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INTRODUCTION METHODS
* Antibiotic-resistance to carbapenems is a global TARGET POPULATION: patients with confirmed CRAB severe infections. The distribution among infec-
top-priority concern. Infections caused by the tion sites was informed by prevalence data from ltaly.?
Carbapenem-Resistant Acinetobacter Baumannii  MODEL DESIGN: the initial decision node captured rate of all-cause mortality (ACM) at day 28. Microbiologi-
(CRAB) pose a major health risk, often resulting in cal test results are assumed to be available at treatment initiation; therefore, pathogen strain and its antimi-
fatal outcomes. crobial susceptibility profile are known at the time patients enter the model.
» Cefiderocol is a siderophore-cephalosporin indi- Sustained resoonse
cgted for the trgatment o_f infeptions due ’Fo aero- Cefiderocol OR Salvage therapy P <
bic Gram-negative organisms in adults, with limit- Comparator C@ Death <
ed treatment options. It was launched in Italy in CR
2021. Sustained response 4
 AIFA (ltalian Medicines Agency) recognized Figure 1: Summary of model structure
cefiderocol as ‘innovative’ for its important added 3
therapeutic value. Table 1. Treatment-specific costs
to assess the value of cefiderocol in this setting. 95% Cl 0.41-0.68; p < 0.0001) was obtained from a Cofidorocal | € 1500 0 5 € 900
recent meta-analysis that pooled adjusted ORs from o ’
the studies identified by a SLR (1 RCT and 6 observa-  colistin €280 10 J €252
tional studies).3 2 Average price per MIU, dose of 9MIU per day
* Adverse events (AE): renal impairment and Clostridium
* Treatment costs:. EXF. price in Official Gazette (cefi- Cost per day
To assess the cost-effectiveness of cefiderocol derocol); max selling price to NHS of class C products
versus colistin-based regimens for severe CRAB (colistin a}nd treatm_ents |n. combination with f)O|IStIn). : epsis
Gram-negative infections in the Italian healthcare  ° Economic analysis: Italian NHS perspective; 5-year ~ General ward €255 €404
setting, using a decision-tree model to estimate horizon; 3% annual discounting of costs and QALYs.*®  Ventiiation® €309 €992
over a 5_year horiZOn the |ncrementa| Cost_Ef_ ¢ COSt-EffeCtiveneSS threShOId € 40,000 per QALY Intensive care unit’ €1,383 €1,383
: : ’ . . - Lenght of hospital stay? 10. 18.2
fectiveness Ratio (ICER) per Quality-Adjusted gamed.ﬁ. | - enght of hospital stay 0-3 days 8.2 days
Life Year (QALY) and the incremental Net Mone- * Uncertainty analysis: one-way deterministic and prob-  *Average cost per SDO 2021 LOS for each DRG 090, 576
) T : : * Average cost per SDO 2021 LOS for each DRG 089; 575
tary Benefit (NMB). abilistic (ZOOO S|mulat|ons). S Average LOS reported by SDO 2021
RESULTS
Over 5 years, cefiderocol: In terms of NBM, the 28-day mortality hazard ratio The mean incremental cost of the probabilistic sen-
- gained +0.929 QALYs at an incremental cost of  of cefiderocol versus colistin-based regimens is the  sitivity analysis is comparable to that of the
€ 8,243 per patient primary driver of cost-effectiveness. base-case analysis. The probabilistic analysis con-
- yielded an ICER of € 8,871/QALY firmed cost-effectiveness in 100% of 2,000 simu-
. generated a positve NMB (€ 28,923 at a lations at the € 40,000/QALY willingness-to-pay
€ 40,000/QALY threshold) threshold.
Table 3. 5-year base-case cost-effectiveness analysis Figure 2. Net Monetary Benefit outcome Figure 3. Cost-effectiveness Plane
NMB (Difference) €12,000
Cefiderocol | Comparator | Difference €0 €5,000 €10,000 €15,000 €20,000 £25,000 €30,000 €35,000 £40,000 £10.000 R s B ‘
28 day mortality hazard | | | | | | ' ' | — ' s ““_4 p S s P’ L o Sad
Time on initial therapy: i i i i i i i: i i § £8 000 ’ t}?‘;;“ ':_,F’;;"“‘""‘,, '.ﬂ"".’!\ "E ‘.,")L':":‘ 25
Total cost | € 20,652 € 12,410 € 8,243 T tara R e e i P gt XA b T T S A
if response Cefiderocol i i i i i i i. i i % €6’000 ‘ S { 28 v
Time on initial therapy: if no response ' ' ' ' ' ' ' ' c
QALYs 2.337 1.408 0.929 e tocoath ol & ool S e
based regimens , . . . . . : : : —
Pneumor?ia (hospitalisation) i i i i i i i i i €2,000
ICER € 8,371 BSI & Sepsis A
Symptomatic UTI i i i i i i i i i €0
Time on initial therapy: if response : : : : : : : : I 088 089 09 091 092 093 094 09 09 097 098
NMB €eso23  mitiimee |
| | | | | | | | | CE plane @ Probabilistic @ Deterministic
Cost-effectiveness plane reporting the 2000 simulations of the probabilistic
©) Lowerbound @ Upper bound sensitivity analysis
Limitations: 1) assumed availability of microbiological results and accurate knowledge of the sensitivity profile at the beginning of treatment, conditions not always
found in clinical practice; 2) in the meta-analysis, the number of included studies was limited, although only studies providing adjustments for confounders among
patients treated with cefiderocol-based or colistin-based regimens were included.
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