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BACKGROUND

e Chemotherapies are commonly used for the treatment of mMCRC. Over the past

Table 2: Drug acquisition cost

Formulation

Cost per vialtablet, €

Administration costs estimation

e The unit cost of chemotherapy administration is €395, which is based on code
282072/9606: “Chimiothérapie pour tumeur, en séances”.™

500 mg vial 213
10 years, a number of targeted therapies (bevacizumab, cetuximab, panitumumab, 1000 mg vial 373 e For each regimen, the administration cost per month was based on the unit cost of
aflibercept, and regorafenib) have been approved for the treatment of mCRC™® 5000 mg vial 9.27 administration per visit, the cycle length, and the number of doses per cycle
¢ Targeted therapies are more expensive than chemotherapies; therefore, their clinical 100 mg "'?a' 90750
benefit is associated with economic implications 200 mg vial 614.99
. 100 mg vial 272 61
- Traditionally, the added value of a new therapy has been estimated through the use SVACieUinE 400 mg vial 1003.16
of cost—utility analyses _ e 150 mg tablet 0.49
Capecitabine 500 ma tablet 143
- However, clinical trial data are often incomplete and incremental cost-effectiveness 100 - S 1Eé o4 e Table 5 reported the results incremental median OS (mOS) gain and incremental cost
ratios (ICERSs) are highly dependent on the assumptions used to extrapolate or Cetuximab woe — | 841'22 associated with introducing targeted therapies over chemotherapies
. . . . . mg via .
adjust trial results. In the UK, ICERSs for second-line cetuximab plus irinotecan 2 : : : o
versus irinotecan alone range from £45,237 to £370.044 depending on the 40 mg vial 64.94 - Infirst-line, targeted agents were associated with 3.5-4.7 months of mOS gain with
. : ' ’ e 100 mg vial 161.65 an additional cost of €7009 to €13,986/month
assumptions used Innotecan 300 mg vial 487.02
e Qutside of cost-effectiveness analyses, the relative cost of overall survival (OS) gain has 500 mg vial 811.70 ) :1 ;E;;;fd-lmfhthe 1.4-2.1 months of mOS gain had an additional cost of £11,217 to
not been examined extensively in published literature. Thus, a basic cost-effectiveness 25 mg vial 3.73 ' mon
analysis of targeted therapies in mCRC was conducted from the perspective of a French Leucovorin 100 mg vial 15.51 - In third-line, the cost per month of mMOS gain was the lowest, ranging from €3764 to
national payer, using only observed data 175 mg vial 21.98 €4328, with mOS gains of 1.4—4.7 months
50 mg vial 156.21
- 100 mg vial 312.43
Oxaliplatin )
150 mg vial Ll Table 5: Analysis results
OBJECTIVE e
100 mg vial 373.18 lsource rantic Median PFS, |Median 0S,| Incremental Administration | Incremental | 'ncremental cost, £
Panitumumab 200 mg vial 746.35 friaisource | Interventon 1 months mOS, months ' cost, € | "neremental montr
» To estimate the incremental cost per month of median OS gained with the use of 400 mg vial 1492.70 First.ine
approved targeted therapies, in addition to chemotherapy or best supportive care (BSC) Regorafenib 40 mg tablets, 84 tablets per package 30.40 Hurwits IFL + bevacizumab  10.6 203 47 30258 15,161 32,941 7009
alone, for first-, second-, and third-line treatment of mMCRC 2004 IFL 6.2 15.6 3611 8868
Table 3: Drug costs estimation Van Cutsem E;"ﬁ; 9.9 235 3.3 53,157 16,992 48,952 13,986
2011
” FOLFIRI 8.4 20.0 13,088 7209
> ,. Drug cost D Cycle Drug FOLFOX4 +
M E I H O D S 'If‘.eg_u"rTen. B Dc:.__?e:ﬁl per s 3EirE Eﬁii;“fl'!?”” panitumumab 10.0 239 42 54,049 17,164 43714 10,408
SOUIce - cycle weeks month, € B FOLFOX4 8.6 19.7 12738 14761

| | | | finotecan 125 mgim?  397.65 4 56591
e A review was conducted qf pruFi uct !abe.ls of bEUECIEUFﬂ?t:, cethxlmab, pgnltumun?ab, IFL+ Bl Fuorouracii 500 mg/m? 414 4 6 5 89 . FOLFOX4 + s g . 2o 12529 10581 18,848
aflibercept, and regorafenib to identify pivotal phase 3 clinical trials. Studies were included a"-l:j‘l:ﬁt';wg[;i’ e 20 mg/m? 7 45 4 6 10.60 S bevacizumab
if they demonstrated statistically significant improvement in median OS (Table 1) = T 5 mg/ kg 1054 66 1 2 239087 FOLFOX4 ar 108 e aner
Irinotecan 180 mg/m* 681.52 1 - 1480.68 bevaciumab 57 112 14 21,640 4892 16,842 12,030
.. - . . 0 1 2 (5 mafkg)
Table 1: Summary of clinical trials assessing targeted therapies FOLFIRI Leucovorin 200 mg/m 2301 ! 2 116.83
‘-1?11”'»' mab Fluorouracil* 400 mg/m? 372 1 2 8.09 FOLFOXE 41 9.3 6171 3519
Median "*"j?{;'—”’iﬁm Fluorouracil™ 2400 mg/m? 13.72 1 2 50.64 ) XELOX + - o 4 o0 e 15 703 11217
e 20110 ” . Amo bevacizumal ' ' ' : ’
Reqimen/soure Targeted treatment Median PFS, Median OS, et 400 mg/m? 1296.11 |"Ith'ij| {Eﬂlﬂg NA NA 2012¢ ELOX » o - St
egimenisource therapies duration, months months e , FOLFIRI +
months 250 mg/m 841.90 1 1 3658.25 Amold bevacizumab 57 11.2 14 23,192 4892 17,278 12,341
- Oxaliplatin 85 mg/m? 556.24 1 2 1208 51 2012° FOLERI » o S ae10
_ JOASAL A Leucovorin 200 mg/m? 53.77 2 2 120.54 Fluropyrimidine
IFL . Bevacizumab 9.3 et Zils E?Jitllﬁ:clijmab Fluorouracil* 400 mg/m? 372 2 2 16.18 ﬂ:iﬁﬂﬂ“,r 57 11.2 14 21784*  4348°* 16,608 11,863
- : 2::' 4i 8 . L= . . E 3
Filinuitz 2004 6.4 6.2 156 20147 Fluorouracil™ 600 mg/m? 5.26 2 2 22 85 Sl bevacizumab
FOLFIRI Cetuximab NR 9.9 235 Panitumumab 6 mg/kg 1805.97 1 2 392369 - Flucropyrimidine
= _ + pxaliplatin or 41 9.8 6397 * 128
Van Cutsem 201110 . NR 84 20.0 Oxaliplatin 85 mg/m? 556.24 1 2 1208.51 irinotecan
— Panitumumab NR 10.0 239 FDLFi_IJZ{LL + Leucovorin 200 mg/m? 53 77 2 2 120.54 Van Cutsem FOLFIRI + aflibercept 69 135 14 28,327 921 21,941 15,237
s S - e o fl‘?“'af'ﬂ_‘ Rl Fluorouracil® 400 mg/m? 372 2 2 16.18 2o FOLFIRI 47 12.1 8300 4008
L= £ _ : . I 1aMiomo i i
Sl Fluorouracil™ 600 mgim? 526 2 2 2285
Bevacizumab  10mgkg 167142 | 2 4283 15 I cowamn oy o a7 meo  wst w0 s
FOLFOX4 Bevacizumab 4.6 7.3 12.9 Oxaliplatin 100 mg/m? 556.24 2 4 1173.08 2005 e . ;
Giantonio 2007 — 3.2 4.7 10.8 FOLFOXE + Leucovorin 400 mg/m? 105.36 2 4 22891 Grothey Regorafenib 19 6.4 14 5270 0 5270 1764
Oxaliplatin- or Bevacizumab 42 57 1.2 VScwrdlluEl Fluorouracil* 400 mg/m? 3.72 2 4 8.09 2013 Placebo 17 50 0 0
irnotecan-based LI VI Cluorouracil™ 2400 mg/m? 13.72 ’. 4 59 B4 *Weighted average of costs for FOLFOXE + bevacizumab, XELOX + bevacizumab, and FOLFIRI + bevacizumab from Amold 2012.
;hemﬂther%f]’ﬁ » - 3.2 4.1 9.8 Bevacizumab 5 mglkg 1054.66 2 4 2291.37
ennouna 2013™
: _ XELOX + Capecitabine 1000 mg/m? 5.55 28 3 224 95
FOLFIRI | Aflibercept 4.9 6.9 13.5 WP N  Oxaliplatin 130 mg/m? 809.91 1 3 1173.08
Van Cutsem 2012" - 42 47 12.1 WGPVl Bevacizumab 7.5 mglkg 1520.22 1 3 2201.91
Third-line Innotecan 180 mg/m? 681.52 1 2 1480.68
BsSC Cetuximab NR 17 95 FOLFIR] + Leucovorin 400 mg/m? 105.36 1 2 22891
Karapetis 200874 N NR 19 48 SEIETAELY  Fluorouracil™ 400 mg/m* 3.72 1 2 8.09 Based on this analysis, which considered only observed data without
20128 - : . . :
RSC Regorafenib 17 19 6.4 SRl Fluorouracil™ 2400 mg/m? 13.72 1 2 50.64 extrapolation, the incremental cost per month of mOS gain varies greatly
. ey 201315 Bevacizumab  5mg/kg 1054.66 1 2 2291.37 in France, both by treatment and by line
; : = LB L GEL inotecan 180 mg/m? 681.52 1 2 1480 68 _ _ - _ _ _
i IFL is no longer standard of care. COLEIRI + Leucovorin 400 mg/m? 105.36 1 9 298 91 The survwal.galn on targete:? the.eraples is the highest in ﬂrst—llne treatment
Il. An updated exploratory analysis. | | aflibercept i . compared with second- or third-line treatment. The addition of a targeted
iii. A retrospective analysis; tumor samples were not available for all patients. e Fluorouracil 400 mg/m 3.72 1 2 8.09 ] ] N o )
BSC, best supportive care; NR, not reported jﬂ_”r'-;:f-”bﬁ”" Fluorouracil™ 2400 mg/m? e . 5 R agent gives the highest additional cost per month of OS gain in second-line
*Bennouna ef af presented the average results for bevacizumabh added to a variety of oxaliplatin- or irinotecan-based chemotherapies. 2012% : ! ! treatment, fD"DWEd by’ ﬁl’St—"l‘IE 'lI'EEtITIEI"I'I, With thE |ﬂWES‘l cost per ITICH"Ith 'Df
The dosing regimens for the most commaon three regimens were used; these dosing regimens were taken from an ASCO presentation of Aﬂlhﬂ'fﬂﬂpt 4 rngﬂ'l:g 1071.23 1 2 2328.03 . . ; . .
the study.® Cotuximab Initial loading mOS gain provided by third-line treatment. Regorafenib was the most
e LW © 2 . . . .
+ BSC Cetuimat Sl LEE dose ik i cost-effective treatment in this analysis
- eluxima
: : : : . ,Ifﬁmffnj 250 mg/m? 841.90 1 1 3658.25 The impact of this analysis on the management of targeted agents in France
» Treatment duration was not consistently reported across all trials. For this analysis, 2008 hould b lored furth d fut | hould der oth
median PFS was used as a proxy for treatment duration, which should be reasonable gz sl STIOUIC bE explored TUrthet, and TUIUre analyses should consider otner
_ _ _ _ + BSC : treatment-related costs, such as adverse event management and disease
because most patients discontinue therapy due to progression or death.’ The model Regorafenib 160 mg 121.58 21 4 2773.75

considers the drug and administration cost over the treatment duration

- Adverse event management and disease management costs are not included in the

Grothey
20131

*Bolus.

*Continuous infusion.

management costs, as well as dose adjustments to manage toxicities

analysis
Table 4: Estimation of number of units: sample calculation for cetuximab 400 mg/m? References
Drug costs estimation e [ e i
NUIT'I bE"r — " ; ; _ 2. Vectibix: EPAR Product Inﬁ:lrrm.linn. Accessed 18 May 2015.
- . : Body Proportion of Number of vials Proportion of Mumber of vials 3. Zaltrap: EPAR Produet Information. Accessed 18 May 2015.
e The acquisition costs for targeted therapies and chemotherapies were based on the of surface patients, % per dose patients. % per dose 4. Efbiux: EPAR Product Information. Acoessed 16 May 2015.
2015 public price including VAT from I'Assurance Maladie de la Sécurité Sociale 100 mg area. me : Stivarga: EPAR Product Information. Accessed 18 May 2015.

vials

(Table 2)6

F'F‘r Per . Hoyle M, ef al. hitpzifwwwe nice.org.ukfiguidanceita?d Xdocuments/colorectal-cancer-metastatic-
& : = s £ & oty re g - iy 2nd-line-cetiamab-bevacizumab-and-panitumumab-review-assessment-repori2.
Cumulative dose 100 mg | 500 mg | Cumulative dose 100 mg | 500 mg mocessed 18 May 2015,
) 7. Bennouna J, ef al. Lancet Oncal 2013;14:28-37.

» The recommended dosing regimens were based on clinical trials identified in Table 1,

1 0.3 0 0 1 0 0 0 1 0 8. Amold D, et al. J Giin Oncol 2012;abstr CRA3503.
and were used to estimate the costs in Table 3. Body surface area (men: 1.93 B 05 0 0 2 0 0 0 2 0 D. Hurwitz H, ef al. N Engl ./ Med 2004;350:2335 2342
2 . 3 : . . 10. VWan Cutsem E, et al. J Clin Oncol 2011;28:2011-2018.
0.19 m?, women: 1.68 £ 1.8 m?) and weight (men: 79.8 = 15 kg, women: 65.3 = 14 kg) 3 0.8 0 0 3 0 0 0 3 0 |
. - 11. Douillard JY, &f al. Ann Oncol 2014 ;25:1346-1355.
are based on a study of cancer patients in the UK 4 10 0 0 4 0 0 0 4 0 12. Giantonio BJ. ef al J Clin Oncol 2007:25:1538-1544,
5 1.3 0 0 0 1 1 1 0 1 12. Van Cutsem E, et al. J Clin Oncol 2012;30:3490-3506.
- The analysis assumed that the population is 48% male, based on 2012 OECD 6 15 1 1 1 1 16 15 1 ’ 14. Karapefis CS, et al. N Engl J Med 2008:350:1757—1785.
p’ﬂpu Iat"Dn StatIStICS1B ? 1 8 1?' 15 2 1 55 49 2 1 :: Eemnte:n:ai :_:::12::;;:;23_;151 des Medicaments et Information Tanfaires.
: 8 20 64 47 3 1 96 31 3 1 Accessed 5 Feb 2015,
e The drug cost per month of a treatment regimen was based on the recommended dose o 51 o 2 A ; 100 A 4 1 17. Sacen JJ, et al. PLoS One 2010;5:28023.
of each drug, the number of vials/capsules required to achieve dose, the cycle length, o 2:5 - e T s e . . > B e e e 2015, Ntpistats oecd org 63e
and the number of doses per cycle Mean vials ) o0 o Mean vials ) oo 19. Agence Techriaus de Linformaton sur L Hospiaisaion. Méthode atemative a comparaisor
: : : : - : d ' ' d ' '
- The analysis assumed that vial sharing was not allowed (i.e., after administration, Eirst[;? F;rst[;:
the remaining drug in a vial would be discarded) vial, € 168.24 84122 vial, € 168.24  841.22 Ack led ¢
. . . . M t M t cKnowieagments
e The number of vials/tablets required to achieve the specified dose were based on p;?jg:?g 138272 p:adlzsg 121471 g
methods described by Sacco et al, 2010.7 A sample calculation for cetuximab is : This study was sponsored by Bayer HealthCare Pharmaceuticals. Editorial assistance in the
Weighted : | : ; ~ditoria i
. . . . 1296.11 preparation of this poster was provided by Choice Healthcare Solutions with financial support
presented in Table 4; similar calculations were performed for other drugs average, € from Bayer HealthCare Pharmaceuficals.
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