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Ritardo diagnostico e carica parassitaria  

Turista (Kenya), 50 a, febbre 
da 3 h

Turista (G. Bissau), 36 a, febbre 
da 8 gg

Ritardo diagnostico prima causa di morte!! 



White N et al. Malaria. Lancet 2014;383:732-35  



Vaso-occlusione o produzione di citochine?

Scuola italiana 
(Marchiafava, 
Bignami)

Scuola francese 
(Laveran)

Alphonse Laveran (1845-1922), 
Nobel price in 1907 for 
discovering plasmodium as the 
causative agent of malaria

Malaria complicata



Efficacia degli interventi medici per malaria grave





Parassitemia periferica e “biomassa”

White N. Malaria. In Manson’s Tropical Diseases 2014, ISBN: 9780702053061



P. Falciparum parassitemia > 8%

Artesunato e.v., risolta senza complicazioni



Bassa 
parassitemia
periferica, 
piccola paziente 
deceduta



Antimalarial drugs

• 4-amino quinolines: chloroquine, amodiaquine, 

piperaquine, pyronaridine

• Quinine, quinidine, mefloquine, halofantrine, 

lumefantrine

• Antifolates: pyrimethamine, proguanil, sulfadoxine, 

dapsone

• Antibiotics 

• Artemisinin and derivatives

• 8-amino quinolines: primaquine, tafenoquine



Resistance (Pf) to chloroquine

1960

http://www.tigr.org/tdb/edb/pfdb/CQR.html

1965

1978 1989



Treatment: definitions

• Combination therapy (CT) : simultaneous 

use of two or more blood schizonticidal

drugs with independent modes of action 

and different biochemical targets in the 

parasite; 

• Artemisinin-based combination therapy

(ACT) combination therapy with an 

artemisinin derivative; it can be a fixed 

combination



Artemisinin derivatives

White N. Malaria. In Manson’s Tropical Diseases 2014, ISBN: 9780702053061



Farmacodinamica dei principali antimalarici

White N. Malaria. In Manson’s Tropical Diseases 2014, ISBN: 9780702053061



Farmacocinetica

White N. Malaria. In Manson’s Tropical Diseases 2014, ISBN: 9780702053061



CourtesyProf. Umberto D’Alessandro, 2018



Dosaggio (adulti):

<75 kg   3 compresse
>75 kg   4 compresse

Indicazioni WHO:

60-80 kg     4
compresse
80-100 kg   5
compresse

-QTc lungo >440ms
- il dosaggio

Dihydroartemisinin-piperaquine 20-160 
mg or 40-320 mg (adulti)

Malaria da P. falciparum non complicata 



Eurartesim Safety study

Recruitment by Country (N=297)

0

20

40

60

80

100

59

93

12

77

0

52

4

N
u

m
b

e
r 

o
f 

 p
a

ti
e

n
ts

18



QTcF Description in the QTcF Population

19
T224, 308, 309/4100,5209, 5210

385,3 404,2

0

200

400

600

Baseline FTD

M
e

a
n

 (
S

D
)

QTcF (ms) (N=143)

QTcF value range 
over follow-up: 
274 - 494 msec

Normal QTc: value < 430 msec for males and children and < 450 msec for females.
Borderline QTc: value between 430 and 450 msec (included) for males and children and between 450 and 470 (included) msec for females.
Prolonged QTc: value > 450 msec for males and children and > 470 for females.

QTcF according to ranges at Baseline and at Final treatment day

NB: studio Eurartesim Pregnancy “ongoing” ma… difficile 
reclutare!! 
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Largest ever clinical trial on malaria during pregnancy in Africa
Results of study involving over 3000 women in Burkina Faso, Ghana, 
Malawi and Zambia 



Conclusion

•DHA-PQ seems the most suitable 

treatment for uncomplicated 

malaria in pregnancy (good 

tolerability, high efficacy and  long 

post-treatment prophylactic 

period) 
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o Multi-centre, open-label, randomised controlled trial 
Comparing parenteral artesunate and parenteral quinine in (mostly) 
adults and children from Bangladesh, Myanmar, India andIndonesia. 
Absolute reduction in mortality with artesunate of 34.7% 
(95% CI 18.5–47.6; P = 0·0002)

o An open-label, randomised trial comparing parenteral artesunate and parenteral quinine in
children (<15 years) from 11 centres in nine African countries.
Relative reduction in mortality with artesunate of 22.5% (95% CI 8.1–36.9; P = 0.0022).
Artesunate also reduced the incidence of convulsions and coma. These are often associated
with subsequent neurological sequelae.



Metanalisi artesunato vs chinino, malaria grave

Cochrane Database Syst Rev.2012 Jun 13;(6):CD005967. doi: 10.1002/14651858.CD005967.pub4.



Ma artesunato non è GMP… le linee guida del CDC

WHAT??? https://www.cdc.gov/malaria/diagnosis_treatment/treatment.html





Concerns with safety of i.v. artesunate

“Pitted erythrocytes” the most likely explanation



Il declino dell’efficacia di alcuni antimalarici in Tailandia –
Cambogia - Birmania

White N. Malaria. In Manson’s Tropical Diseases 2014, ISBN: 9780702053061



In the absence of further information severe 
falciparum malaria from areas of known 
artemisinin resistance should be treated with both 
artesunate and quinine in full doses. NJ White



Artemisinin Combination Treatments (ACT): 

attenzione alle resistenze!




