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Real-world dataset demonstrates favorable safety profile of liposomal amphotericin B for the treatment of invasive
aspergillosis in high-risk haemato-oncology patients
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Background

Liposomal amphotericin B (Ambisome®) (LAmMB) remains a cornerstone treatment for invasive fungal disease, due to its broad spectrum of
activity, proven efficacy and lack of resistance. Evidence shows a significantly reduced risk of adverse events (AEs) over conventional AmB and
other lipid formulations. LAMB is an alternative to voriconazole (VOR) for first-line treatment of invasive aspergillosis (IA), in cases of hepatotox-
icity, dermatologic or visual AEs or QTc prolongation. This largest available real world evidence (RWE) study evaluates the AE profiles of LAMB
and VOR in the high-risk haemato-oncology setting.

Methods

This retrospective observational drug utilization study collected data from patient’s medical records. Adult haemato-oncology patients (pts)
were included who received =1 dose of LAMB or VOR for first-line treatment of proven/probable IA (January 2014 - December 2019), in accor-
dance to local clinical practice. Follow-up period was 84 (+7) days or until lost-to-follow up or death. The following were collected: nephrotoxicity
(leading to new renal replacement therapy, persistent renal dysfunction or death), hepatotoxicity (leading to hepatic failure, jaundice cholestatic,
cholecystitis or death), AEs leading to treatment modification or discontinuation (D/C), concomitant nephrotoxic or hepatotoxic medication,
baseline comorbidities (diabetes mellitus [DM], renal disease/injury, liver disease/injury or underlying immunosuppression).

Results

359 pts were included: 127 received LAMB, 232 VOR. Table 1 shows patient and treatment characteristics, haemato-oncological conditions,
comorbidities and concomitant medication at baseline. Two pts (1.6%) in the LAmb group had mild nephrotoxicity, one was considered treat-
ment-related by the investigator, resulting in dose modification. Six pts (2.6%) in the VOR group had nephrotoxicity, none treatment-related. One
LAMB pt (0.8%) and 13 VOR pts (5.6%) had hepatotoxicity; in the VOR group 10 were treatment-related (3 severe/life threatening; 5 resulted in
D/C). Of all pts treated with LAMB, 4.7 % (6 pts) D/C due to any other AE considered linked to study treatment. For VOR, this was 10.7% (25 pts).

Conclusions
This large real-world dataset demonstrates that the occurrence of treatment-related nephrotoxic and hepatotoxic events is rare in high-risk
haemato-oncology patients treated with LAmMB for IA.

Table 1: Descriptive overview of | logy patient: i with LAmB
or VOR for 1A, included from 15 hospitals across Belgi France, Germany,
Spain & UK
LAmME (n=12
_ Age &t disgnosis (years)— Mean {range) 54 (20-81) | sa(19-87)
Gender — Male — N (%) 81 (53.8) 132 (56.9)
Weight [k&l} Mean {range) T2.0{38.7 - 123) 70.8 {38.0-160.0)
1A - bablel 30.7/60.3/0.0 14.2/84.8/0.9
Meutrapenia (<500 neuvuphllal’pL} N (%) 54 (42.5) 105 (45.2)
Comarbidities at baseline — N (%)
Diabetes mellitus 13(10.2) 29 (12.5)
Renal dsease/injury 16 (12.8) 31(13.4)
Liver diseasedinjury 21(16.5) 31(13.4)
Other ive comorbidities 48 (37.8) 58 (25.0)
Underlying haemato-oncokogical condition — M (%)
AML 66 (52.0) 149 (54.2)
ALL 23 (18.1) 25 (10.8)
MDS 26 (20.5) 38 {16.4)
Alo-HSCT 59 (46.5) 83 (35.8)
‘Other haematological disorder needing HSCT 17 (13.4) 3 (14.7)
Treatment
Study treatment
Route of administration — IV — M (%) 127 (100) 163 (70.3)
Dose (mg) — Average {range) 246 (50-T50) 209 (83.7-1000)
Dose (mgikg) — Average (range) 3.5(0.8-10) 4.2 (1.2-10.4)
Days of first-line treatment — Average {range) 18.7 (1-91) 25.9 {1-82)
Concomitant medication at baseline — N (%)
Patients with 2 1 nephrotoxic concomitant medication | 36 (28.3) 56 (24.1)
Patients with 2 1 hepatotoxic concomitant medication | 23 (18.1) W (14.7)
Patients with 2 1 nephrotoxic & hepatotoxic 1(=1} 15 (6.5)
Adverse events
Pts with icity during study - N (%) 2(1.6) & (2.6)
Pts wml lated renal toxicity — M (%} 1(50) 0 {0}
ic medication — N (%] o) hIA
Duranon of study treatment before AE (days)— N 15 A
Severity (Life threatening | Severe | Moderate / Mild) | 0707071 {100) WA
=N (%]
AE resulting in dose ification — M (%} 1100} NiA
AE rasulting in treatment DIC — N (%) 1] A
Pts with icity during study —N (%} 1(0.8) 13 (5.8)
Pts mm reatment-ralated hepatotoxicity — N (%) 0(0) 10 (75.9)
ic medication — N (%) NIA 3 (30)
Duranon of study treatment befiore AE (days) — 24.2 (3 - 64)
Average {range
Severity (Life-threataning / Severe / Moderate | Mild) | NiA | (10] TZ(20) 76 (B0)/ 1
=N (%]
AE resulting in dose modification — M (%) Wi
AE resulting in treatment DIC — N (%} NiA i 5_(50]
“Study freatment DVC due fo AE — N (%) 6(4.7) 25 (10.7)
Abbreviations:
AL = acule lymphobiastic feukaemis; sil-HSCT = slogeneic buemalnonmnc stem call ransplartation, AML = acute
myelold leukaemis, (/G = 1A = invasive ; LAMB = Liposamal Amphodaricin &

(Ambisoms®): Mﬂs = mywlodysplashc syndrame; WA = naram'k:aw vov? wancanazale
Definitions:

+  nephrofasicty: leading fo new renal raplacament therapy, persistent renal dysfuncion ar deatf
«  hepatoloxicity: leading i hepatic failure, jaundice cholsstatic, chalscystitis or death
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