no. (% 33{100 405 (246-667) <0001
Cardiomegaly—no. (%) 9 (269) S (206572 <0001
seomental or global WMA—no. (%) 153 (46§ L4 (L26-479) 0.008
Nonsustained YT —no. (%) 160 (48.3) LI (L28-36)) 0.004
Low QRS voltage —no. (%) 18 (85) 187 {L03-3.37) 0039
Male sec—no. (%) 00 (04 L12{106-281) 0030

Variagdao do escore: 0 a 20 pontos
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Analise da Performance Cardiaca em
pacientes com doenca de Chagas a luz
de novos métodos ecocardiograficos:
Ecocardiografia Tridimensional e
Deformacao Bi-dimensional.

ECO3D
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Ecocardiograma ¢ necessario em
todo o paciente portador de doenca
de Chagas?

O ecocardiograma ¢é necessario em todo
paciente chagasico com ECG alterado

(Consenso Brasileiro de doenca de Chagas)

E possivel identificar os pacientes
chagasicos com disfuncéao sistolica
moderada a grave quando nao dispomos
de ecocardiograma?



Artigo Original

Modelos Preditivos de Disfuncao Sistolica
Moderada ou Grave na Doenca de Chagas

Baseados em Dados Clinicos,
Eletrocardiograficos e Radiologicos

Andréa Silvestre de Sousa, José Borges-Pereira, Alejandro Hasslocher-Moreno, Sérgio Salles Xavier

Anp XIV * n° 3 « Julho/ Agosto/ Setembro de 2001




FIGURA 2- ESTRATEGIA DIAGNOSTICA DE DISFUNCAO MODERADA OU GRAVE
ECG

Normal (43%) / \ Alterado (57%)

‘ ‘ P(d) H 7-97%
M 4-95%

NAO HA RX de térax

DISFUNCAO
P(d) H 3-95% P(d) H 34-99%
M 1-88% / \ M §17-99%

v

Normal (43%) Alterado (14%)

P(d): probabilidade de disfuncdo moderada

ou grave, H: homens, M: mulheres / \

§ se afastados BRD e BDASE isolados, DISFUNCAO
P(d) 38-99% Modelos MODERADA
Em itdlico, as prevaléncias de ECG e RX de Preditivos OU GRAVE

térax normal/alterado




TABELA 2: PROBABILIDADES ESTIMADAS DE DISFUNCAO MODERADA OU GRAVE
DE ACORDO COM O PADRAO ELETROCARDIOGRAFICO, SEXO E RX DE TORAX

€€ | " | asent | nomal | anoma | susene | nomal
ausente anormal | ausente

BRD+BDASE 81(23) 15% 3% 64% 8% 4% 42%
BRD+BDASE+ESV 54(16) 62% 40% 92% 44% 21% 82%
BRD+BDASE+ZEI 4(1) 73% 51% 95% 57 % 29% 88%
BRD 61(18) 8% 3% 34% 4% 1% 17%
BRD+ESV 18(5) 44% 16% 77% 27 % 7% 57 %
ESV 30(9) 26% 16% 77% 14% 7% 57%

APRV 24(7) 21% 22% 84% 12% 10% 67 %
APRV+ESV 9(3) 71% 65% 97 % 54% 43% 93%
BDASE 14(4) 7% 3% 34% 4% 1% 17%
BDASE+ESV 14(4) 42% 16% 77% 25% 7% 57 %
BRE 7(2) 33% 20% 82% 19% 9% 64%
BRE+ESV 7(2) 82% 62% 97% 68% 39% 92%
ZEI+ESV+APRV 4(1) 97 % 95% 99% 95% 88% 99%
MP+ESV 8(2) 64% 36% 91% 46% 18% 80%

MP 4(1) 16% 8% 61% 8% 3% 38%

BRD: bloqueio do ramo direito, BDASE: blogueio da divisdc dntero-superior do ramo esquerdo, ESV: extra-
sistolia ventricular, ZEl: zona eletricamente inativa, APRV: alteracdo primdria da repolarizacdo ventricular, BRE:
biogueio do ramo esquerdo, MP: marca-passo.




Avaliacao prognostica

Risco de morte subita CDI

Transplante
TRC

I1CC refrataria Cirurgias

Terapia celular

Evento embolico Anticoagulagao



~ Tromboembolismo na Doenga de
Chagas

Estado
trombofilico

Aneurismas

apicais




~ Tromboembolismo na Doenga de
Chagas

Prevaléncia : 1,8% Incidéncia anual: 0,96%




A contribuicao dos estudos
de coorte

Estratégias de Prevencao do Acidente
Vascular Encefalico Cardioembodlico
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Prevention strategies of cardioembolic
iIschemic stroke in Chagas' disease.
Sousa AS, Xavier SS, Freitas GR,
Hasslocher-Moreno A.

Arq Bras Cardiol. 2008 Nov;91(5):306-
10. English, Portuguese.



http://www.ncbi.nlm.nih.gov/pubmed/19142374?itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum&ordinalpos=1

& Escore de AVE na Doencga de
Chagas

Coef. Sistema de Escore

Disf. Sistélica 2,6 2 pontos
Aneu Apical 0,84 1 ponto
Oab
APRV 0,96 1 ponto pontos

|dade>48a 1,11 1 ponto



§ Um novo desafio: quais os marcadores
para diferentes mecanismos de morte?

= Morte subita
= Morte por IC

= Morte por evento embolico
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1) Estudo Longitudinal da
Morbimortalidade Cardiaca na fase

Cronica da doenca de Chagas
2)
3) Tratamento especifico da doenca de
Chagas.

4) Estudo Clinico-Socio-Epidemiologico
da Fase Cronica da doenca de Chagas
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Titulo da Monografia

Testes Diagnosticos para doenca
de Chagas entre doadores de
sangue.

2001
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Ndo doente Alta ndo doente

1014 (58,55%) 20 (1,19%)

ndo doentes Tndeterminado - Alta ndo doente
23 (38,33%) 2 (3%) 8 (13,33%)

ndo doentes
4 (50%)

Alta ndo doente

1(12,5%)

\
1 N

ndo doente
1(50%)



g | 216 provenientes de BS |

Indeterminado Alta ndo doente
3(1,39%) 5(2,3%)

Ndo doente
71(32,87%)
2\‘
10 pacientes coletaram segunda amostra

ndo doentes Indeterminado -
3 (30%) 1(10%)

Alta ndo doente

1 (10%)
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1) Estudo Longitudinal da
Morbimortalidade Cardiaca na fase

Cronica da doenca de Chagas

2) Testes Diagnosticos para o
rastreamento de doenca de Chagas

3)

4) Estudo Clinico-Socio-Epidemiologico
da Fase Cronica da doenca de Chagas
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Experiéncia do tratamento
trypanosomicida de pacientes com
doenca de Chagas cronica no IPEC-

FIOCRUZ desde 1986.
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YOL. 38: SUPLEMENTO 111, 2005
ISSN-0037-8682
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Y
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CONSENSO BRASILEIRO EM DOENCA DE CHAGAS
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Polymerase chain reaction detection of
Trypanosoma cruzi in_ human blood
samples as a tool for diagnosis and

treatment evaluation.

Britto C, Cardoso MA, Vanni CM,
Hasslocher-Moreno A, Xavier SS,
Oelemann W, Santoro A, Pirmez C, Morel
CM, Wincker P.

1995


http://www.ncbi.nlm.nih.gov/pubmed/7724232?itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum&ordinalpos=10

~ PCR - Trypanosoma cruzi
2009

100pb AMOSTRAS DOS PACIENTES CP CN

330 pb

100pb - padrdo de peso molecular; CP - controle positivo; CN - controle negativo:

330pb - tamanho esperado do “amplicon” - T. cruzi.
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Progressive Chagas' cardiomyopathy is
associated with low selenium levels.
Rivera MT, de Souza AP,

Gomes JA, Rocha MO, Correa-

Oliveira R, Neve J, Vanderpas J, Araujo-

Jorge TC.
Am J Trop Med Hyg. 2002
Jun;66(6):706-12.



http://www.ncbi.nlm.nih.gov/pubmed/12224578?itool=EntrezSystem2.PEntrez.Pubmed.Pubmed_ResultsPanel.Pubmed_RVDocSum&ordinalpos=1

§ Selenium Treatment and Chagasic

Cardiopathy

This study is ongoing, but not recruiting
participants.

First Received: October 20, 2008 Last
Updated: April 2, 2009

Sponsor: Oswaldo Cruz Foundation
Collaborator: CNPq

Foundation ClinicalTrials.gov Identifier:
NCT00875173



§I‘he BENEFIT Trial: Evaluation of the Use
of an Antiparasital Drug (Benznidazole)
In the Treatment of Chronic Chagas'
Disease

This study is currently recruiting
participants.

Verified by McMaster University, June
2005

World Health Organization
Information provided by: McMaster
University ClinicalTrials.gov Identifier:
NCT00123916



Monitorizacao e Avaliacao de Eventos
Adversos relacionados ao uso de
BENZONIDAZOL

Estudo do Impacto da
Amiodarona na Progressao da
doenca de Chagas



Questoes

: CAUSALIDADE
Algoritmo de Naranjo et al.

desconhecido

Soma
Scores

1. Exstem notificerdes conclusivas sobre esta reagdo ?

2. A reesdo apareceu spds o administrago do finmaco ?

3. A resgio melhorou quando o féxmaco foi suspenso?

4. A reegio reaparecen quando da sua re-admuustacio ?

5. Existem causas alternativas (até mesmo oulro farmaco) ?

6. A reagio reaparece com a introdugio de um placebo ?

7. A ConcentragGo plasmdtica estd em nivel 16xico ?

8. A reagio sumeniou com dose mawr ou reduziu com dose menor
?

O | O|CjOoO|lCO| OO0 |O

9. O paciente jé experimentou semelhante reagio anteriormente
corn medic ementos de mesmo firmaco ?

10. A reagso foi confimada por quakjuer evidéncia objetva 7
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