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TPO MIMETICI

ANTIEMETICI



ANTIEMETICI: 
APREPITANT E FOSAPREPITANT

APREPITANT = antagonista selettivo dei recettori per la neurochinina-1 (NK1)

Recettore NK1 accoppiato a proteina G localizzato nel SNC e periferico

APREPITANNT impedisce il legame tra la sostanza P ed il recettore NK1

La sostanza P mediatore riscontrabile a concentrazioni elevate nel centro del 
vomito ed è implicata nella trasmissione dello stimolo doloroso dai recettori
periferici verso SNC.

FDA = Approvato nell’adulto nel 2003

FDA approva uso in popolazione pediatrica nel 2015



phase 3, randomised, multicentre, double-blind study
patients aged 6 months to 17 years with malignancy 

scheduled to receive moderately or highly emetogenic CT





DEXAVery high emetogenic





A 3 day regimen of aprepitant combined with ondansetron 
was well tolerated and resulted

in a higher proportion of patients achieving a complete response 
(no vomiting with no use of rescue medication)

across all three phases (acute, delayed, and overall).

The findings from this study suggest that the addition of aprepitant to anti-emetic therapy 
might be effective in the prevention of chemotherapy-induced nausea and vomiting in 

paediatric patients treated with a moderately 
or highly emetogenic chemotherapy regimen.



Conferma buona efficacia aprepipant

Soprattutto nei paz molto piccolo + adolescenti

Differenza maggiormente evidente nei paz in 
cui non è stato utilizzato DEXA





TROMBOMIMETICI: ELTROMBOPAG

Eltrombopag binds to the TPO receptor's 
transmembrane domain, activating signaling that 

leads to increased platelet production

TPO identified and cloned in 1994.
TPO gene on chromosome 3q27

353-amino-acid precursor protein, synthesized by liver.

TPO-receptor (MPL) homodimeric receptor normally inactive 
expressed on megakaryocytes, platelets, and HSCs

FDA approval in 2008

2007 : Bussel et al 118 adults with chronic ITP and PLT< 30,000
Response in > 80% at a dosage > 50 mg 



15 patients, 5 in each age cohort
open-label dose-finding phase

open-label phase and all patients 
received up to 24 weeks of eltrombopag

67 pts randomly assigned (2:1) 
eltrombopag vs placebo
once per day for 7 weeks



Eltrombopag-only phase, 54 (81%) of 67 patients 
achieved a platelet count of 50 × 10⁹ per L or more at 
least once while receiving eltrombopag and 29 (43%) 
patients responded for more than 12 of the 24 weeks

28 (62%) patients who received eltrombopag, 
compared with seven (32%) placebo
OR 4·31, 95% CI 1·39–13·34, p=0·01



PETIT2 two part, randomised, multicentre, placebo-controlled study
38 centres in 12 countries (including Italy). 

First part 13 week, placebo-controlled, double-blind period
random 2:1  → eltrombopag VS matching placebo.

Second part  = 24 week, open-label treatment period



RANDOM OPEN-LABEL

RISPOSTA → PLT >50.000/mmc





reduced by 50%.

Max dose 75 mg/day



92 consecutive patients with SAA  (21% under 18 years )

three cohorts = different timing of initiation and the duration of the eltrombopag

CONCLUSIONS

The addition of eltrombopag to immunosuppressive therapy was associated with markedly higher rates 
of hematologic response among patients with severe aplastic anemia than in a historical cohort

complete response (ANC > 1000) at 6 months was 33% in cohort 1, 26% in cohort 2, and 58% in cohort 3. 
overall response rates at 6 months were 80%, 87%, and 94%, respectively.



An underappreciated property of ELT
binding to metal ions→ iron(III)

Some effects on hematopoiesis in
myelodysplastic syndrome and SAA
could derive from iron chelation.



We confirmed ELT iron chelation capacity also in 

bone tissue and a synergic effect when used with 

Deferasirox.

Moreover, having demonstrated its effects on 

osteoclast activity, we suggest for the first time that 

ELT could ameliorate bone tissue’s health reducing 
bone mass loss.



CHELANTI FERRO: DEFERASIROX

Deferasirox è un chelante ORALE del ferro
Somministrato in monodose giornaliera

FDA approvazione a Novembre 2005
EMEA nel 2006

Ha una comprovata efficiacia nella riduzione
dell’accumulo di ferro epatico in pazienti
politrasfusi



555 patients

Pediatric patients aged 2 to 16 years accounted for 49.2% of patients (n = 273)



103 patients in the deferasirox had liver biopsies (0-4 years) 

mean LIC significantly decreased from 17.4 to 9.6 mg Fe/g (P .001). 

Dose-dependent effect on LIC



GROWTH



267 pts (mean age 3.2 years) aged 2 to 6 years
predominantly with 𝛽-thalassemia

Deferasirox dose was 25.8 ± 6.5 mg/kg per day

FUP = 145 patients (54.3%) completed 5 years

creatinine higher than age-adjusted upper limit 4.4%

ALT more than five times the ULN 4%

Median serum ferritin decreased from 1,702 ng/ml at baseline to 1,127 ng/ml at 5 years.



This study evaluated the effect of deferasirox (DFX), the newest once-daily oral chelator, on cardiac 
function, iron overload and cardiovascular events over a longer follow up in a “real world” setting.

98 TM patients age was 27.3 11.9 years (range: 4.0-56.5), including 25 (25.5%) pediatric  (<18 years)

Our data indicate that DFX is effective in maintaining cardiac iron level in the normal range and in improving 
cardiac iron overload



MOBILIZZANTI: PLERIXAFOR

Plerixafor is a small molecule inhibitor of the CXCR4 chemokine receptor and blocks binding to its 
ligand, stromal cell-derived factor-1 alpha (CXCL12).

Activation of CXCR4 by CXCL12 governs migration, homing, and retention of HSCs
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