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Nifurtimox, is a nitrofuran compound with a trypanocidal ef-
fect against both trypomastigote and amastigote forms of T. cruzi. 
Its antiparasitic activity is due to the formation of toxic derivatives 
of oxygen when nifurtimox is reduced. T. cruzi presents low levels 
of reduced glutathione and lacks catalase and glutathione peroxi-
dase, which makes the parasite very sensitive to hydrogen perox-
ide and to the free radicals. The superoxide anion O2-, hydrogen 
peroxide (H2O2) and the hydroperoxyl radical (HO2), among other 
cytotoxic molecules, bind to cellular macromolecules, leading to 
lipid peroxidation and membrane alterations, enzyme inactivation, 
DNA degradation and mutagenesis6.

In the present communication, we describe the side ef-
fect of nifurtimox treatment in 26 adults patients with chronic 
Chagas disease diagnosed in the Unit of Tropical Medicine of 
the Virgen the la Arrixaca Hospital in Murcia (Spain) between 
January 2007 and December 2009. 

Patients were treated with nifurtimox (8-10 mg/kg in 3 
daily doses for 90-120 days)5 when benznidazol was not avail-
able (11 patients), when the patients presented adverse reac-
tions to benznidazol that forced the interruption of treatment 
(12 patients)7 or in the face of therapeutic failure, that is, when 
the parasitemia in blood was still detected by PCR (polymerase 
chain reaction) after benznidazol treatment (3 patients)8.

All 26 patients completed the treatment with nifurtimox. Of 
these, 16 (61.5 %) presented adverse reactions, of whom 12 (12 
of 26, 46.1 %) showed more that one collateral effect. Table 1 
shows the side effects in the patients treated with nifurtimox. 
The most frequent side effect was digestive intolerance (nausea, 
vomiting, epigastralgy and dysphagia), followed by anorexia and 
forgetfulness. Nevertheless, none of the patients had to discon-
tinue the treatment due to the adverse reactions.

Not many studies describing side effects of nifurtimox 
chemotherapy have been reported. Since the reactions are 
usually well controlled by dose reduction or by symptomatic 
treatment, knowledge of the side effects of nifurtimox in an 
area where Chagas disease is not endemic will facilitate its 
therapeutic management and consequently, the proper obser-
vance of treatment. Nevertheless, due to the low effectiveness 
of the pharmacological treatment and its high toxicity new 
drugs are urgently neded for the treatment of Chagas disease.

Sir,

Chagas disease: is caused by the parasite Trypanosoma 
cruzi and is endemic in 21 countries of Latin America. Nev-
ertheless, this infection is not only a health problem in the 
American continent, but also in those non-disease-endemic 
countries that receive immigrants, where it is an emerging dis-
ease1-2. Nifurtimox and benznidazol, whose anti-T. cruzi activi-
ty was discovered empirically more than 3 decades ago, are the 
only two available drugs for the etiological treatment of Cha-
gas disease3. Both compounds are active in the acute phase, 
helping to control the disease and diminishing the probability 
of it passing to the chronic phase. The treatment of patients 
who are in the indeterminate or symptomatic chronic stages 
of Chagas disease has been debated for years, and the effec-
tiveness of drugs in patient in this situation remains uncertain. 
The current consensus of Latin-American authors is to treat 
every person infected with T. cruzi with benznidazol or nifur-
timox up to 18 years of age. Benznidazol is considered to be 
the most suitable medication in Latin America, and is the only 
one authorized in Spain. It is not available in pharmacies and 
it must be requested through the Ministry of Health. Nifurti-
mox, can be used as an alternative treatment to benznidazole 
through compassionate use programmes. However, both drugs 
may have numerous side effects in adults.

The most frequent side effects described in the case of ni-
furtimox are abdominal pain, anorexia, weight loss, nausea and 
vomiting. The possible neurological reactions are restlessness, 
disorientation, forgetfulness, insomnia, spasms, paresthesias, 
polyneuritis and convulsive seizure, which disappear through 
dose reduction or after suspending the treatment4. The daily 
dose is 8-10 mg/kg of body weight in adults, 12.5-15 mg/kg in 
adolescents and 15-20 mg/kg in children from 1 to 10 years. 
The treatment is administered orally, in 3 daily doses for 90 to 
120 days5.

Nifurtimox chemotherapy: collateral  
effects in treated Trypanosoma cruzi  
infected patients

1Unidad Regional de Medicina Tropical, Servicio de Microbiología, Hospital Universitario Virgen de la Arrixaca, Murcia.
2Department of Control of Neglected Tropical Diseases, World Health Organization, Geneva, Switzerland.
3Departamento de Genética y Microbiología, Universidad de Murcia.

Laura Murcia1,
Bartolomé Carrilero1,
Pedro Albajar Viñas2

Manuel Segovia1,3

Correspondence:
Manuel Segovia
Unidad Regional de Medicina Tropical, Servicio 
de Microbiología, Hospital Universitario Virgen de 
la Arrixaca.
Carretera Madrid-Cartagena s/n, 
30120 El Palmar (Murcia)

Tel: +34 968 362 226 (Direct),
+34 607 379 359 (Mobile), 
E-mail: msegovia@um.es

Letter to the editor



Nifurtimox chemotherapy: collateral effects in treated T. cruzi infected patientsL. Murcia, et al.

87 75Rev Esp Quimioter 2012;25 (1):74-75

FUNDING

This study was supported by the Spanish Ministry of 
Science and Innovation and the Instituto de Salud Car-
los III within the Network of Tropical Diseases Research (RI-
CET RD06/0021/1007) and the Project of Research in Health  
(PS09/01956).

ACKNOWLEDGEMENTS

We would like to thank the Department of Control of Ne-
glected Tropical Diseases, World Health Organization, Geneva, 
Switzerland.

TRANSPARENCY DECLARATIONS

None to declare

references

1.	 Gascón J, Bern C, Pinazo MJ. Chagas disease in Spain, the United Sta-
ted and other non-endemic countries. Acta Trop 2010; 115: 22-7.

2. 	 Lescure FX, Canestri A, Melliez H, Jauréguiberry S, Develoux M, 
Dorent R, et al. Chagas disease in France. Emerg Infect Dis 2008; 
4: 644–46.

3. 	 Jannin J, Villa L. An overview of Chagas disease treatment. Mem 
Inst Oswaldo Cruz 2007; 102:(Suppl. I): 95-7.

4. 	 Coura JR. Present situation and new strategies for Chagas di-
sease chemotherapy: a proposal. Mem Inst Oswaldo Cruz 2009; 
104: 549-54. 

5. 	 The Medical Letter On Drugs and Therapeutics. Drugs For Para-
sitic Infections. Mark Abramowicz (Editor). New Rochelle (NY): 
The Medical Letter 2004.

6. 	 Harrison. Principios de Medicina Interna. Enfermedades infec-
ciosas. Infecciones por protozarios y helmintos.17a edición Parte 
7. Sección 17. Capítulo e17. Farmacología de los antiparasita-
rios.

7. 	 Carrilero B, Murcia L, Martínez-Lage L, Segovia M. Side effects 
of benznidazole treatment in a cohort of patients with Cha-
gas disease in non-endemic country. Rev Esp Quimioter 2011; 
24:123-6. 

8. 	 Murcia L, Carrilero B, Muñoz MJ, Iborra MA, Segovia M. Useful-
ness of PCR for monitoring benznidazole response in patients with 
chronic Chagas’ disease: a prospective study in a non-disease-en-
demic country. J Antimicrob Chemother 2010; 65:1759-64.

Table 1	� Side effects from nifurtimox treatment.

Patient with side effects/ number of treated patients

Adverse reactions recorder, separately or in association

Digestive intolerance

Nausea

Vomiting

Epigastralgy

Dysphagia

Anorexia

Weight lost

Taste alteration

Forgetfulness

Polyneuritis

Tremor

Headache

Asthenia

Insomnia

Palpitations

Polyarthralgias

Dermatological

Erythema 

Pruritus

n/Total

16/26

n/Total

6/26

1/26

1/26

1/26

5/26

2/26

1/26

5/26

1/26

1/26

1/26

2/26

1/26

1/26

2/26

2/26

1/26

%

61.5

%

23.1

3.8

3.8

3.8

19.2

7.7

3.8

19.2

3.8

3.8

3.8

7.7

3.8

3.8

7.7

7.7

3.8




