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Patients with hormone receptor-positive, HER2-negative breast cancer who

Table 1. Sample characteristics

e Table 2 shows no significant differences in clinical events or QALYs.

Figure 2. Cost-effectiveness plane ET + PAL vs ET: MICE/SUR

hf':\ve residual invasive disease after neoadjuvant.chemotherapy (NACT) are at ET + PAL ET  Differences in costs between arms were dominated by the cost of PAL. 36000-
high risk of rela!ose. P.ENELOPE-B.was a dou{olg-blmd, pIacebo.-controIIed phzflse N2=633 N=611 « Number of patients varied by outcome due to item-missingness, loss to g 32000-
IIl study that investigated adding palbociclib (PAL) to adjuvant endocrine % (N) % (N) follow-up, and censoring > \CER=754297
therapy (ET) in these high-risk patients. Clinical results showed no improvement First diagnosis < age 50 vs > 50 56 (356) 57 (347) ' : g
in invasive disease-free survival with ET+PAL compared to ET alone!. Of note, ypN 0-1 vs ypN 2-3 49 (313) 50 (304) Table 3. Incremental costs, QALYs and ICERs at four years of FU 8
PAL use in early breast cancer is not approved. Here we evaluated the cost- Ki-67 status > 15% vs < 15% 28 (178) 29 (177) Adjustment for None/None CC/SUR MICE/SUR *%
effectiveness of ET+PAL in PENELOPE-B. CPS-EG score 2 3 vs 2 and ypN+ 60 (380) 59 (361) missing values/ N costs =1145 N =1007 N = 1244 5
Tumour grade 1 or 2 vs 3 53 (337) 52 (315) baseline characteristics N QALYs = 1104 2
Breast reconstruction surgery (yes/no) 16 (104) 20 (120) | 1 1 ; . , :
A total of 1250 patients were recruited from 221 centres in 10 countries Germany (yes/no) 34 (218) 35 (213) Incremental costs 32138 (735)*** 34942 (362)*** 34114 (695)*** | Incremental QALY |
. T T . . . . . a3 ' in PAL +ET and 3 i in ET h d stud luded. Key: ET = Endocri h : PAL = Palbociclib; MICE = Multiple | ion by Chained
accordlng to the ellglblllty criteria ShOWﬂ In Flgure 1. Health and medlcal KeyeaEtl'?TsElr?docrineThzr:apy;plggin:tsl;glbocirlirg;vl\g2rlili\ﬁlrjziaor:i)a;teuntg;trsegting?;r\:ézrﬁjEE;(erLiJatieon; Incremental QALYs .048(.065) -.0136(.028) .045 (.055) Egﬁations; SnUgC:nSeeterﬁirr?gI{/ Unrelatef:l1 Roecglj(r:elssions; QAL\l(J:p(guZI]i?;-fg?unste% Lifglr\]((;ars; ICER
i CPS-EG = Clinical Pathological Stage-Estrogen Receptor; = Incremental Cost-Effectiveness Ratio.
resource use were assessed before, during, and after treatment for up to 72 ICER 664837 PAL dominated 754297

months. The EQ-5D instrument was used to score health-related quality of
life2. Patient diaries and questionnaires were used to collect information on
healthcare utilization.

Key: QALY = Quality-Adjusted Life Years; ICER = Incremental Cost-Effectiveness Ratio; FU = Follow-Up; CC =
Complete Case analysis; SUR = Seemingly Unrelated Regressions; MICE = Multiple Imputation by Chained Equations;
N = Number of patients; SD = Standard Deviation; SE = Standard Error; ; *** - statistically significant at 1%; ** -

 Table 1 shows patient characteristics were balanced between
the arms, further details on the sample are available from Loibl Number of p ard Deviation
statistically significant at 5%; * - statistically significant at 10%.

et a|1. SUR control for stratification factors, baseline healthcare use, and country; QALY equation also controls for baseline

Figure 1. Trial design utility

One year of PAL added to ET is not likely to be cost-
effective in women with residual invasive disease after

/xf/ﬂmz_breastcancer A /ft,Li,‘Qﬁfig‘:ﬂf‘;;‘;rZ_lVsypN2_3 h Table 2. Clinical events, costs and QALYs * Table 3 compares raw differences (column ) in costs and effects NACT- We founszl Iimited evidence. suggesting PAL enabled
O e AT e || | ABESS0w>S0yrs ET +PAL ET between the arms to impact estimates adjusted for stratification and || @dditional marginal improvement in health and some cost
ypP _R;gian:Asi;:SV;non°Asian . Mean (SD) Mean (SD) P-value baseline characteristics in complete case (CC) analysis (column 1) and savings in later years, however, these did not offset the
\ Primary Endpoint: iDFS /) \ (= CPS-EG Score: 23 vs 2 and ypN+__/ Clinical events N = 1244 following imputation of missing values using MICE (column Ill). Across | initial cost of PAL therapy through year six. The analysis is
Palbociclib FU to event (years) 2.14 (1.27) 1.77 (1.24) 0.009* specifications costs were consistently higher in the ET+PAL arm (by  Subject to self-report bias and limitations of the data
Neoadjuvant Surgery +/- 1R1 < G121 28 for 13 eyeles Zilri]p;eer of refanses (1)(253 2(1)362;; 2(25; Eg;g; 822; approximately the cost of PAL) while impact on QALYs was highly Icollec’(cjion instruments. AdminiStLative dcenso;ing further
Chemothera Radiothera . . : . . y . . . . . . . imi i I i
All patientsend:’c\r’inetherapvaccordingto Iofz:standards cliall-glc,?Zt;t?for 13 cycles ;ecc;Edary malignancy 82(2) Eg;g; g(J)j Eg;i; 8;23 \r/:g;k\)/leew Ji,sgilgie;):;:asiitur:argmal Improvement In patients with imited power to estimate impacts beyond year tour.
ea : : : : : ’
Medical costs were assessed from the German health system perspective Quality of life N = 1104 e After the first year, differences in costs and QALYs were marginal and —
using publicly available 2020 price weights3®. Costs and effects were FU (years) 3.10(1.32) 3.06 (1.34) 0.683 increasing over time to favour PAL; however, the absolute magnitude 1. Loibl S et al. J Clin Oncol 2021; 39(14): 1518-1530.
discounted at 3%. Main results are shown at four year follow-up (FU), Baseline utility 0.90 (0.13) 0.89 (0.14) 0.179 of cost savings was highly uncertain due to the large fraction of | | 2. Greineretal. EurJ Health Econ 2005; 6(2): 124-130.
estimates for years five and six were adjusted for administrative censoring Total QALYs 2.55(1.13) 2.44 (1.10) 0.099* administratively censored observations (53% in year five, 84% in year | 3= LauerTaxe Lauer-Fischer Gmb 2020. Available from: https://www.lauer-
with inverse probability weighting’. The incremental impacts of PAL on costs Total discounted QALYs  2.39 (1.03) 2.29 (1.00) 0.101 Six). ggczhl?_r'de/lf/selten/ShOp/Apoware/Katalog'apr' [Accessed February 10,

and quality_adjusted life years (QALYs) were modelled with Seemingly Total cost (EUfOS, 2020)N=1145 ° Bootstrapped (1000 rep|icati0ns) incremental impacts (dots) and the 4. Fallpauschalen Katalog 2020, InEK. Availablefrom:httpS://WWw.g-

: . : _— FU (years 3.20(1.00 3.16 (1.01 0.443 _DRG- i _
unrelated regressions (SUR) controlling for patient characteristics and Targ;ted ’Zherapy 3551£; (80;,5) 989 ((3893; - resulting ICER (black line) shown in Figure 2 for MICE/SUR specification z;ijséaCzﬁoggG[:Zii:;Zg;gl/z%IIpzaouzslc]halen Katalog/Fallpauschalen
healt.hcar(.e utlllzat.lon at .baselln(?. Missing o.utcome values.were |rT1p.uted with Total costs 43050 (13383) 7685 (9690) - highlight that the variation in ICER was driven primarily by the | 5. online.Version des EBM. KBV 2020. Available from:
multiple imputation using chained equations (MICE) via predictive mean Total discounted costs 41490 (12606) 7212 (9004) %%+ variation in the impact of PAL on QALYs. https://www.kbv.de/html/online-ebm.php. [Accessed March 3, 2021].

i i itivi i i ) 6. H bericht, KBV. Available f :
matChlng (PMM) Scenarlo and SenSItIVIty analyses explored uncertalnty In Key: QALY = Quality-Adjusted Life Years; ET = Endocrine Therapy; PAL = Palbociclib; SD = Standard ° For Ger‘many sub-samp|e ICER was est|mated at 787198 Euros per‘ htc’)cz(s):r/e}:/v;r\:vc.kbv.de/ht\l{re\';/?lorfo::rrgericht.php. [Accessed February 25,

Deviation; N = Number of patients; FU = Follow-Up. *** - statistically significant at 1%; ** - statistically
significant at 5%; * - statistically significant at 10%.

patient pathways and costs. Subgroup analyses were performed for key

tic risk fact QALY gained; ICERs were above 600000 Euros in all other scenarios 2021].
prognostic risk factors.
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