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Il sottoscritto Francesco Baccelli

ai sensi dell’art. 3.3 sul Conflitto di Interessi, pag. 17 del Reg. Applicativo dell’Accordo Stato-
Regione del 5 novembre 2009,
dichiara

- che negli ultimi due anni NON ha avuto rapporti diretti di finanziamento con soggetti
portatori di interessi commerciali in campo sanitario
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. : . Guidelines for the management of cytomegalovirus infection

Profilassi CMV con letermovir i patients with haematological malgnancies and after stem
cell transplantation from the 2017 European Conference on
Infections in Leukaemia (ECIL 7)
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Letermovir off label in pediatria
Styczynski, BMT 2020 5
e Studi retrospettivi con casistiche
||m|tate Kuhn, TCT 2022 9
* buon profilo di tossicita :
. . . . Korholz, Ped Drugs 2022 17
* profilassi efficace nel prevenire la
riattivaZione d| CMV Richert-Przygonska 2022 13
* terapia pre-emptive e trattamento Cheng, J Microl Imm Inf 2022 4
di infezioni resistenti (case report;
n=13) Daukshus, J Ped Inf Dis Soc 2022 9
Chen, PBC 2023 41
tot 98
|
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Obiettivo e disegno dello studio

Analizzare sicurezza, la tollerabilita e I'efficacia di letermovir nei pazienti pediatrici

sottoposti a TCSE allogenico
Retrospettivo, multicentrico (GdL Infezioni AIEOP)
Bologna 1(2.6) 1(3.8) 1(4.5) 3(3.4)
) ) Brescia 5(12.8) 0(0.0) 1(4.5) 6(6.9)
Gennaio 2020 — Dicembre 2022 Cagliari 0(0.0) 3(11.5) 1(4.5) 4(4.6)
Milano 3(7.7) 1(3.8) 0(0.0) 4(4.6)
Monza 5(12.8) 5(19.2) 1(4.5) 11 (12.6)
Napoli 5(12.8) 3(11.5) 0(0.0) 8(9.2)
Padova 5(12.8) 5(19.2) 0(0.0) 10 (11.5)
87 paZIentl Perugia 1(2.6) 0(0.0) 6(27.3) 7(8.0)
Eta mediana al trapianto 9.6 anni Rimin 0(00) 0(00) L45) Ly
Roma (OPBG) 14 (35.9) 7(26.9) 6(27.3) 27(31.0)
(0.2-17.9)
Verona 0(0.0) 1(3.8) 5(22.7) 6(6.9)
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Caratteristiche cliniche

e« Patologia di base

- maligna 62 pts
- non maligna 25

e Sorgente di cellule staminali

-BM 32
- PBSC 42
-CB1

* Donatore:

-MUD 44
- MSD 10

- HLA-aploidentico 33

Submitted paper

Post-Tx Cy 7
deplezione aBT/CD19 26
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CMV R/D, n (%)

. 6 1 0 7(8)
. +/+ 17 5 8 30(34.5)
. 4/ 16 20 14 50 (57.5)
Acute GVHD, n (%)

No-Grade | 25 13 16 54 (62.1)
* Grade ll-IV 14 13 6 33 (37.9)
Chronic GvHD (79 patients
alive at day +100), n (%)
* No 32 20 16 71 (89,8)
e Limited 0 0 4 4 (5.1)
* Extensive 2 2 0 4 (5.1)
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Letermovir

* >30kg: dose-adulto 480 mg (13 pts; 14.9%)

e 18-30 kg 50% dose-adulto (27 pts; 31%) —

dose giornaliera mediana 10 mg/kg/die (7.5-14.1)
* <18 kg 25% dose-adulto (6 pts; 6.9%)

* un paziente di 8 mesi, 6 kg: 80 mg/die  __

* riduzione della dose in caso di concomitante CsA

Submitted paper
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Profilassi primaria

* 39 pazienti
* Mediana di durata del
trattamento 101 gg (14-506)

* Nessuno sviluppo di malattia da
CMV durante la profilassi

e 8 riattivazioni virali >1000 cp/ml

* | 3/8 switch a altra terapia

* Zriattivazioni CMV + 1
infezione primaria dopo
sospensione LMV

terapia con ganciclovir e rapida
clearance della viremia

Submitted paper
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Start of treatment, day post-transplant

6 (0; +81)

Duration of treatment (days), median (range)

101 (14-506)

CMV replication at the start of treatment (copies IU/ml), median (range)

0 (0-1000)

CMV replication during treatment - maximum value (copies IU/ml), median

109 (0-5604)
(range)
CMV replication at the end of treatment (copies IU/ml), median (range) 0 (0-109)
CMV R/D, n (%)
-/+ 6
+/- 17
+/+ 16
Treatment outcomes
° Effective prophylaxis 31
o Ongoing letermovir 6
° Change to other anti-CMV directed treatment 319
° Discontinuation due to intolerance 0
CMV reactivation after letermovir interruption (30 pts who completed proph.) :
o Asymptomatic reactivation / infection 5
. CMV disease 0
. No reactivation 25
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Profilassi secondaria

26 pazienti

Mediana di durata del
trattamento 91 gg (8-274)
n® cicli 1/2/3in 23/2/1 pts
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Start of treatment, day post-transplant 60 (0-370)
Duration of treatment (days), median (range) 91 (8-274)
CMV replication at the start of treatment (copies IU/ml), median (range) 0 (0-4248)

CMV replication during treatment — maximum value (copies IU/ml), median (range)

679 (0-15743)

1 sospetta polmonite da CMV
insorta durante la profilassi

Submitted paper

6 riattivazioni CMV dopo la
sospensione

terapia efficace con foscarnet
seguita da ripresa di profilassi con
LMV

CMV replication at the end of treatment (copies IU/ml), median (range) 0 (0-140)
CMV R/D, n (%)

-/+ 1

+/- 5
+/+ 20
Treatment outcomes

° Change to other anti-CMV directed treatment 19

3 Discontinuation due to intolerance 0

3 Effective prophylaxis (no change in prophylaxis) 20

° Ongoing letermovir 5
CMV reactivation after letermovir interruption (20 pts who completed successfully
prophylaxis) :

° Asymptomatic reactivation / infection 6+
. CMV disease 0

° No reactivation 14
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Terapia

* 22 pazienti

* Mediana di durata 40 gg (7-158)

e Indicazione:

- viremia refrattaria a trp antivirale 18 pts
- polmonite da CMV 4 pts

* Terapia come single-agent 18 pts
* Terapia combinata 4 pts (+foscarnet)

* ORR86.4% (19/22)
| 3/22 NR
. lél riattivazioni CMV asintomatiche

dopo sospensione

1 pre-emptive; 2 polmonite da CMV resistente

Submitted paper

Start of treatment, day post-transplant

49.5 (-19-211)

Duration of treatment (days), median (range)

40 (7-158)

CMV replication at the start of treatment (copies IU/ml), median

(range)

3669 (143-197000)

CMV replication during treatment — maximum value (copies [U/ml),

median (range)

1233 (35-237000)

CMV replication at the end of treatment (copies IU/ml), median

0 (0-35200)
(range)
CMV R/D, n (%)
-/+ 0
+/- 8
+/+ 14
Treatment outcome:
° Resolution 19 (86.4) 1
° Progression 3(13.6) £
Reactivation after letermovir interruption (19 pts who responded to
letermovir and completed the treatment)
° Asymptomatic reactivation 4
. CMV disease 0
° No reactivation 15
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Outcome

* 0Ointerruzione farmaco per tossicita iyl it

» 8eventiavversigrado Il e 1 grado Ill (5 104 % + Cansored
nausea/vomito) . I SR | TR

% 0.6 -

» follow-up mediano 10.7 mesi (8.2-11.8) S

*  pOS 6-mesi 93.5%, 95.7% e 86.4 nei gruppi di || £ o+
profilassi primaria, secondaria e terapia v .

* 12 pazienti deceduti alla fine del follow-up (5 00+

1 ag a4 23 18 11 a

relapse; 7 decessi trapianto-relati di cui 2 2| 2 2 0 ' ’ § §
decessi causati da polmonite da CMV 0 3 6 : E 15 18

: Months from HCT
resistente al trattamento onths from

Letermovir utilization
2: Secondary prophylaxis

1: Primary prophylaxis

3: Therapy

Submitted paper
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Conclusioni

» conferma disicurezza e tollerabilita in pazienti pediatrici

e da definire la dose giornaliera in base al peso (<18 kg; 18-30 kg; > 30 kg)

» conferma dell’efficacia nel prevenire infezioni clinicamente significative da CMV
in profilassi primaria e secondaria

e da approfondire in futuro i risultati come terapia anti-CMV

v

NCT03940586
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Direzioni future
* durata della profilassi (estensione da 100 a 200 giorni post-TCSE?) NCT03930615

e studio delle resistenze virali di CMV soprattutto nei pazienti selezionati candidabili a
terapia con LMV

Multivariable Linear Regression on Poly gecific
Abﬁﬂ'ute Pﬂl}’fu nctiﬂnal T-cells Respolnses adjusted f{ .
CD4+ T-cells | Pabectan polimnctonal | gy o zanomon | CMV-specifica post-
pp &5 E1CD8s 1wt 0.24(-0.12, 0.59), 0.20

i 1 DE 4 PPE5 CD4+ bk 0.23(-0.05, 0.50), 0.11
_‘_E_ | —re—— i
= 1 DE . peSCOBE | 056024091 <0001
o Cc _— i
— - D1 - Po'”“nc"gzzlr'g . IE-1 CD4+ b 0(0,0.01), 0.15
wA :
E '||::I|:I T IE-1 CD8+ |- 0.04 (0.004, 0.08), 0.03*
':. 1 DJ N P65 CO4+ m 0.02(-0.03, 0.06), 0.42
E 1 D-E 7] ppé5 CDB+ r« 0.05 (-0.01, 0.11), 0.08

il i
- 1 D'3 T T T T T

Control  Letermovir !

Mean difference (MD) Zamora Blood 2021
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