
BackgroundBackground
G-CSF accelerates neutrophil engraftment and decreases the number 
of days of febrile neutropenia (FN) after chemotherapy and stem cell 
transplantation.
Filgrastim (F) (r-met Hu-G-CSF) has been approved in this indication. 
Pegylation of F, Pegfilgrastim (P) decreases its plasma clearance and 
increases its half-life. 
One single dose of P has been shown to be as effective as many doses 
of F in cancer patients treated by conventional dose chemotherapy. 
Many studies demonstrate the feasibility of a unique injection of P after 
reinjection of stem cells but there were no convincing comparative 
studies assessing efficacy, safety and medicoecomic impact of this 
strategy.

1. P after autologous stem cell transplantation is at least as 
efficient and safe than F on clinical outcomes, especially on 
duration of FN, either for lymphoma or myeloma.

2. These results corroborate those of other randomized studies 
with smaller sample size recently published.

3. P strictly dominates F in terms of economic outcomes, i.e. 
had better effectiveness and lower costs on the primary 
endpoint (FN). These economics results seem to confirm 
those of the literature based on Markov modeling approach.

4. P should be considered as a standard of care in patients 
with lymphoma and myeloma after high-dose chemotherapy 
and autologous stem cell transplantation.
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ResultsResults

Table IV: ICER

Patients and methodsPatients and methods

ObjectivesObjectives
Main: To assess the efficacy of a single injection of P 6 mg 
subcutaneously (SC), given at D5 after reinjection of stem cells or F 5 
µg/kg/day SC from D5 to the end of neutropenia.

Secondary: Key secondary objectives were to estimate, for each 
treatment regimen, the respective tolerance profile and to compare the 
cost-effectiveness of the two strategies. 

Design: Open, multicentre randomized phase II trial.

Inclusion criteria: Patients had to be at least 18 years old, with a 
diagnosis of lymphoma or myeloma, a cryopreserved graft of at least 
2.106 CD34/kg, must have had a conditioning regimen without irradiation 
and an intensive chemotherapy. 

Table III: Costs of the primary hospitalisation (in 2009 €)

Figure 2: Confident interval of ICER
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Table I: Characteristics of patients at baseline
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Table II: Study clinical outcomes
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Statistical considerations:
Randomization was stratified on pathology and on center. The primary 
efficacy endpoint was the mean duration of FN defined as ANC < 0.5 G/L 
and temperature > 38°C. Assuming a mean duration of FN of 4 days (SD 
3.7), sample size (75 pts per arm) was calculated in order to estimate, with 
a precision of 0.85 day, a two-sided 95% confidence interval on the mean 
duration of FN in P arm. No formal comparison between arms was planned 
for the primary endpoint. The randomization was intended to afford a 
substantial degree of re-assurance that the historical control value chosen 
to plan the sample size was appropriate.

For economics evaluation, time horizon was the primary hospitalisation, 
point of view was in patient and home care. Costs were provided by the 
departments and pharmacists of the investigator centres. All costs are 
presented in euros 2009. Cost-effectiveness ratios (ICER) were based on 
the primary endpoint. Costs were compared using the Mann-Whitney test. 
Uncertainty was captured by a probabilistic sensitivity analysis using 1000 
non-parametric bootstrap replications. 95% rectangular confidence interval 
was based on the percentiles approach.

All analysis were performed in the intent-to-treat population.
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From October 2008 to September 2009, 151 patients were enrolled by 10 
centers.
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