ENFERMEDAD DE CRAGAS

XXX CONGRESO NACIONAL DE LA SOCIEDAD ESPANOLA DE MEDICINA INTERNA
VIl CONGRESO DE LA SOCIEDAD.DE MEDICINA INTERNA DE LA COMUNIDAD VALENCIANA

VALENCIA NOVIEMBRE DEL 2009

Magdalena Garcia Rodriguez
Unidad de Enfermedades Infecciosas
Seccion de Salud Internacional y Consejo al Viajero




Nova tripanozomiaze humena.

Mstudon rates p macloba o o delo evolibive do Schatefpruran omd & pro, no
woide elolofioo fe nown entidade marhidy do homem
weln |
m Cinrdos Oh
Attlawita,
(Ealem an 0 0 15 ¢ U figeras w0 feriok

Teber elna nene Trypanus;m des Menschen,

Silen fiber Momphotogie wnd Enlwicklagarklts des SoweoVypumen el v, por, m. ap,
Emepes ener ien Krmkhol des Menechan :
\ne
Dr Corlosa Chagus,
A v s,
CRM Tl § 15 wal [0 Tealigurvn )

ok ol e, | Dulénrg,

Cio 1907 lomox Incumbido pake dhwber  Tin Jubird 1907 winde ich v Or, OXWALDO
Dz QewALnA Qewet wor Dy, An axarolar  OONGALVG Lwie  [eiter den hwalinlsg wan
s ampanba awibpalidion i a0 de cony  Magwelee heouliagt, die Dekfuplung dor
foeghd 04 Covada do Fomo Cantrnl do lioad,  Makyte hel der Kogatrmitinn der bowihen-
™ repto nere do Etudo du Miwi Gemes,  ochen Zoiaidadus e Noden dw Sates M
Twmor Infonidgdey o arieiminly AN da e e Clanae s mrrinlatacen Tt Wicts
wutbngo, Ueioudwdo darkio pekys weme | Kb wn dem Vockonme ees geflirtecea
M6 da 2004, Qe hahtta ox domicllion hyma- | bubvwuprnden Joraktar, e bei den Elnvoh-
ron, abvoundo U buoeet d okt depuln de  nem ol By (Derdviny Dezamnt BL Do
pagedin ar buam, 'ocultindo-ne, dorawi 0 mlbe [t in den oeocliichen Woknongun,
iy, 19 Lesks dun paredas, may eobartrms  woelbat @9 oy, mvch znchan dnr Lickier,
day razay, um fodou b thcumberjon, cotflt,  Ji Buworhe! dngre® wihread o D! Tuge
oodi,paia CIONUSE RuNidn, De tegra, ¢ ok (n den Spuien der Waude, tn dem Zim:
o lamaintapn vinn am makr stmsdscls row | sendacion usd wn m ronel ebox debery Zu
IllAghes pobene, nar cdioupenny de uredes | Uit Mindet, camiacki BAIL lu der Regel wind
rhv rebuondas 0 colutas do cipitt Al u Jeser Bloliye b gmder Maige In Geu
C arI 0S C repodnglo delle & comalderavel; i scop- . Wohnargen amer Loute prbunden, waldh

imdow cmx nutntt it ond beeilan b | it o ekl el s el Crem godecid Sld,
panniar ¢ comtibotn eoadipey whvild G ' MG vormehint deaclbe soch m she, dish of
ikal Rotavels, pela dfukdade trdda 20 18 In omgehereer Meiye multeit and dagch dla
Ab ri | puero 4o tooman, Muity vovwerliimoy o Wheung dee Scdelex wine hithal unyimliye
alaqué do Iinidm pelo Boudofiyo: Pos.  Wikumy watGhl Ich war oftniah Zeugo de
om ml-clom opox x cxfloglo Ju lox oo e Angrilic iescr Blotager, weldie in den

Patologia infecciosa, agente etioldgico, ciclo (vector y reservorios




1907 Lassance (Minas de Ge
Brote de malaria
Insectos hematofogos

Flagelado unicelular

MNinistéerio da Saude

ROCRUZ



Ao 11M

2 oAbl be 199

fn 1}

bt e g Brazil-Medico

i

.'..“. ST 120 ' L LI I
. R T = -u-.-_c:
. e v p——— g —— e g De el

.-lm B IR L S

i

- . . ey
m_h-..h Wiy g e e i B
. bba - | ae - "
5= S

by gy B

g L  h— v
P * Pratans o
Badinine Provias @ pars dm foberw o B oo w1
e
v L b e in bemwe
- WG
L R R
-

PATHOLOGIA INTERTROPICAL |

Neve oaprcie mockide do homem, produsida por
wa (rypanotoma | Iry pasoroms Crun.
Nola prfre
Tonkalhy da uibhabe O0n sinm fain
Fuus Da, Cantos U
ey — !

Viwos, dowde mgsen, endanbands o 0yebe vvaole
Uve de wen lemn Bk, @ Irygpomnaspmes (10
que temm pars bowpedest iterwesdoares win ol |
M,ulmm mgiiwge 11 Faymas, d |
ey nat alende i cone ivilan, wina pulds
cagho privia (1), sgwandamle wpqertonblade, sps
eschatvciments de algum Jontan, pute i b |
defnilive ‘I.'ﬂ“ﬂ AU berVi e i b s |
osludon Rirn olduds oaperimmnlaiments pole 1, |
Onw b Covy, Danewdy phot pur slgume oo b
i, bevades Je Mines, w sagol Aspulle prail.
Inia). Por looculaghen de sangwe ¢ vindt pov picnds
o comarrhvimde obdit rwon 8 lisbeer o oo diyerwe
mats, Loes como & cobayn, 0 che, o conllen, sewle
wlla pemipre poortal pars algens deales vertehendos |
Igraryy pmon, portm, qual foane o bangerleirs baki |
1oal U0 Lry pasmeones ¢ 0 eclarec omernte drale e |
10 bevom-ntn o FeaiEr AOYN peaquindl, W4 e
onde hariate colhide 0 brwal-phagn, prajuiose
cajn resullade ewmenclal, pely wus impentanis, e
recens [mowediala pabdicalede

O conter hinwy pamguiswgn (7) rinlt om gran-

ha

RS,

Aqui, descobriu-se a doencade C

A i

- -— 2 ;, :
o - '
a primeira doente.
L
— e ] am— e b - g e g S— —

E esta,

L] - —
"V = e o T K - o Yy SRR - do abundencin 10 wtete do Mivas Bas poeay per
e . S F s ¥y . ——— corrudas pele probongamento da K. de ¥, Cenirnl o |
3 "‘m A R At '-m’ = = Beasil Ir:h-l , tonberkle ek oo

valger da barbeirs, que baldts oo damicibion huwns
a0, preferinds sempre o Mngue do bomon pers
wus refelghen. Koo canan 0 comavrhiams babila e
cavidades dan pareden, encontrants puarida favers.
vl pan paredes b rebocsdan, ¢ w alaca 0 homen |

l—h‘!‘““mﬂhﬂ Contliled um |
-

Bagrils, em vatremo incommndo 80 homem.
Ministério da SaGde reposse nociares alle dMiculu Ouotros 4o
mad domerlicon, 1quellen gon parmaiam po islerie

23 de Abril de 1908

i Iﬂ!'r--ll--l!&-_ll
It‘l’*[ * Trapeaapiane, (90, [4g 10

ROCRUZ
Fundacido Oswaldo Cruz

! umana, suejoil vmra, de arcinl

oy domlerlise ahe amlem pepdan pols comarr b
aer, No 2ola venfoames o inbecrdn mlaral prb
In pomarrana in mepitelle Lompalrphoagn tivmvm|s

[eeda & preferenca deoinate hiamd Jubs bin e
i s s
aisdughs phy bprwlien b b Mayg P
devnt vt parasils s homtes o Ly wen owom
[TT RSNy wpgrts Do dhigrolin g daspon ! bo st g
Orientamen denl aile wompan o st s dead by

L. Bl
s

e | ham a0 e g sbes el s wnibe

T T R T L T [
penke plemonla i irigls el

Illl|1|>l1- el prvsode b vimrem
[ pmate frovpaeste w0 criangee. Vo o bowe wlons
maly Wheplon abn i Wguintes
Bermdencad seowen sorralamly
rt!h'p ' rp--Iu.".wi.'v mheurve protile b o
EE el it b
Vidimran Comg ivo a8 prinbes privplaeri oo

e

proke snevnt)
whosas cab pal

prapiesar  romekbyan

In, vephes mgmanl ¢ oy, e, ol
Mpwsass imtieas, 4 wnlanel 2 Al P bidenn
vt el o owmg gl b mewloly IR

be, tomm o vd mles -."!«‘

FAP S -

travrdn BAxil v smires whoe mealidm. s
ool thad o g beu Wir e miel
maila ervtnph Cae rulpeda joloe, ma

o sl obe, mmans cdmery s “ _—T

prrvverale, pele el

Vo wedwr @ puogrend e v oy
eollindos. wy medintin o vrees bl 5 sialimbs
loer oo ahymes dbarndes, e =m0 Vo
rr Bovp b pursessiia s

|l(|-h-|--|.u wew ity abe g T gt e

tointir boo nmaloks shrmw i, bom mpohivie N e
bwwte bebabo oot prottmloweads g ieiwho s dmn
eelerta, remn sk panghgmres o wpitpdee
L L L e e LI LTI ST
AT L UE LS

]

Hirn ol Drgpormen s {yw i
L lry aleshgin pare s svmpdame
rdaryy Ado ¢ » -

rha aubrrew oue shiimaars, pdpasese linia o
lllrmuﬂlu Ao lomapams  medeniia W ,u...‘.h'..-

wlodle mrimvly

i e

Prypmin dpsss 1 1t o, 1 p VP imsimiby ¢ o oy b
na) My e | *

Fm voman proppius bomee e Vanlnpren
mente yeo) T T e ol L TR LR T

quem dendmos Al o ke shiters Agrelett
man b
Lassance, V. de ¥ Uentnal, 15de VNl = |

- e



A 9,000-year record of Chagas’ disease

Arthur C. Aufderheide2b, \Wilmar Salo®, Michael Madden?, John Streitzc, Jane Buikstrad, Felipe Guhle,
Bernardo Arriaza™?, Colleen Renier”, Lorentz E. Wittmers, Jr.!, Gino Fornaciari), and Marvin Allison®

WA pnias.org/ogl/dol/ 101073,/ pnas.020731210
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DID DARWIN HAVE SYNCOPE CAUSED BY CHAGAS’ DISEASE?

TO THE EDITOR

The year 2009 is the 150™ Anniversary of the publica-
tion of On the Origin of Species (24 November 1859) and
the 200™ Anniversary of Darwin's birth. Charles Robert
Darwin was bormn on February 12, 1809 in Shrewsbury, Eng-
land. From 1831 to 1836, Darwin served as naturalist aboard
the H.M.S. Beagle on a British science expedition around
the world.!In South America, Darwin found fossils of ex-
tinct animals that were similar to modern species. On the
Galapagos Islands in the Pacific Ocean he noticed many
variations among plants and animals of the same gener-
al type as those in South America. The expedition wvisit-
ed places around the world, and Darwin studied plants
and animals everywhere he went, collecting specimens for
further study. Out of this tudy, Darwin formulated sever-
al theories. He set forth these theories in his book called,
On the Origin of Species by Means of Natural Selection,
or the Preservation of Favoured Races in the Struggle for
Life (1859) or “The Origin of Species” for short.! After pub-
lication of Origin of Species, Darwin continued to write
on botany, geology, and zoology until his death in 1882.
e i Farriedd irm Woctrmrmiimeceteaer ARhBPowy I 12227 PDYarw iTs = r—

za province, Argentina.” There is a general consensus that
Benchucas were in fact Trigatoma infestans, the insect car-
rier of Trypanosorma cruzi, described by the Brazilian sci-
entist Carlos Chagas, in 1909.5% A second supporting factor
is the set of symptoms refered by Darwin himself, during
his chronic illness, including digestive complaints (vom-
iting attacks, eructation, flatulence) and particularly the
pre-syncopal and syncopal episodes, more frequent at the
end of his life, associated with complaints of effort dys-
pnea and palpitations, in keeping with a cardiomyopathy
leading to cardiac syncopal episodes (described as occur-
ring in supine position)."” Nevertheless, the possibility of
CHagas' disease acquired by Darwin during his passage in
South America is still discussed, as well as even nowa-
daws his genial theory of evolution, in special among some
groups of religious theorists.

Acknowledgments — VWe are grateful to Prof. Francisco
Javier Carod-Artal, from The Sarah Network of Rehabili-
tation Hospitals, Sarah Hospital, Brasilia, DF, Brazil, for his
helpful comments.



Enfermedad de Chagas

Bl Paises endémicos Fuente: O.M.S. 1996

, ademas de un importante nimero de casos importados, desde 1955 se han

descrito .
El dltimo en , lo que
demuestra la presencia de reservorios y vector en estas latitudes.

James H Diaz. Recognizing and reducing the risk of Chagas disease (American Trypanosomiasis) in travelers. J Tr
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Mem Inst Oswaldo Cruz, Rio de Janeiro, Vol. 704(Suppl. 1): 31-40,2009 31

Epidemiology, control and surveillance of Chagas disease - 100 years
after its discovery

José Rodrigues Coura'/*, Jodo Carlos Pinto Dias®

'Laboratario de Doengas Parasitarias, Instituto Oswaldo Cruz-Fiocruz, Av. Brasil 4365, 21040-360 Rio de Janeiro, R, Brasil
“Instituto de Pesquisas René Rachou-Fiocruz, Belo Horizonte, MG, Brasil

Chagas disease originated millions of vears ago as an enzootic infection of wild animals and began to be trans-
mitted to humans as an anthropozoonosis when man invaded wild ecotopes. While evidence of human infection has
been found in mummies up to 9,000 vears old, endemic Chagas disease became established as a zoonosis only in the
last 200-300 vears, as triatomines adapted to domestic environments. Ifis‘estimated that 15-16"million people aié
infected with Trvpanosoma cruzi in Latin America, and 73-90 million are exposed to infection. Conirol of Chagas
disease must be undertaken by interrupting its transmission by vectors and blood transfusions, improving housing
and areas surrounding chellings, providing sanitation education for exposed populations and treating acute and
recently infected chronic cases. These measures should be complemented by surveillance and primary, secondary
and tertiary care.



V@ Organizacion
30 Wundial de a Sald

62* ASAMBLEA MUNDIAL DE LA SALUD A62/17

Central America and Mexico
[nifiafive (created m 1998)
Rhodmns prolisus

Rhoduits ;Jﬂ”f.\'i‘fﬂ.\ Punto 12.12 del orden del dia provisional 20 de marzo de 2009
Irictoma dimidiata
[iaioma barber
Andean Initiative
(rtedm 19) A v Enfermedad de Chagas: control y eliminacion
Rhodnins profisas (ereated in 2004)
Rhoddnius ecoadoriensis Rhodins prolisus ,
Tiiatoma maculata Rhodnins rabustus Informe de la Secretaria

Rhodns brethesi
Panstrongylus genicalatus

[iiaioma dimidiata

0. Lis meratvas erpobemamenteles para mejre ef ool e Ly enfermedad de Chages e
Lafnoaméne, basadas en el confol e o vecors y e tamueat de 1o case, s [ v e
Cono Sur, ueada en 1991 (Avoentng, Bolv, Bras Chle Praguay y Urngvay): v de s
Pases Andins, mctad en 199 (Colombe, cuador, P y Republiea Bovanana de Venemela
Tucava e [os Pes e Centroamenca, creada en 1997 (Belce Costa Ruca, B Salvador Gt
Honduee, Nicaapua y Penad), o vt de Lo Paises Amaztnsens paa b vitancay el contol g
I enfeemedad de Chagas wcda en 2004 (o, Bras Colombia, Ecoador, Guyama, Pen
Repdblea Bolvaran de Venemuety Surmame) y Mesieo en 203,

Southern Cone nitiative
(created n 1991)
[tatoma infestans
[riatoma brasihiensis
Iratoma sondida

Panstrongylus megistus




Mem Inst Oswaldo Cruz, Rio de Janeiro, Vol. 704(Suppl. 1): 17-30, 2009 17

Current epidemiological trends for Chagas disease in Latin America
and future challenges in epidemiology, surveillance and health policy

Alvaro Moncayo'/*, Antonio Carlos Silveira’

'Academia Nacional de Medicina, Bogotd, Colombia *Independent consultant on Chagas disease, Brasilia, Brasil

Estimated number of infections by Trypanosoma eruzi and annual incidence in Latin America, 1975-20057

Country or region Total number of infections New cases

1975-1985 1995 2005 1990 1995 2005
Central America and Mexico 1.935.000°% ND 1.906.600 209.187 72,677 16,200
Argentina 2.333.000¢ 2.100.000 1.600.000 ND ND 1.300
Brazil 4.500.000 1.900.000 1.900,000 ND ND 0
Bolivia 1.134.000 ND 620,000 86.676 ND 10,300
Chile 1.239.000 157,000 160,200 ND ND 0
Colombia 900.000 ND 436.000 39.162 31,330 5,250
Ecuador 300.000 450,000 230.000 7.488 13,365 2.350
Paraguay 397.000 ND 150,000 14,680 ND 900
Peru 643,000 ND 192.000 24,320 19,072 3.100
Uruguay 37.000 ND 21,700 ND ND 0
Venezuela 1.200,000 ND 310.000 179,703 22,960 1.400

a: data from Schmunis (2007a); b: except Mexico. 1995; ¢: 1990; ND: no data.



Coverage of screening of blood for transtusion for
Trypanosoma cruzi (%) and proportion of positive samples
in endemic countries, 20057

Country Coverage of screening Positive samples
for T.eruzi (%) (%)

Southern Cone

Argentina 100 2.47

Bolivia g0 8.0

Brazil 100 0.21

Chile 87 0.6

Paraguay 99 3.2

Uruguay _ L. Ll Changes in epidemiological parameters due to interruption of
Andean countries transmission and decrease of incidence. 1990- 2006

Colombia 100 0.44

Ecuador 100 0.15 Epidemiological parameters 1990 2000 2006

Peru o9 0,57 Annual deaths >45000 21,000 12,500

ot o 100 0.6 Annual new cases 700.000  200.000  41.200
Central America Prevalence (million) 30 18 15
and Mexico

Belize ND 0.4

Costa Rica 100 0.09

El Salvador 100 2.4

Guatemala 100 0.79

Honduras 100 1.4

Nicaragua 100 0.9

Panama 97.6 1.4

Mexico 100 0.51

a: data from OPS/OMS (2006): ND: no data. Mem Inst Oswaldo Cruz, Rio de Janeiro, Vol. 704(Suppl. 1), 2009
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Transmission

by Consumption of
Acai Paim

Fruit, Brazil } 288

Aglaér A. Nobrega, Marcio H. Garcia, Erica Tatto,

Marcos T. Obara, Elenild Costa, Jeremy Sobel,
and Wildo N. Araujo

In 2006, a total of 178 cases of acute Chagas disease
were reported from the Amazonian state of Pard, Brazil.
Eleven occurred In Barcarena and were confirmed by vi-
sualization of parasites on blood smears. Using cohort and |
case—control studies, we Implicated oral transmission by
consumption of acai palm fruit.







Insectos hemipteros hematéfagos
Familia Reduviidae

SubfamiliaTriatominae

Las mas importantes son las
gue han colonizado las
viviendas humanas

[:i F. prolizus
| :T. infestans

EIF' medidus

| T.dimidiats

-T. palliclipennis

Geéneros;:

Panstrongylus
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The Unfinished Public Health Agenda of Chagas Disease
in the Era of Globalization

Carlos Franco-Paredes'?*, Maria Elena Bottazzi>?, Peter J. Hotez>*

1Hospital Infantil de México, Federico Gomez, México, DF., México, 2 Department of Medicine, Emory University, Atlanta, Georgia, United 5tates of America,

3 Department of Microbiclogy, Immunology, and Tropical Medicine, The George Washington University, Washington, D.C,, United States of America, 4 Sabin Vaccine
Institute, Washington, D.C., United 5tates of America
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ingests blood
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www.plosntds.org cells) July 2009 | Volume 3 | Issue 7 | ed70
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2

F1g. 2a: trypomastigotes circulating in blood during acute phase; b: pseudocysts of amastigotes in myocardial fibers in the acute phase of Chagas
disease; c: fibrosis of the myocardial conducting system mn chronic phase of Chagas disease; d: hipertrophy of myocardium and dilatation of the heart
avities with the presence of thrombi 1n chromc Chagas heart disease (Coura et al. 200
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Fig. 5: distribution by clinical forms and ages of 510 cases of
chronic Chagas disease (Coura et al. 1983).
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Salar de Uyuni, Bolivie

il




FASE CRONICA FORMA DETERMINADA Lago Rojo. Reserva Nacional de Fauna Andina

Eduardo Avaroa, Bolivia




Forma mas grave y frect
determinada

‘mas frecuente entre los 30-50 afios en zonas

forma inflamatoria de mioce gue conduce a una amplia
| 0 de la funcion contractil ventricular

stir en el mismo

Marin-Neto Jose A., Rassi Anis Jr. Actualizacion sobre la cardiopatia de la enfermedad de Chagas en el primer centenario de su
descubrimiento. Rev Esp Cardiol. 2009; 62(11)
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Fig. 6a: r-x showing enlargement of heart in chronic Chagas cardiomiopathy; b: ECG
showing ventricle extrasystoles, A-V block, schemia, and mvocardial fibrosis in
chronic Chagas heart disease (Junqueira et al. 2005).

BejsRiclaia el Fiesic)o clejcius 2 |z migcardiggaifa chagasica son:

*Prese locarditis cronica inflamatoria (insuficiencia cardiaca)

‘-Alta prevalencia de trastornos de la conduccién y de arritmias

*Alta prevalencia de lesiones segmentarias, incluyendo aneurisma apical

Mas de 80% de los pacientes con EC que tiene un ictus presentan algun tipo de arrritmia, clinica o
silente en el ECG

Carod Artal FJ, Vargas AP, Melo M, Horan T. American Trypanosomiasis (Chagas disease): an unrecognized cause of stroke. J Neurc
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Los hallazgos mas frecuentes en el paciente con EC son:

sBlogueo de rama derecha con/sin hemiblogueo anterior de rama izquierda
sEXtrasistoles ventriculares, aisladas o repetitivas

~*Alteracion primaria de la repolarizacion ventricular

sZonas eléctricamente inactivas (ondas q)

*Bloqueos auriculoventriculares

*Blogueo de rama izquierda

sBradicardia sinusal

| sTaquiarritmia supraventricular

=RNe)feletfeNiplcarnoleio o carnoleio dea rapletederecna solo o asociado a
glEnliellejeltiezigiiarior izejuierclo es 2| oriricigal rellazgo elecirocardiografico en
|0S| pacientes; confEEISE erniologuey anierior izquierdo aislado

) B B HE B e B e s ] Pt e

r{E B ARE!
fi A B

nﬁmmmmﬂmmm



Ventricular aneurysm in a chronic Chagas disease patien
from the Brazilian Amazon region

Aneurisma ventricular em paciente chagdsico cronico
da Amazénia brasileira

Jodo Marcos Bemfica Barbosa Ferreiral, Jorge Augusio de Oliveira Guerra™
and Maria das Gragas Vale Barbosa™

Revista da Socledade Brasilelra de Medicina Tropical 42(4):474-475, jul-ago, 2009

estudio ael paciente con serolioglia positiva para
determinar la fase de la enfermedad en la que se
encuentra (indeterminada/cronica).

Los hallazgos mas frecuentes en la cardiopatia
chagasica son

de la contractilidad
miocardica (75% de los casos). Las regiones
afectadas con mas frecuencia son la pared
posteroinferior y el apex del ventriculo izquierdo.

(generalmente de cuello estrecho con trombos
murales)

«Afectacion de la porcion basal del septo anterior ,
con acinesia o incluso formacion de

Gascon J, Albajar P, Cafias E, Flores M, Gémez i Prat J, Herrera RN, Lafuente CA, Luciardi HL, Moncayo A, Molina L, Mufioz J, Puente S, Sanz
G, Trevifio B, Sergio-Salles X; Working Group of the second workshop on "Imported Chagas' Disease, a New Challenge in Public Health";

Spanish Society of Tropical Medicine and International Health. Diagndstico, manejo y tratamiento de la cardiopatia chagésica en areas donde la
infeccidn nar trynannocoma criizi no ec endémica Enferm Infece Microbiol Clin 2008
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denervacic
motilidad con inci

)legacolon caracterizan la fase cronica gastrointestinal de la EC,
otros tramos del tracto digestivo. Es mas frecuente en
aises del cono sur a diferencia de los andinos donde
diacas.

egurgitacion, dolor retroesternal, pirosis, hipertrofia de las glandulas
utricion.

Colon:
*La existencia de un megacolon en un adulto procedente de un area endémica debe
hacernos sospechar la etiologia chagasica del mismo. El sintoma mas frecuente es el
estrenimiento. Pueden aparecer también distension, meteorito, volvulos y en fases muy
avanzadas puede requerir tratamiento quirurgico.

Diagnosis, management and treatment of chronic Chagas' gastrointestinal disease in areas where
Trypanosoma-cruziinfectionisnidt endemict

Gastroenterol Hepatol. 2009 Oct 17. [Epub ahead of print



Fig. 7: esophagus dvsperistalsis grade [ (a), and
megaesophagus grade II (b), grade 111 (¢) and grade IV
(d) (Coura et al. 2
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Chagas disease: what is known and what is needed — A background article

José Rodrigues Coura

Laboratornio de Doencas Parasitanias. Instituto Oswaldo Cruz-Fiocruz, Av. Brasil 4365, 21045000 Fio de Janeiro, Brasil

m
Acute Trypanosoma cruzi infection

Hyperergic immune response Adequate immune
| Chronic phase of Chagas response
Persistence of many disease
parasites in the host
(immunodepression of the host) Low number of parasites

remaining in the host

Periodic recirculation of the
parasite

| . Weak delayed hypersensi-
Strong delayed hypersensitive tive response
response |
Myocarditis - .
i Weak inflammation,

and

. hypertrophy or fibrosis of
fibrosis

the myocardium

Dilated microcirculation
ischemic lesions due to
steal phenomenon and low
perfusion in border zones

Indeterminate form

Extracellular matrix alterations
Myocardial aneurism and |
SAand AV nodes injuries

| | Ventricular dilation

Arrhythmia Sudden death Chronic heart failure

Fig 3: evolutive schedule of pathogenesis of Chagas heart disease (adapted from
Higushi 1999).

La patogenia de la enfermedad en la actualidad no
es del todo conocida , aunque la tendencia es a
pensar en una etiologia mixta:

directo por parte del trypanosoma
cruzi

Mecanismo mediado por la
del huésped frente al
microorganismo

Alteraciones

Todos estos factores podrian justificar los
sintomas y los signos de la fase cronica de la
enfermedad.

La razon por la cual solo un
porcentaje de pacientes llegan a
esta fase mientras otros
permanecen asintomaticos toda la




ENFERMEDAD DE CHAGAS IMPORTADA




Mem Inst Oswaldo Cruz, Riode Janeiro, Vol. 702(5uppl. |): 75-85, 2007 7

Epidemiology of Chagas disease in non-endemic countries: the role
of international migration

Gabriel A Schmunis

Pan American Health OrganizationWorld Health Organization, 525 23rd Street, WW Washington, DC 20037, TUSA

Spain 2001
Canada 2001 >1 million Europe 1985-1992
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Up 198% 2455000 150,000
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We will update this map regurlarly (version: June 2009)

Estimated global population infected by Trypanosoma cruzi, 2009

| No estimated cases
| Less than 1,000
11,001 -10,000
[ 10,001 - 100,000
I 100,001 - 1,000,000
I 1,000,000 and above

Sources:

1. OPS/HDM/CD/425-06 Estimacion cuantitativa de la enfermedad de Chagas en las Américas.

2. Gueni-Guttenberg RA, Grana D.R., Giuseppe Ambrosio, Milei.J. Chagasic cardiomyopathy: Europe is not spared! European Heart Journal (2008); 29: 2587-2591.

3. Schmunis. G. A. Epidemiology of Chagas Disease in non-endemic countries: the role of international migration. Mem Inst Oswaldo Cruz, Rio de Janeiro, Vol. 102(Suppl. 1): 75-85, 2007.

4. De Ayala A.P, Pérez-Molina J.A, Norman F., and Lépez-Vélez R.Chagasic cardiomyopathy in inmigrants from Latin America to Spain. Emerging Infectious Disease Volume 15, Number 4-April 2009.

5. According to the numbers of inmigrants registered for 2007in the website of the Japanese Ministry of Justice and estimated seroprevalence for non endemic countties according to

Paricio-Talayero J.M. Vigilancia epidemiolégica de la transmision vertical de fa enfermedad de Chagas en tres materidades de la Comunidad Valenciana. Enferm Infecc Microbiol Clin 2008;26(10).609-13.



Grafico 4. Extranjeros con certificado de registro o
tarjeta de residencia segun provincia. 30-06-2009
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PLAN DIRECTOR DE
INMIGRACION Y
CONVIVENCIA
Z2008-Z2011

TOTAL

HOMBRES MUIERES TOTAL HOMBRES MUIERES TOTAL HOMBRES MUJERES TOTAL HOMBRES MUJERES

Reino
unido 134.874 67.688 67.186 121711 60.789 60.922 1.836 946 830 11.327 5,953 5.374

127.750 57.941 59.809 30.072 16.010 14.062 51.947 27.027 24.920 45731 24,904 20.827

65.334 41.956 23.573 29.419 18.843 10.576 16.666 10.512 6.154 19.449 12.601 6.843
51.402 26,294 25,108 22,983 12,122 10,861 2,285 1.128 1.157 26,134 13.044 13,080
43,142 19.300 23.242 19.923 9.327 10.596 4.499 2.018 2481 18.720 8.555 10.165
41.613 21,126 20,487 33.367 17.840 17.527 1.834 962 872 4.412 2,324 2.088
34.272 19.260 15.012 11.946 6.724 5.222 1.046 563 483 21.280 11.973 9.307

--- 6.491 3.083 3.408 189 74
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] MPACTO DE LA CARDIOPATIA CHAGASICA
A CION INMIGRANTE LATINOAMERICANA EN EUROPA

VL Navario. et al
iHospital Ramon'y Cajalide Madrid

Positivas 92 (285
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Prognostic impact of Chagas disease
in the United States

José Milei, MD, PhD, Roberto Andrés Guerri-Guittenberg, MDD, Danicl Rodolfo Grana, VMDD, and
Rubdén Storinoe, MDD, PhD) Buenos Aires, Argentina

Seroprevalence of T cruzi. (Infected samples/blood donations)

= =N
Seroprevalence of T cruzi in Los Angeles Blood Banks

1M T A T
34100 -H=HH A #
i A r,-'l
0 0 0 0
. ! 1 ) :

um.’fff:iffﬁffﬁffﬁ'.ffﬁ'.ffff/'gﬁ'.ﬁff
ms o W um

// -
o
- EEESIEEaEES 1 ERREREER
......... I ]
0

1994 1996 1998 2000 1002 2005 2006 2008 1010 1012
Year

@ Leiby et of {2002) See Reference 43

¥ Center for Disease Control and Prevention (2007) See Reference 44
w Estimated value for year 2012 according to the linear progression.

According 1o an estimaton made in 1992 by Milei et al,
370,000 people had Teruezi infection in the United States
and 75,000 of those had ChrChC.* According to the
Pan American Health Organization and World Health
Organization,™ around 89,221 to 693,302 infected Latin
Americans migrated to the United States in the period
1981 to 2005. Mexican-infected immigrants range
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'ndo los concentrados de plziju=zias los de mayor riesgo.

ASEl rJe mreggun 2 ifalves de oroducios sanguingos grocedenies d

(B
(B

hematoldgicos en Estados Unidos y Canada, también se han producido
is de forma previa a la ley del 2005.

— i Z -
In embargo, que se hayan producido mas casos de transmision que por
Or iInmunocompetente produjeran una clinica leve o incluso inexistente,

apercibidos. fue en el afio 1984,
,‘thas un trasplante de médula y fue publicado en 1992 (Villalba et al. Clin Infect Dis 1992)

Schmunis G, Cruz JR. Safety of the blood suplia in Latin América. Clin microbial Rev 2005;18

Young C, Losikoff P, Chawla A, Glasser L., Forman E. Trasfusion-acquired Trypanosoma Cruzi infecton. Transfusion 2007 ;47(3)

Florez-Chavés M, Fernandez B, Puente S, Torre P, Rodriguez M, Monedero C, Cruz |, Garate T, Cafiavate C. Transfusional Chagas disease: Parasitological
and serological monitoring of an infected recipiente and blood donor. CID 2008; 46:



COMUNIDADES | Unidades | U"'dades Unidades | |ndades Unidades | UMdades Unidades | Unidades

AUTONOMAS | Testadas el Testadas b Testadas el Testadas sl

confirmadas confirmadas confirmadas confirmadas
ANDALUCIA 72 1 1,39 1439 19 1732
ARAGON 85 0 0,00
ASTURIAS 304 0 184 0 0,00 201 2 100
BALEARES 195 0,00 318 0 0,00
CANARIAS 1.227 16 1,30 4878 18 037
CANTABRIA 81 1123 148 0 0,00
C.MANCHA 20 1 5,00 6 0 0,00
C.LEON 442 0 0,00 380 1 026
CATALUNA 697 6 0,86 4653 16 0,34 8.194 24 029
EXTREMADURA 0 0 5 0 0,00
GALICIA 130 1.812 1 0,06 1.087 0 0,00
MADRID 509 6 1,18 1.539 16 1,04 3819 37 097 3.822 35 092
MURCIA 488 3 061 483 J 062
NAVARRA 87 0,00 104 0 0,00
PAIS VASCO 74 1 1,35 336 5 149 403 2 050
LA RIOJA 31 0 0,00 32 1 313
VALENCIA 465 5 1,08 1.386 13 093 2.369 1 0,04 4599 16 0735
TOTAL 1278 11 0,86 3.826 36 094 15816 82 052 26184 121 (0,46

Fuente: Estadistica Estatal de Centros y Servicios de Transfusion



Seroprevalence of Trypanosoma cruzi infection in at-risk blood
donors in Catalonia (Spain)

Maria Piron, Mireia Verges, José Murioz, Natalia Casamitjana, Sergi Sanz, Rosa Maria Maymo,
José Manuel Herndndez, Lluis Puig, Montserrat Portus, Joaquim Gascon, and Silvia Sauleda

TRANSFUSION Volume 48, September 2008

RESULTS: Owverall sesroprevalance was 0.62 parcaent,
writhh 11 donors confimrmeaed positive among the 1770
at-risk donors studied; the highest rate (10.29%) was in
Bolivian donors. Interestinghy, 1 of the 11 positive
donors was a Spaniard who had resided wvarnous years
imn a Chagas disesase endemic area. Furthermmore, 1 of
the positive donors presented detectable parasitemia.

TABLE 3. Distribution of donors born in an endemic region and of positive donors by country of origin
Percentage of official immigrant Anti-T cruzi—positive donors
Country Tested for anti-T. cruz® population in Catalonia Mumber Rate by country (3:)
Colombia 340 (22.3) 13.8
Argentina 298 (19.5) 1.7 2 2/298 (0.67)
Ecuador 223 (14.6) 292 1 1/223 (0.45)
Uruguay 127 (8.3) 4.4
Peru 123 (B8.1) 8.9
Brazil 113 (7.4) 3.9
Venezuela B6 (5.6) 2.4
Chile 77 (5.0 4.2
Bolivia 59 (3.9) 8 2 /59 (10.2)
Mexico 40 (2 8) 26
Paraguay 15 (1.0) 1.1 1 115 (8.7)
Honduras 10 (0.7) 1.3
El Salvador 6 (0.4) 0.4
Micaragua 3(0.2) 0.1
Costa Rica 21(0.1) 0.1
Guatemala 1 (<0.1) 0.1
Panama 1 (=0.1) 0.1
Total 1524 10
* Data are reported as number (%5).




Transfusional Chagas Disease:
Parasitological and Serological
Monitoring of an Infected Recipient
and Blood Donor

Maria Flores-Chavez,' Begoiia Fernandez, Sabino Puente,

Pilar Torres,” Mercedes Rodriguez,' Carolina Monedero,' Israel Cruz,’
Teresa Garate,' and Carmen Caiiavate'

'Servicio de Parasitologia, Centro Nacional de Microbiologla, Instituto de Salud
Carlos I, and *Centro de Transfusidn de la Comunidad de Madrid, and “*Unidad
de Enfermedades Tropicales, Hospital Carlos (1, Madrid, Spain

Chagas disease is endemic to Latin America, but human mi-
gration is extending its distribution. This report describes

the parasitological and serological course of disease in a
Spanish patient fatally infected via a blood product trans-
fusion, as well as the monitoring of the donor. Before un-
dergoing immunosuppression, multitransfused patients
should be screened for anti-Trypanosoma cruzi antibodies,

Results, The Spanish patient was a 25-year-old man who
had a history of leukemia (9] that eventually required a cord
blood transplant; he received blood derivatives from at least
176 persons who donated blood at different transfusion centers,
In January 2005, 45 days after infection onset, the patient was
examined for fever of unknown origin. None of the infectious

Clinical Infections Diseases 2008 d6:odd-]
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B. Criterios de exclusion de donantes

Si la donacion se destina exclusivamente al fracciona-
miento del plasma, no se requieren las pruebas }z los
periodos de exclusion senalados con un asterisco (*

1. Criterios de exclusion permanente para donantes
homologos. Se excluira de forma definitiva a los candida-
tos a donantes con:

1.1 Enfermedad cardiovascular: padecer o haber
padecido enfermedad cardiovascular grave, excepto ano-
malias congénitas curadas.

1.2 Enfermedad del sistema nervioso central (SMNC):
historia de enfermedad del SNC grave.

1.3 Diatesis hemorragica: historia de coagulopatia
hemorragica.

1.4 Episodios repetidos de sincope, o antecedentes
de convulsiones:

a) Exclusion definitiva si existe historia de epilepsia
bajo tratamiento continuado. Se aceptaran los que en los
altimos tres anos no presentaron crisis ni requirieron tra-
tamiento anticonvulsivante.

Se descartaran las personas con episodios con-
vulsivos no etiquetados, estén o no sometidas a trata-
miento. Los antecedentes de sincopes o convulsiones en
la infancia o adolescencia no son motivo de exclusidon.

1.5 Enfermedad gastrointestinal, genitourinaria, hema-
tolégica, inmunologica, metabdlica, renal o resplratorl
grave, activa, cronica o recidivante.

1.6 Diabetes que precisa tratamiento con insulina.

1.7 Hipertension arterial grave.

o 1.8 Enfermedades infecciosas. Padecer o haber pade-
cido:

a) Hepatitis B: excepto las personas negativas al
antigeno de superficie de la hepatitis B (AgHBs), cuya
inmunidad haya sido demostrada.

b} Hepatitis C.

¢} Sindrome de Inmunodeficiencia Adquirida o ser
portador del VIH /1.

d) Infeccion porVirus Linfotropico Humano de células

T (HTLV I/ll) o ser portador de anticuerpos anti-HTLV /11

e) Babesiosis®.

ﬂ- Kala Azar [Lelsman|03|s visceral)®.

'g mranosommsls americana por lripanosoma Cruzi
(enferm d de Chagas)*: los donantes nacidos, o hijos

2 pruebas serologicas negativas

de madres nacidas, o que han sido transfundidos en pai-
ses donde la enfermedad es endémica, podran ser ace
tados si una prueba validada, dirigida a la deteccion
portadores de la enfermedad, resulta negativa.

1.9 Cancer: excepto tumor localizado con completa
recuperacion.

1.10 Encefalopatias espongiformes transmisibles;
enfermedad de Creutzfeldt-Jacob y variante de la enfer-
medad de Creutzfeldt-Jacob: personas con antecedentes
familiares, o personas que hayan sido sometidas a tras-
plante de cornea o duramadre o gue en el pasado hubie-
ran recibido tratamiento con medicamentos derivados de

landula pituitaria humana. Quedan asimismo excluidas
as personas con estancia superior a 12 meses en el Reino
Unido durante el periodo 1980-1996.

1.11 Consumo de drogas: antecedente de consumo
de drogas por via intravenosa o intramuscular no prescri-
tas, incluido tratamiento esteroideo u hormonal para

Martes 20 septiembre 2005



onfirmed positive for Chagas Disease,

Tested Donations
@ Confirmed {792)

RIPA Positive Donations
B =720
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CONTROL AND PREVERNTION
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“Source:AABE program,

Copyright 2009 AABB, as of February 19, 2009
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Espana (desde Sept. 2005)
Francia (desde Enero 2007)

En Estados Unidos, el cribado para T.cruzi es universal y obligatorio desde Enero de
2007
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)lo de actuacion ante el recién nacido de madre con serologia positiva

4

ZoleleRsitis nlljos graseniarir Criziefels cargarito
Esta transmision depende del nivel de parasitemia y de la inmunidad materna

De estos r=cicnpzcicdos e 80% seran asintormaticos v en un 20% presentarar
slrtorrzitologiz (prematuridad, bajo peso, hepatoesplenomegalia, ictericia, fiebre,
meningoencefaliis, miocarditis ...). La mortalidad puede ser del 5%

Herman E, Truyens C, Alonso—Vega C, Rodriguez P, Berthe R, Torrico F, Carlier Y. Congenital Trasmision of
trypanosoma cruzi is associated with maternal enhanced parasitemia and drecreased productins of interferon gamma in
response to parasite antigens. J infect Dis 2004; 189(7)



Vigilancia epidemiologica de la transmision vertical
de la enfermedad de Chagas en tres maternidades de
la Comunidad Valenciana

José Maria Paricio-Talayero®, Maria José Benlloch-Muncharaz®, José Ignacio Collar-del-Castillo®, Amparo Rubio-Soriano®,
Concepcitn Serrat-Pérezd, Josefa Magraner-Egead, Leonardo Landa-Rivera®, Marta Sdnchez-Palomares?, Beatriz Beseler-Soto®,
Lunis Santos-Serranc®, Manuel Ferriol-Camacho®, José Mut-Buigues=, Miguel Tomds-Vilat, Maria del Carmen Alonso-Jiménez=,
WVietoria Dominguez-Marquez® ¥y Rafael Ignal-Adell®

Servicio de Pediatria. *Hospital Manna Alta. Dema. Alicante. PHospital Francesc de Borja. Gandia. Valencia.

‘Hospital Virgen de los Lirios. Alcoi. Alicante. Servicio de Microbiologia. “Hospital Marina Alta. Denia. Alicante.
“Hospital Francesc de Borga. Gandia. Valencia. Espaiia.

Enferm Infece Microbaol Clin 2008:26(10):609-13

Madres con test de Chagas positivo
O (IC B3 9:)

1.5 (0-3.,3)
1.5 (0.3.6)
17,5 (11,2-23,9)

| Ecuador

Colombia 131
Bolivia 137
Argentina a0
Uruguay 26
Venezuela 18
Bra=il 17
Perna 9
Critros* 31

I
3
2

24
0
0
0
0
0
0

29

Total 624 HTF(3.0-6.3)
Cuba 7, Chale 6, Paraguay 6, El Salvador 56, Honduras 3, Meéxico 2,

Panama 1, Repablica Domanicana 1.

IC 95 9% intervalo de confianza del 95 95.




PREVALENCIA DE TRIPANOSOMIASIS AMERICANA EN MUJERES
GESTANTES DE UN AREA DE SALUD. VALENCIA, 2005-2007 (*)

Rafael Manuel Orti Lucas y Maria Cristina Parada Barba

Servicio de Medicina Preventiva. Hospital Clinico Universitario de Valencia.

Rev Esp Salud Pdblica 2009; 83: 543-555

Pais origen Mujeres estudiadas Serologia positiva Prevalencia
N %
Argentina 50 5 13.5% 10,05
Brasil 8 2 3.4% 23.0%
Colombia 63 3 8.1% 4,8%
Chile 8 1 21% 12,5%
Ecuador 118 2 5.4% 1,7%
El Salvador 2 0 e e
Guatemala 2 0 0% 0%
Honduras 7 1 2,1% 14,3%
México 3 1] 0% 0%
Nicaragua 5 1 2, 1% 20,0%
Panamd 1 0 % 05
Perd 10 1 1% 10.,0%
Uruguay 12 0 0% 0%
Venezuela B 1] 0% 0%
Total 383 37 1005




Prevalence and Vertical Transmission
of Tiryparosorma criuzi Infection

among Pregnant Latim Aamerican
Women Attending 2 Maternity Clinics
in Barcelona, Spain

Jose Muanoz,” Oriol Coll,® Teresa Juncosa,” Mireia Verges,®

Marta del Pino.* Victoria Fumado,®* Jordi Bosch,? Elizabeth J. Posada,’
Sara Hernandez,® Roser Fisa,” Josep Maria Boguna,®

Montserrat Gallego.” Sergi Sanz,” Montserrat Portus,®
and Joaguim Gascon®

Clinical Infectious Diseases 2009;48:1736-40

We performed a prospective screening for Tryparnosorma criuzi

infection in 1350 Latin American pregnant women and their
offspring in Barcelona, Spain. The rate of seroprevalence was
3.4%, and 7.3%% of the newborns were infected. Routine
screening and management programs in maternity wards
may be warranted.




Fatal congenital Chagas' disease in a non-endemic area: a case

report
Maria Flores-Chavez!, Yamile Faez?, José M Olalla?, Israel Cruz!,
Teresa Garate!, Mercedes Rodriguez!, Pilar Blanc2 and Carmen Canavate*!

Address: 1Servicio de Parasitologia, Centro Nacional de Microbiologia, Instituto de Salud Carlos 111, Ctra. Pozuelo-Majadahonda Km 2, 28220
Majadahonda, Madrid, Spain and *Hospital Carlos Haya, Av. Carlos Haya s/n, 29010 Milaga, Spain

Cases Journal 2008, 1:302

CONGENITAL TRANSMISSION OF TRYPANOSOMA CRUZI IN EUROPE (SPAIN):
A CASE REPORT

CRISTINA RIERA* ANNA GUARRO, HOUSSEIN EL KASSAB, JOSE MARIA JORBA, MONTSERRAT CASTRO,
ROSER ANGRILL, MONTSERRAT GALLEGO, ROSER FISA, CARMEN MARTIN, ALEJANDRO LOBATO, AND
MONTSERRAT PORTUS

Laboratori de Parasitologia, Facultat de Farmdcia, Universitat de Barcelona, Barcelona, Spain; Servei de Pediatria, Hospital
Residéncia Sant Camil, Sant Pere de Ribes, Barcelona, Spain; Servei d’Anatomia Patologica, Hospital Residéncia Sant Camil, Sant
Pere de Ribes, Barcelona, Spain; Servei de Microbiologia, Hospital Residéncia Sant Camil, Sant Pere de Ribes, Barcelona, Spain

Am. I Trop. Med. Hyg., T5(6), 2006,
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icrobioclogy and Immunology

Case 22: Chagas’ Disease

HIV positive patient presenting with hemiparesis. Positive T.
cruzi serology and cerebral biopsy confirms T. cruzi

Ficture credt F. Cahn, Buenos Aires -
wiwiw aids-images.ch



La meningoencefalitis y la miocarditis son menos
frecuente como forma de presentacion.

La mortalidad en estos casos puede llegar a ser muy
elevada, segun algunos estudios hasta del 79%.

Microbioclogy and Immunoclogy

On-line
Limiver=sity of South Carolimna School of Madicine
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MAJOR ARTICLE

Transmission of Trypanosoma cruzi by Heart Transplantation

vather Kun,® A Z | aurene b ala,* Frank Z

bert Hunter,”

and the Chagas ransplant tigation Team®

1E|:|i|:|Eerr|i|:: Intellige rvice, i) prent O Office of forc - velopment,

“Division of Parasit and * 1 of Health ity Pr nters for O Zontrol and
:partrnent of Health 5 ke Communic Control

Program, “Department of M versity of California, SLiepartment Medi , f Southern

Califarnia, TAmerican Ra g 13 fornia Reqgio : 1] fornia trment of Health,

Laboratory Field , Bi , Los Angeles, California; . Darmeric: ) oss Holland Laboratory,

Rockwville, Maryland

Background.
camplic: - afte antation and that c
illne 2 ath, 13 eart transplant recipients in L
reported to have acute trypanosomiasis during the same month, YWe conducted an
investigation to determine the source of these infections,

1 June 2009 Volume 48, Number 11




irairigolenie carciaco en el paciente con cardiomiopatia chagasica la
(elgilvzicior de la enfermedad se estima entre un 20-30% aunque hay autores
Mas altas

uencia en el
afectacion card aricion de miocarditis es la forma clinica méas frecuente

IS de forma previa al transplante estaria indicada en estos pacientes
Imizar el riesgo de reactivacion.

Enel HIPELED celso cde cue un receptor recibiera un drgano de un donanie
rifecizco se deberia realizar un seguimiento exhaustivo con técnicas de PCR para
ectar de forma precoz la parasitemia que se produciria en caso de transmision
(infeccion aguda en inmunodepresion, no reactivacion) y administrar tratamiento

Benvenuti L, RoggerioA, Sambiase N, Fiorelli A, Higuchi M. Polymerase chain reaction in endomyocardial biopsies for monitoring
reactivation of Chagas disease in heart transplantation: a case reort and review of literature. Cardivasc. Pathol 2005
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cercanas al 100%

la fase crdonica gue se han descrito casos de negativizacion serologica las
variables, de un segun diferentes estudios,

Gascon et al. Diagnéstico y tratamiento de la Enfermedd de Chagas importada. Med Clin (Barc) 2005;125(6)
Cancado JR. Long term evaluation of etiological treatment of Chagas disease with benznidazol. Rev Inst med Trop Sao Paulo.2002
Rodolfo Viotti, MD; Carlos Vigliano, MD; Bruno Lococo, MD; Graciela Bertocchi, MD; Marcos Petti, MD; MarGabriela Alvarez, MD;Miriam Postan,

MD, PhD; and Alejandro Armenti, MD. Long-Term Cardiac Outcomes of Treating Chronic Chagas Disease with Benznidazole versus No
Treatment. Ann Intern Med 2006
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AITMO TERAPEUTICO DE LOS PACIENTES CON

D DE CHAGAS
AGUDO
(cualquier mecanismo de transmision) ADULTOS EN FASE CRONICA
CONGENITO ADULTOS |i%£¢§§h%ﬁgng RO LESIONES AVANZADAS
REACTIVACION ADULTOS EN FASE CRONICA FORMA e lnlllial Ui
INMUNOSUPRESION DETERMINADA CONTRAINDICACION DE
PREVISION DE TRATAMIENTO (LESIONES INICIALES TRATAMIENTO

INUNOSUPRESOR PREFERENTEMENTE)

NINOS
ADULTOS JOVENES

(INFECCION RECIENTE)

TRATAMIENTO OFRECER TRATAMIENTO

NO TRATAMIENTO




HE DECIDIDO ENFRENTAR
LA REALIDAD, ASI QUE

APENA*D SE PONGA LINDA

Marcadores de curacion ?7?7?7?
Disminucion progresiva de AC (afos)

PCR- 7?7777




Use of benznidazole to treat chronic Chagas’ disease: a systematic

review with a meta-analysis

José A. Pérez-Molina'*, Ana Pérez-Ayala!, Santiago Moreno?, M. Carmen Fernandez-Gonzalez?,

Javier Zamora® and Rogelio Lopez-Velez!

Journal of Antimicrobial Chemotherapy Advance Access published October 9, 2009

Primary endpoint
Reference Study design Ape, years Follow-up Clinical form Giroups {secondary endpoints) Adverse effects
Viotti et al, prospective cohort study — 30-50 mean 9.8 years  chromic phase 566 283: BNZ 5 mg'ke/ development of heart 37 patients discontinued treatment
2006 (mean 39) (indeterminate day = 30 days disease 12/283; due to adverse effects [allergic
and symplomatic'} martality 3283 dermatitis (33) and GIT
(negative serology intolerance (4)]: a further 55
values 32218) patients had adverse effects that
did not lead to discontimuation
(dermatitis, headache, fever, GI
intolerance and pruritus)
283: oot treated development of heart nol reported
disease 40/283;
mortality 12/283
inegative serology
values 12/212)
de Castro et al, observational prospective 2388 24 months chromic phase 40 27: BNZ 5 mg/kyg/ negative blood culture three patients discontinued BNZ
2006 study (mean 49} day =60 days values 2427 due 1o adverse reactions
13: not treated negative hlood culture
values 613
Fabbro et al., prospective—metmspective 1746 BNZ mean chronic phase B4 27 BNZ 5 mgfkg/ negative semlogy values  adverse effects in 933 patients
2007 observational study 20.6 years; (indeterminate day x45-60 days W7 megative XD (6 discontinuations J:
not treated and symplomatic') 2127) (climcal maculopapular erythema,
mein progression 2/27)* oedemna, nausen, headache,
21.7 years pruritus and liver profile
abnommalities
57: not treated negative semlogy values

¥57 megative XD
1/57) (clinical
progression 957



Annals of Internal Medicine

ARTICLE

Long-Term Cardiac Outcomes of Treating Chronic Chagas Disease
with Benznidazole versus No Treatment

A Nonrandomized Trial

Rodolfo Viettl, MD; Carles Vigliano, MD; Bruno Lococo, MD; Graclela Bertocchl, MD; Marcos Pettl, MD; Marla Gabriela Alvarez, MD;

Mirlam Postan, MD, PhD; and Alejandro Armentl, MD

Background: Benznidazole is effective for treating acute-stage Cha-
gas disease, but its effectiveness for treating indeterminate and
chronic stages remains uncertain.

Objective: To compare long-term outcomes of patients with non-
acute Chagas disease treated with benznidazole versus outcomes of
those who did not receive treatment

Design: Clinical trial with unblinded, nonrandom assignment of
patients to intervention or control groups.

Setting: Chagas disease center in Buenos Aires, Argentina

Patients: 566 patients 30 to 50 years of age with 3 positive results
on serologic tests and without heart failure.

Measurements: The primary outcome was disease progression,
defined as a change to a more advanced Kuschnir group or death.
Secondary outcomes included new abnormalities on electrocardiog-
raphy and serologic reactivity.

Intervention: Oral benznidazole, 5 mg/kg of body weight per day
for 30 days (283 patients), or no treatment (283 patients).

Results: Fewer treated patients had progression of disease (12 of
283 [4%] vs. 40 of 283 [14%]; adjusted hazard ratio, 0.24 [95%

Cl, 0.10 to 0.59]; P = 0.002) or developed abnomalities on elec-
trocardiography (15 of 283 [6%] vs. 45 of 283 [16%]; adjusted
hazard ratio, 0.27 [Cl, 0.13 to 057]; P= 0.001) compared with
untreated patients. Left ventricular ejection fraction (hazard ratio,
0.97 [Cl, 094 to 0.99]; P= 0.002) and left ventricular diastolic
diameter (hazard ratio, 2.45 [Cl, 1.53 to 3.95]; P < 0.001) were
also associated with disease progression. Conversion to negative
results on serologic testing was more frequent in freated patients
than in untreated patients (32 of 218 [15%] vs. 12 of 212 [6%];
adjusted hazard ratio, 2.1 [Cl, 1.06 to 4.06]; P = 0.034).

Limitations: Monrandom, unblinded treatment assignment was
used, and follow-up data were missing for 20% of patients. Loss to
follow-up was more common among patients who were less sick.
Two uncontrolled interim analyses were conducted.

Ann Imtorn Med. 2006:144:724-734.
For author affillations, see end of text

wwa.annals.org



The BENEFIT trial: testing the hypothesis that trypanocidal therapy is
beneficial for patients with chronic Chagas heart disease

J Antonio Marin-Neto'/*, Anis Rassi Jr?, Alvaro Avezum Jr?, Antonio C Mattos?, Anis Rassi*

Mem Inst Oswaldo Cruz, Rio de Janeiro, Vol. 704(Suppl. I): 319-324, 2009

Benznidazole Evaluation For Interrupting Trypanosomiasis (BENEFIT)Trial
ed double-blind placebo-controlled trial of benznidazole in patients with chronic Chagas’ he



Lago Titicaca, Bolivia



Ry ™

2004 2005 2006 2007 2008 2009



Ano de llegada a Espana

1334 1996 1999 2000 2001 2002 2003 2004 2005 2006 2007 2008

Epidemiological and Clinical Features of 111 patients with Imported Chronic Chagas’ Disease in Valencia, Spain. V. Abril, M (
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omaticos 33 (29.7%)

Sintomas digestivos 13 (39.3%):

-Estrenimiento 100%
-Disfagia 38.4%

Todas las personas con dolicosigma
referian estrefiimiento
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54 pacientes tratados
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