Table Il: Study clinical outcomes Table IV: ICER

P arm F arm Costs FN
Statistical considerations: (n=75) (n=76) (€) (days)
Randomization was stratified on pathology and on center. The primary Mean SD Mean SD P (n=75) 23,204 3.07
G-CSF accelerates neutrophil engraftment and decreases the number efficacy endpoint was the mean duration of FN defined as ANC < 0.5 G/L Duration of FN 3.07 1.96 3.29 2.54 F (n=76) 25 448 329
of days of febrile neutropenia (FN) after chemotherapy and stem cell and temperature > 38°C. Assuming a mean duration of FN of 4 days (SD Lymphoma 3.49 1.92 4.15 2.85 _
transplantation. 3.7), sample size (75 pts per arm) was calculated in order to estimate, with Myeloma 2.60 1.93 2.33 1.72 Ditference between P and F 2,244 0.22
Filgrastim (F) (r-met Hu-G-CSF) has been approved in this indication. a precision of 0.85 day, a two-sided 95% confidence interval on the mean Days with fever 5.65 4.21 7.12 7.51 ICER P dominates
Pegylation of F, Pegfilgrastim (P) decreases its plasma clearance and  duration of FN in P arm. No formal comparison between arms was planned Days to reach ANC>=0.5G/L 7.43 396 7.17 2 94
increases its half-life. for the primary endpoint. The randomization was intended to afford a Days to reach ANC>=1G/L 1005 650 1199 881
One single dose of P has been shown to be as effective as many doses  gpstantial degree of re-assurance that the historical control value chosen Days with platelets <20G/L 319 414 3.61 7 79
of F in capcer patients treated by. c.:f)nventione.ll dorseI chemotherapy. to plan the sample size was appropriate. o N -
Many studies demonstrate the feasibility of a unique injection of P after _ _ _ _ _ S Days of hospitalization from 15.48 482 16.64 9.54 I ' ' ' T
reinjection of stem cells but there were no convincing comparative For economics evaluation, time horizon was the primary hospitalisation, reinjection =hes T T
studies assessing efficacy, safety and medicoecomic impact of this  POInt of view was in patient and home care. Costs were provided by the Red blood cell transfusion units 2.01 251 257  5.55 i -
strategy. departments and pharmacists of the investigator centres. All costs are Platelet transfusion units 3 43 349 3.99 7 64 | * ]
presented in euros 2009. Cost-effectiveness ratios (ICER) were based on Days of antibiotics 5 49 611 986 3490 A:ZE
the primary endpoint. Costs were compared using the Mann-Whitney test. F injections 7 03 174 - . j -
Uncertainty was captured by a probabilistic sensitivity analysis using 1000 n % n % -2 -1 O 1 = =
non-parametric bootstrap replications. 95% rectangular confidence interval Pts without any fever 6 30 6 79
was based on the percentiles approach. Pts with grade 3 or 4 adverse event 39 520 40 526 Figure 2: Confident interval of ICER

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
ug/kg/day SC from D5 to the end of neutropenia.

All analysis were performed in the intent-to-treat population.

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

P arm F arm

Secondary: Key secondary objectives were to estimate, for each (n=75) (n=76)
treatment regimen, the respective tolerance profile and to compare the Mean SD Min Max Mean SD Min Max P-value
cost-effectiveness of the two strategies. | Hospitalization 20680 6438 14695 53436 22236 12748 14695 89505 0,35
E;(r)]ttr;rgctober 2008 to September 2009, 151 patients were enrolled by 10 Transfusion 1033 1018 216 7759 1312 2596 0 21642 0.39
Anti infectious 851 1371 0 6663 1138 2828 0 20141 0,43
Table I: Characteristics of patients at baseline Antifungal 465 1157 0 6217 74 2433 0 16576 0,32
y— E arm Ant/:b{'otics 336 399 0 2004 311 479 0 35631 0,32
Design: Open, multicentre randomized phase |l trial. (n=75) (n=76) Antiviral o1 o1 0 278 >3 46 0 296 0,80
Growth factors 639 89 629 1396 762 230 262 1396 <0,01
Inclusion criteria: Patients had to be at least 18 years old, with a Median age (range) 58.6 (18.6-72.8) 55.1 (20.0-74.7) Total 23204 7910 15871 64725 25448 17077 16180 131986 0,30

diagnosis of lymphoma or myeloma, a cryopreserved graft of at least
2.10°% CD34/kg, must have had a conditioning regimen without irradiation n %o n Yo

and an intensive chemotherapy. Male gender 45 60.0 41 53.9
*Haile SR, Buset EM, Petrausch U,et al. Renner CZ.OI;egfiIgrastigcreduces the length of hospitalization and the time to engraftment in
. . Itipl | tients treated with Iphal d auto-SCT d with fil tim. Ann H tol. 2010 Aug 13. [Epub ahead of
Lymphoma 40 53.3 40 52.6 1. P after autologous stem cell transplantation is at least as pring] e PAtents HESIed W mEpRaTan S5 and atfor=h T compared With Tgrastim. S Hemeato 19 13. [Epub ahead o
ff i t d f th F | ] | t . " -Rifkinh R, ISglitz«:jr G, Orloli;f G et aII. Pegfilgrastim appeal;‘s equ:_\llahen': toI dailz dosircig of filgrastim to treat neutropenia after autologous
. peripheral blood stem cell transplantation in patients with non-Hodgkin lymphoma. Clin Lymphoma Myeloma Leuk. 2010 Jun;10(3):186-91
Enrollment | Expel"mental arm P SC -6 mg Myeloma 35 46.7 36 47 4 chicient and saie an on clinical outcomes, especially on -Mathgv::_?, Adel N, IBQice I:IID ar aI:rRetro?pectzi\g:ocgmpzriign 1of2t2he eﬁegts of filgrastim gnd pegfilgraystim on tr?e pace ofuengraftment in
: : to- tients. t. ;45 :1522-7
X i > 2nd t | t 9 12 O 7 9 2 duratlon Of FN, elther for Iymphoma or myeloma- -?;uer%s Ai,l I?gxl-e(;‘?ismar?rl‘vel, [I)Baa%%\\:/og:amsgtzrll. R_I?ndom(litzed(éng%(?elwlll t:iéllsof(sgggsfislgrastim versus filgrastim after autologus peripheral blood
. = = ) \ t t tation. Bi t. ; : -85.
1 randolmlzatlon D5 D100£10 ranspian ' ' 2. These results corroborate those of other randomized studies -sétaesr;rtlag?\ﬁ La,ngparinnaA?\tzo%, Ltle?lliséoé:e‘tj alﬁglgc%gfiléa;%gfilgnversus filag):'astgnz after high-dose chemotherapy and autologous peripheral blood
Conditioning regimen with smaller Sample size reCentIy pUbIIShed -555?04%(:(3,;%1;%?\}7!; Fenk R et ai. Pegfilljg’ras(tiZh for PBSC mobilization and autologous haematopoietic SCT. Bone Marrow Transplant. 2009
DO Control arm F SC — 5 ug/kg/D : : : : : -Ballestrero A, Boy D, Gonella R et al. Pegfilgrastim compared with filgrastim after autologous peripheral blood stem cell transplantation
? | BEAM 33 44.0 32 42 1 3.P Strlctly dominates F in terms of economic OUtComeS, .. in patients with solid tumours and lymphomas. Ann Hematol. 2008 Jan;87(1):49-55.
Stem cell A * — had better effectiveness and lower costs on the prima
- D100+10 P ry
transplantation D5 : ZBEAM 6 8.0 4 5.3 , : :
Absolute neutrophil count (ANC) > 0.5G/L endpoint (FN). These economics results seem to confirm
Melphalan 30 40.0 34 44.7 : :
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