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Source: Sustaining the drive to overcome the global impact of neglected tropical diseases. Second WHO report on 

neglected tropical diseases; 2013. Chapter Chagas Disease.



Clinical studies in 60-70



Preclinical and Clinical studies in 90



NEW PARADIGM  00

Diverse strong of recommendation 

(A-E) and level of evidence (I-III)

Acute Phase Acute and Chronic Phase



Chagas Disease – The TPP

Acceptable Ideal

Target population Chronic Chronic and Acute (Reactivations) 

Strains
TcI, TcII, TcV and TcVI (according to 

new 2009 classification) 
All according to new classification (2009)* 

Distribution All areas All areas

Adult/children Adult All

Clinical efficacy 
Non inferior to benznidazole in all 

endemic regions (parasitological) 

Superiority to benznidazole to different 

phases of disease (acute and chronic) 

(parasitological) 

Safety

Superiority to benznidazole ** 

3 CE plus 2 standard LE or ECG during 

treatment

Superiority to benznidazole or nifurtimox 

No CE or LE or ECG needed during 

treatment

Activity against resistant 

strains
Not necessary

Active against nitrofuran- and 

nitroimidazole-resistant T. cruzi strains

Contraindications Pregnancy/lactation None

Precautions
No genotoxicity; No pro-arrythmic 

potential

No genotoxicity; No teratogenicity; No 

negative inotropic effect; ; No pro-

arrythmic potential

Interactions

No clinically significant interaction with 

anti-hypertensive, anti-arrythmic 

and anticoagulants drugs

None

Presentation Oral Oral

Stability 3 years, climatic zone IV 5 years, climatic zone IV

Dosing regimen
Comparable to systemic antifungal 

treatments
Once daily/ 30days



Some strategies looking for new tripanocidal treatment with 
better (or at least with the same) efficacy, and more safety

• Old drugs-scheme and new prescriptions

– Benznidazole: BENEFIT, TRAENA, MADRES

• Old drugs and new presentation

– Pediatric formulation of benznidazole: PopPK;

– Nanoformulation of Benznidazole: BERENICE 

• Registered drugs with anti -T. cruzi action

– Posaconazole: CHAGASAZOL, STOP CHAGAS

• New compounds

– Ravuconazole: E1224

– Fexinidazole

– Others screened by library of compounds

• Combination 

– Benznidazole-Posaconazole: STOP CHAGAS



PCR TREATMENT:  D0  D7  D14  D28  D45  D60

FOLLOW UP: M4  M6  M8  M12

TWICE / 10ML

<40: Positive

CHAGASAZOL Study: RCT PHASE II
Randomized Trial of Posaconazole and Benznidazole for Chronic 

Chagas’ Disease
Molina I et al N Engl J Med 370;20, 2014



E1224 Study:  RCT PHASE II

Manuscript in preparation

• Efficacy based on 

serial qualitative and 

quantitaive PCR and 

other candidate 

biomarker

assessments

• Parasite assessment 

before and after 

treatment

• PKPD for both E1224 

and BZN

9

DNDi-CH-E1224-001

NCT01489228



POP PK Project: Prospective population pharmacokinetic 

cohort study in children

All children had a 
positive treatment 

response, with 
negativization of T. 

cruzi qPCR

Pediatric network

PEDCHAGAS



TRAENA Study: PHASE III

Manuscrip in preparation

Treatment with benznidazole in adult chronic Chagas disease

patients

Results:

Tripanocide effect p< 0.05

Clinical evolution p> 0.05



BENEFIT Project: PHASE III

BENznidazole Evaluation For Interrupting 
Trypanosomiasis

End of follow up: November 2014; Final Results March 2015

October 4, 2011 - Pts recruited = 2,856



Trypanocide Treatment of Women Infected with Trypanosoma cruzi and 

its Effect on Preventing Congenital Chagas PlosNTD accepted 2014

FLUJOGRAMA ESTUDIO MADRES 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

34 infected 
children (15.3%) 

1029 Excluded 
No mothers, not possible to contact 

354 Excluded mothers 
No completion of information 

1527 Clinical Records of 
infected women (pre-selected) 

498 infected mothers (eligible) 
and their children 

144 infected women and 354 children 
(354 PAIRS INCLUDED) 

132 Non infected 
children (100.0%) 

132 Pairs  
Treated mother-Child 

0 Infected 
children (0.0%) 

11 infected children 
with migration (5.0%) 

222 Pairs  
Untreated mother-Child 

 

Non infected 
children (79.7%) 

Objetive: to asses the efficacy of trypanocidal therapy to prevent congenital Chagas disease

GENERAL CONCLUSSION:

The etiological treatment for infection of T.cruzi

is an effective strategy for prevention of congenital Chagas (PRIMARY PREVENTION) 

and usefull tool for deparasitation and prevention of Chagasic cardiopathy (SECONDARY PREVENTION), 

specially when used at early ages. 

MADRES Study: Observational study



PROJECTS ONGOING

STOP CHAGAS Phase II: Merck
Fexnidazole Phase II: DNDi

BERENICE Phase I and II  WIHP FP7 UC





Printed:. Libro “Enfermedad de Chagas. Una síntesis de la experiencia 
práctica y la investigación médica” .  Cap 4 Sosa-Estani S. Ed Viotti R y 
Vigliano C. 2014 

CONTROL OF CHAGAS 

DISEASE
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