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® ® ® BaCkgrou nd MethOd S Table 1. Prespecified PICOS criteria applied in selection of economic burden studies and economic evaluations
Of ECO n o m I C EVI d e n Ce I n * Breast cancer (B.C). Is the most common cancer diagnosed among women, with an SEARCH STRATEGY Economic ECONDTIC
estimated 2.3 million incident cases and 685,000 deaths observed globally in 2020. . . S Burden Studies Evaluation Studies
o _ o The total annual medical cost of breast cancer care in the US alone surmounts to * A systematic search was performed according to PRISMA guidelines in MEDLINE,
— $16.5 billion, the highest medical costs of any cancer type in 201013 Embase, and the Cochrane library via Ovid to identify economic evidence - Male and female adults (=18 years) with HER2+ breast cancer*, and - Male and female adults (=18 years) with HR+/HER2+ breast cancer, and
O r m O n e e Ce p o r OS I Ive' . MetestEe bt caneer (FRO) s 2 lermse desse are comprises associated with HR+/HER2+ mBC, including real-world economic burden studies Population - Advanced or metastatic (stage I11B, IlIC, and V) breast cancer - Advanced or metastatic (stage I11B, IlIC, and V) breast cancer, and
) : : o : - ] L . . . N .
o approximately 6% of new cases of breast cancer* Yet, over the past decade, and .model based ecor.lomlc e\{aluatlons of first-line pharmacologic treatments. Receiving induction or maintenance therapy in the first-line setting
advancements in treatment strategies targeting hormone receptor (HR) and human - English-language studies published between January 1, 2000, and May 3, 2021 Intervention and Comparator Any, including no interventions Induction or maintenance therapy in the first-line setting
u m a n p I e r m a rOW a C O r epidermal grOWth faCtor receptor 2 (HERZ) pathways have resu'—ted in SUbStantial Wthh me".: the preSpeCIfleC! pOpUla.thn, |nte.rven1.:|0n, FOmparatOF, OUtCOmeS, and e Healthcare resource use * |CER (e.g., Incremental cost per QALY, Incremental cost per LY)
Improvements in clinical outcomes and new standards of care for patients with study design (PICOS) criteria were included in this review (Table 1). - Direct medical costs (e.g., treatment costs, monitoring costs, AE management costs) - Summary cost outcomes (e.g., cost of illness)

HR+ and/or HER2+ mBC.>” - A supplemental gray literature search was conducted via advanced search in Outcomes - Direct non-medical costs (e.g, transportation cost, personnel cost, patient out-of-pocket expense) - Budget impact

©e_ o
Re Ce tO r 2 - POS It I Ve Ad Va n Ce d - To better inform patient and provider health care decision making in treatment Google Scholar; references of selected systematic literature reviews published - Indirect costs
recently were also reviewed to identify all relevant records. - Intangible costs

selection and drug reimbursement recommendation, importance of comparative

® evidence on healthcare resource use, costs, and treatment outcomes associated STUDY SELECTION & DATA EXTRACTION Study Design Real-world studies (e.g, registry, chart review, electronic health records, administrative claims) Model-based studies (e.g.,, CEA, CUA, CBA, CMA, COI, BIA)
O r M etastatl C B re aSt ( a n Ce r with different treatments (i.e., economic evaluations) is increasingly recognized.® anguage nelish
. : - : : - Two-level screening and data extraction were conducted by two independent
Although the heavy economic burden and the economic evaluations of various reviewers. Any disagreements were resolved by discussion or independent Publication Types All full-text articles and conference abstracts published between January 1, 2000 and May 3, 2021

treatments in BC have been well summarized,’" such data are limited for first-line
therapies in the management of HR+/HER2+ mBC.

arbitratio N by a '['_h | rd reviewe I Abbreviations: BIA=budget impact analysis; CBA=cost-benefit analysis; CEA=cost-effectiveness analysis; CMA=cost-minimization analysis; COl=cost-of-illness; CUA=cost-utility analysis; HR+=hormone receptor positive; HER2+=human epidermal growth factor receptor 2 positive; LY=life year; ICER=incremental cost-effectiveness ratio; QALY=quality-adjusted life year.
*A feasibility assessment was conducted before the systematic search to evaluate the availability of evidence in target population (i.e., patients with HR+/HER2+ mBC). Based on the feasibility assessment, evidence on economic burden in target population was limited. Therefore, the inclusion criteria for economic burden were relaxed to include patients with
HER2+ mBC. Outcomes by HR biomarker status were extracted and summarized if reported.

Objective

: : : : : Figure 1. PRISMA Diagrams for Economic Burden Studies and Economic Evaluations
To systematically review and summarize the economic evidence Results S S
o o ¢, o o ] ] ] ] . . a. Economic Burden Studies b. Economic Evaluations
assoclated with hormone receptor-positive (H R+)/human epldermal - Among 813 total records screened, 39 economic burden studies (based on 32 unique studies) - Economic evaluations (n=8)
growth factor 2-positive (HER2+) advanced or metastatic breast (aF']d 8 eCO“Org'Cbe)"a‘”a“O“S (based on 8 unique studies) were eligible for data extraction + Economic evaluations of various study types in different settings (e.g., study region, perspective, time \dentification Patabase searc \dentification Patabase search
. : : Igure 1a and 1b). horizon) were included (e-Supplement 1b). n=813) = 813)
cancer (mBC; stage IIIB, I1IC, and IV), including economic burden, and , , PP | -
: luati f first-l; (1 L) h logical treat £ - Economic burden studies (n=32) - Among them, 6 were cost-utility analyses (CUAs) in the United Kingdom (UK) and Canada. All of them ! | I
economic evatuations or nrst-tin€ pharmacological treatments. . Economic burden studies encompassed 30 retrospective observational studies, 1 were conducted from a healthcare system perspective with direct medical costs considered only, and le/ab cecords screencd Recordslexclucged (n :)771) itle/ab Record ; - Population (n( :39?)
. . . . . ! ! ! : : . . . . . . N/t Iitle/abstract - P tion (n = 331 Itle/abstract ecoras screene - Int ti =6
prospective observational study, and 1 cross-sectional survey evaluated in different one In Canada also Included societal perspective in which indirect costs associated with productivity Screening (n - 813): J O%rt)goinleo(n s elansre s serss : c?ufcrgfnne'?nn:goo)
® settings (i.e., study population, perspective, study region) within different types of loss were assessed. - Study design (n = 119) _ Study design (n = 83
CO“C[USIO“S studies (e-Supplement 1a). - Lapatinib+letrozole, a guideline-recommended anti-HER2 therapy (AHT) + endocrine therapy (ET), was } }
T one ans et sronca s g cree stopsimorcom wng e R . TS e [T MR
. . . . summarized by HR biomarker status,”*' progression status,”>'® and line of treatments,"”® ' , ) Screening ) - Outcome (n =1 Screening b - -
* The evidence on economic burden among patients with H R+/HER2+ and comparedyacross studies (Table 2a) F\)Nhigle other studies in heterogeneous settings compared with trastuzumab+anastrozole than with ET alone (e.g., letrozole or anastrozole alone) (n=42) - Study design (n =1) (n =24)
mBC, though limited, suggests that patients with HR+/HER2+ mBC were summarized in e-Supplement 2. (Table 2¢c). The cost-effectiveness conclusions were consistent from the healthcare system perspective Records%mluded Records%mluded
. . . . . . . . , . vs. from the societal perspective in the study with two perspectives.? (n = 39)? (n = 8)°
are aSSOCIatEd Wlth h Igher eCO nO mIC bu rden than patlents Wlth ¢ Treatment COStS were fOUﬂd tO be d drlver Of tOtal dlreCt medlcal COStS IN the US (Table . . . . . . . Included Database search and Screemng (n = 37) — Manual search (n = 2)2 Included Database search and Screening (n = 5) — Manual search (n = 3)4
H R—/ H ER2+ BC zb) The total treatment costs ranged from USD 111,616 to USD 183,797 in the first year * One cost-effectiveness analyS|S (CEA) In Australia with the StUdy perspectlve not SpEClﬁed, and 1 cost- Manual search (n=2) Manual search (n = 3)
MmobL. after the diagnosis of mBC or USD 6,390 to USD 7,202 monthly from diagnosis in the US, of-illness (COI) study in Spain from a societal perspective were identified. The CEA compared costs and Corresponding to 32 unique studies Corresponding to 8 unique studies
. I . . which contributed to over 50% of the total direct medical costs19-2 survival benefits of first-line chemotherapy with or without targeted therapy vs. no use of chemotherapy Notes
Despite heterogeneity In study design and cohort population . . . - in the first-line setting, while the COI study assessed direct and indirect costs of active treatments in up e e e 1 DN DA, Pt o et of e o et el Techyolog st Dtabas oty Gl Regster o ontoled 1 Natgnal Heaty s (1) Fcoomc it Databe o st pubshed o 2000 s s conductn oy 200
CharaCte rIStI CS Of' economic b u rd en Stu d 1es In H E R2+ BC’ m OSt . ElreCt(?Or-lt?rr.ltedllcal Ccosts (travel) ;Verez I‘etpzrted(.:_n;lst;S%s(li?:efb) .bllndlreit costs dute to three lines. Compared to direct costs, the indirect costs, measu red by lost prOdUCtiVity due to missed 3 |matrr]]ualsearch_vvgredscreetnedc] a'gqinftttrse3i9nclusi%n/exclu;(;ontg]crlitgri_a allogll_g;h1e7?earch.l e ' f o e s : : :
. . . . O roauctivi 0SS were assesse In stuaies abte - ntangi € COSLS were no I I I I | 2 ggigggrrgliccz e\L/J; ueaninlljs Ieséelg soua i,es reeCC;; Swezze | eeenmlar? ’m;uarlln DRI00T9 20 e257 avUere rﬁ;);luirenge aeS raacsz, Cgareseorga:wnua 2earcs: uolnes.oo e using keywords (e.g,, “ +" “breast cancer”, “economic evaluation”, “cost-effectiveness”) an e review of references in three recen
reported d I reCt med |Cal COStS. The Obse rved med |Cal COStS Increased aSSpessed in arS]/ StUdieS g dayS Of VYOrk for the Workln,g patlents,’ were nOt SlgnlﬁFant (EUR 290'029 vS. EUR 317)’ prObably t.)ecause Of " Isystthematic lite_raturelre\t@evvsl. ‘tsﬁudies?i((jjentigﬁ[)edl fro2n31‘t3he' IrET.l1anua_l sze?rz_:h'vvg?gif:?e%?e%%%?r?i t)he inclusion/leli/(clﬁgio?{ ?ritercija alégg the sealrch. on Googt g keywords g e b t ' uation. veftedt Jandh e " t
y ) the relatlvely small propo rtion of patlents at the wo rklng dage. The stu dy results are presented In Table 2c. 5. In the economic evaluations, in total, 8 records were identified, including six journal articles, one conference abstract, and two health technology assessment reports, corresponding to 8 studies.

with disease progression and by treatment line and might be driven
by treatment costs.

' ' ' ' _ : Table 2a. Total Direct Medical Costs by HR Biomarker Status, Treatment Lines and Progression Status Table 2b. Treatment Costs, Direct Non-Medical Costs, And Total Indirect Costs from Economic Burden Studies Table 2c. Outcomes for HR+/HER2+ mBC of Economic Evaluations
There Is a lack of studies assessi ng the direct non-medical Costs,
. : : . : : . First Cost First Cost First Cost . .
Indirect costs and intan g Ible costs y 11 dicatin g the need of future author Patient group year and Measurement period Mean total direct medical cost author Patient group year and Measurement period Mean treatment cost author Interventions Comparators Perspective year and (R Q?[I)-\e{z’iilife?im otherwise
research to uncover full patient and societal economic burden of (vear) currency (year) ST (vear) currency
o o HR+/HER2+ vs. HR-/ HER2+ Treatment costs Letrozole alone 131 811
+ + . - - ’
patl ents Wlth H R / H E Rz m BC Monthly, unadjusted: 2,656 HER2+ mBC treated with trastuzumab Total pharmacy: 115,453 (B;(;lé)CQ@mm Lapatinib+Letrozole Trastuzumab+ Anastrozole Eanaﬂlan ; CAD, 2015 56,211
. . . . 0 ; . From the date of diacnosis TN ' : HER2+ mBC with CNS metastasis treated . edlthcare system
Economic evaluations identified are heterogeneous in the study ke HERZ mBC (o ate of patholocical et with trastuzumab Total pharmacy: 118,388 Anastrozole alone 102477
. . . . . Schneider o , ifetime, adjusted for death/censoring: 92, . . .
2017 EUR  conformation, or else date _ ] HER2+ mBC without CNS metastasis treated _ (a) Health care system perspective: 152,344
Settl ngS (e°g°r Stu dy regIOnr pers.peCtlver tl rn.e .horlzon)r and mOSt (2021)” of imaging) of mBC until date Monthly, unadjusted: 3,076 %ferg with trastuzumab USD, cost  1-year follow-up period from a pharmacy claim of Total pharmacy: 111,616 1aieriole ellome | (b) Societal perspective: 140,679
. . . « . Lifetime, adjusted for death/censoring: 69,079 chemotherapy (including capecitabine or Total pharmacy: 149,609 24 * * _ - Sy
other treatments were not widely assessed, resulting in limited 1 acusted Jr deathcensonne taxanes) wanace and societal (p) ~ YearNR - (b)Societal perspective: 10,266
d t . f t t t l. t d d ISI I . . d IEAFEJHEO?S% cause, by ER status HER2+ mBC treated with lapatinib, with or Anastrozole alone (a) Health care system perspective: 118,868
eviadence 1o InTorm treatment setwection an ecision making in aru w19, - ’ Total pharmacy: 119,319 (b) Societal perspective: 107,207
. .« g g song HER2+ mMBC USD, cost  Diagnosis until end of enrollment ER-: 12,924 without chemotherapy . _ _ — l
rel m bu rsement. I n ad d |t|0n, aS the treatment landscape for H R+/ (2014)14 year NR or death Month[y BC-related by FR status: First year fO“OWlng the index date (the Initiation Annual HER2‘targed therapieS' 183797 Letrozole /5,448
. . : . . - ER+: 6 8é9 | Mahtani HER2+ mBC USD, cost _date of the HER2-targeted agent) - Delea (2013) Lapatinib+Letrozole Anastrozole UK NHS GBP, cost 59,895
HER2+ m BC haS evo l'VEd since the pU bllcatlon Of the Identlﬁed StUd |eS, ER—:. 6’757 (2021)*° year NR Second year following the index date (the Annual HER2-targed therapies: 104,384 UK™ year NR :
. : ' initiation date of the HER2-targeted agent) Anastrozole+ Trastuzumab 21,836
more contemporary economic models are warranted to evaluate By treatment line — .
Overall (up to five |; fth ) mBC patients treated with HER2-targeted Monthly inpatient treatment, outpatient Lapatinib+Letrozole Letrozole alone GBP, cost 225131
. . . verall (up to five lines of thera - - - SRV TNRTERNRE - : : 3 ,
current treatments ava|labl_e f()r pat|ent5 W|th HR+/HER2+ mBC Smon allp Atients Py Total: 208,682 therapy From patients mqlex diagnosis (|.n|t|al d|agnos|s treatment and pharmacy, IﬂClU(.jIﬂg anti-cancer year NR
Albanell HER2+ mBC (locoregional gaup Montero USD, cost  of secondary malignancy) to their last claim or and non-anti-cancer treatment: 7,202 GBP cost
(2016)™/ EUR, cost  During first line of therapy among (2012)” | year NR disenrollment of their insurance plan, whichever — Monthly inpatient treatment, outpatient Cleeman Trastuzumab+Anastrozole ~ Anastrozole alone ' 69,514
’ . . . : _ ' ' NR
Colomer recurrent and unresectable, year NR patients who received first-line Total: 38,511 mBC treateql with HER2-targeted therapy occurred first treatment and pharmacy, including anti-cancer 2% UK NHS/PSS yed!
(2017 or metastatic recurrent ing fifth line of th and endocrine therapy and non-anti cgncer treﬁtment 63g90 2010 Anastrozole alone 54,151
During nittn line ot therapy among . - ) . 6, '
patients who received fifth line Total: 308,869 Direct Non-Medical Costs Trastuzumab+Anastrozole  Lapatinib+ Letrozole ;C/ieBaP} CNORSt 17,914
Electronic Poster Post-progression vs. stable disease | . Sli?j;ag ElBC treated with trastuzumab plus Total healthcare travel: 2.826 Letrozole alone 54174
. . . . . : . . . . Stable disease Monthly: 4158 et 22 : 2012 EUR First to the last cycle of first-line therapy Hastings . GBP, cost - .
An electronic version of this poster may be obtained by scanning this Quick Response (QR) code with your smartphone app. Copies of this Progressive disease month 1 Monthly: 5,576 (2014) HER2+ mBC treated with trastuzumab plus Total healthcare travel: 2.997 (20100 Lapatinib+Letrozole Anastrozole+ Trastuzumab UK NHS ear NR Lapatinib+Letrozole was dominant
poster obtained through the QR Code are for personal use only and may not be reproduced without permission from the author of this . . — paclitaxel T y
poster. To request permission or to ask questions about the poster, please contact Ashley.Cha@pfizer.com. e Progressive disease month 2 Monthly: 5,610 Fdiec Caste nCODR10019 LapatinibsLetrozole Letrozole alone Canadian CAD, cost 192,344
IX Progressive disease month 3 Monthly: 3,607 overall (u : (2013)% * healthcare svstem oar NR
o p to five lines of therapy) among all . Trastuzumab+ Anastrozole y y 24 567
(2015) ./ HER2+ mBC 2013 USD  Progressive disease month 4 Monthly: 3,553 Albanell patients Total: 26456 L .
Frederix : : _ : : : ,, First-line chemotherapy +  No use of chemotherapy in AUD, cost .
(2013) Progressive disease month 5 Monthly: 3,281 (2016)"/  HER2+ mBC (locoregional recurrent and EUR, cost  During first line of therapy among patients who Total: 12397 Jacob (2020) targeted therapy the first-line setting NR year NR ACost/ALY: 330,978
Acknowledgments and Disclosures: This study was sponsored by Pfizer Inc. Du, Xie, Chen, and Fang are employees of Analysis Group, Inc., which received Progressive disease month 6 Monthly: 2,791 Colomer  unresectable, or metastatic recurrent) year NR received first-line o . .
consultancy fees from Pfizer Inc. for conducting this study. Cha, Law, and Kurosky are employees of Pfizer Inc. and own stock or stock options. A — (2017) Durine fifth line of therapv amone patients who de las Heras  Up to three lines of - Direct costs (5 years): 290,029
8 Py gp . NA Socletal 2016 EUR .
Progressive disease month 7 Monthly: 3,210 eceived fifth-line Total: 49,131 (2020)33 therapy Indirect costs (5 years): 317
Ref : Pl -Suppl t 3. : : . . . ; . . . . N . . . . .
ererences: Flease see e-supptiemen - | Progressive dlseasg month 8 Mo nthly. 3,319 | Lin ERD+ mMBC USD, cost From the first mBC dlagn05|s to the end of Annual: 15771 ‘l\l\zl:);%‘{lggglli‘?;t;TeB;CNZ?Q(j\r%?Crggc?rrterg;egASEEgubarleitays—géaj‘gs?teeraAl#gi/égf;tbalyal\lanSSiiréeCdAEi:nggg?ndIﬁgti(i)%lﬁrl;—lgalgli; SBQ::\LisChe;PS;;d;PSrESIzZ;ahluSrg?iglespécg\i::rgslgrovvth factor 2; ICER=incremental cost-effectiveness ratio; LY=life year;
Abbreviations: mBC=advanced or metastatic breast cancer; ER=estrogen receptor; EUR=Euro; HER2=human epidermal growth factor 2; HR=hormone receptor; NR=not reported; USD=United States dollar (2020)23 year NR follow-u D !
P:]ottgtsz;l, 6 records were included in this table, corresponding to 4 studies. Abbreviations: EUR=Euro; HER2=human epidermal growth factor 2; NR=not reported; mBC= advanced or metastatic breast cancer; USD=United States dollar
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