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 Proflassi in corso di terapia con i nuovi 
farmaci nel mieloma 
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Le infezioni rappresentano un’ 
importante causa di mortalità e 

morbidità nel MM

 ipogammaglobulnemia 

Disregolazione della funzione 
linfocitaria

Efeto immunodepressiuno 
iatrogeno in partcolare degli 
steroidi 

Neutropenia correlata all’ 
infiltrazione midollare o all’ 
efeto dei farmaci



Immunodeficienza nel mieloma
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Promuoune la 
sopraununiunenza e la 
crescita  delle 
plasmacellule

Angiogenesi

Resistenza alla 
terapia

Alterazioni del 
metabolismo osseo



La speranza di una ridota tossicità  con i nuouni 
farmaci ( realtà-speranza-illusione)  
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Il rischio di infezioni gravi aumenta in modo signifcatvo per valori di 
neutrofli < 500 cells/microL ed è maggiore se la durata della neutropenia è > 

di 7 days giorni
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• CD38 controls neutrophil chemotaxis to 
bacterial chemoatractants through its 
producton of cyclic ADP-ribose, and acts 
as a critcal regulator of infammaton and 
innate immune responses.

NATURE MEDICINE • VOLUME 7 • NUMBER 11 • NOVEMBER 2001 8



BLOOD, 21 JANUARY 2010  VOLUME 115, NUMBER 3 9



Haematologica | 2015; 100(1)

10



Haematologica 2015 100 (1) 11

> 2000
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Terapia  antbiotca proflatca e nuovi 
farmaci

Leukemia 2018 13

 E’ indicata una terapia 
antbiotca proflatca a 

fronte del rischio di 
neutropenia e di 

infezioni??
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• This study evaluated the impact of prophylactic antibiotics on the incidence of serious 
bacterial infections (SBIs) during the first 2 months of treatment in patients with newly 
diagnosed MM. Patients with MM receiving initial chemotherapy were randomized on a 
1:1:1 basis to daily ciprofloxacin (C; 500 mg twice daily), trimethoprim-sulfamethoxazole (T; 
DS twice daily) or observation (O) 

• prophylactc antbiotcs did not decrease the incidence of serious 
bacterial infecton ( grade 3) within the frst 2 months of ⩾
treatment. 

•  routne use of prophylactc antbiotcs should not be mandated for 
patents receiving inducton chemotherapy.
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Infezioni 
Virali



16

Ant-herpesunirus prophylaxis with (unal) acyclounir should be administered to 
VZV-seropositune patents at least 1 week before startng daratumumab 
therapy and for at least 12 weeks afer its discontnuaton. Seasonal infuenza 
unaccinaton should be encouraged, when feasible, in patents treated with 
daratumumab
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EPATITE 
VIRALE

Riatvazione in pazient AbHBs+/AbHBc



Fra i pz.espost all’HBV ( AbHBs/AbHBc) senza 
terapia proflatca la riatvazione HBV ( comparsa 
di HBV-DNA) risultava :

 8% a 12 mesi
15% a 24 mesi

 Circa il 6% delle riatvazioni riguarda pazient 
non sotopost a ASCT ma tratat (IP, IMIDs)

Annals of Hematology 2016 18



HBV
• Patents liuning in regions with high preunalence of hepatts as 

well as those with increased alanine transaminase should be 
screened  (HBsAg, ant- HBc, and ant-HBs)  

• Preemptune antuniral prophylaxis with nucleoside/nucleotde 
analogs should be considered in patents with latent or 
preunious HBV infecton 

HCV
•  Formal recommendaton for those with a high risk of HCV 

infecton or with preunious infectons are not aunailable, but it 
seems reasonable to screen the high risk group (ant-HCV 
and/or HCV RNA) and to treat those with eunidence of actune 
infecton with modern direct-actng antunirals.LEUKEMIA 2018 19
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IVIG can be giunen safely to selected patents with multple myeloma 
in a stable phase of the disease. Immune globulin  protects against 
life-threatening infectons  and significantly reduces the risk of 
recurrent infectons. unico studio controllato randomizzato  

 

The role of intravenous immunoglobulins (IVIG) prophylaxis in 
hypogammaglobulinemic patents with lymphoproliferatve disorders 
(LPD) and plasma cell dyscrasias (PCD) has not been established
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Thirty trials including 4223 patents undergoing bone marrow 
transplantaton (BMT) were included. There was no diference 
in all-cause mortality when polyvalent IVIG or CMV-IVIG was 
compared to control

 there is no advantage in terms of survival or infecton 
preventon, IVIG does not have a role in HSCT.
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Preunista solo profilassi per HZV nei pazient tratat con 
inibitori proteosoma e daratumumab

Proflassi ant Pneumocists jirovecii in pazient in terapia 
cronica con steroidi equivalent alla dose di prednisone di 
20 mg per un periodi di 4 setmane 

Profilassi in HBV ad alto rischio 



Conclusioni (1)
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Il Mieloma si caraterizza per un elevato rischio di 
infezioni sia bateriche che virali

Poche eunidenze solide  per la profilassi antbaterica di 
routne

La profilassi ant Pneumocists  irounecii è consigliata nei 
pazient per la terapia steroidea

 
La profilassi antunirale ( ant VZV ) è obbligatoria in corso 

di terapia con (IP, IMIDs, MoAb)

Warning sul CMV ( possibili riatunazioni in corso PIs)



Conclusioni (2) 

La profilassi ant epatte B è fortemente consigliata nei pazient  
con pregressa esposizione HBV- con Lamiunudina (IP, IMIDs, MoAb)

Non sono disponibili dat sul comportamento da tenere ’ epatte 
C ma: «it seems reasonable to screen the high risk group (ant-
HCV and/or HCV RNA) and to treat those with eunidence of actune 
infecton with modern direct-actng antunirals « 

La terapia con Ig endounena non appare sostenuta da eunidenze . 
Non esistono segnalazioni del loro uso con i nuouni farmaci . 
Utlizzo non standardizzato
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Proflassi con che 
cosa e a quali 

dosaggi?



Terapia  antbiotca proflatca e nuovi 
farmaci??

Leukemia 2018 28

Dalle linee guida europeee….

prophylaxis with either trimethoprim–

sulfamethoxazole, amoxicillin, or a quinolone 

should be considered for the frst months afer start 

of therapy in selected patents with high risk for 

bacterial infectons such as very elderly patents, 

those with a history of several previous infectons, 

and those exposed to regimes with a high risk of 

infectous complicatons.
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