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BACKGROUND METHODS

U n d e rt reatm e nt rate S a S S 0 c i ated fa cto rs e Current treatment guidelines for la/mUC e |n addition to maintenance, |O may be givenin e Previous studies have suggested that some e We conducted a Cochrane guideline—based SLR of real-world evidence of NST in patients with la/mUC published from 2017-2022 (including a study
? ’ recommend platinum-based chemotherapy as patients with la/mUC as 1L treatment for PD-L1- patients with la/mUC do not receive ST.4¢ While period of 2015 or later). Studies published in English, Spanish, French, and German languages from any country were included
. . . 1L ’rreo’rm.en’r tor all eligib]e patients, ™ f.ollow.ed positive an for platinum-ineligible po’rien’rs,. of median O5 W.”h ST is42;24 months, N3T prognosis s e The Cochrane Library, EconlLit, Embase, MEDLINE, and MEDLINE In-Process databases were searched on 25 February 2022. The following conferences
a n d S u rVIVa I a m 0 n g p atl E ntS Wlt h I 0 C a I Iy b{] 'L mom’renon;e ICf) W'Thffvelﬁjr?.qb mkp))c:’rledn’rs 83 sec(;o]nLd—Ikl]ne (Q’Ir_k)w freatment following plafinum- poor and Os s short* were hand-searched for abstracts published in 2017 and later: American Society of Clinical Oncology (ASCO) Annual Meeting, ASCO Genitourinary
i : \ghgrr?g?hg;%gre‘ssmn_ ree atier platinum-base ase chemotnerapy . Underutilization of ST in patients with la/mUC has Cancers Symposium, European Society for Medical Oncology Congress, International Society for Pharmacoeconomics and Outcomes Research

a dva n ce d 0 r m eta Statl c u rot h e I I a I Py e For end-stage disease, supportive care is not been comprehensively investigated, and annual conference, and European Association of Urology Congress
recommended (eg, analgesia, antibiofics), as questions remain regarding the drivers behind * |In the absence of statistics describing associations of patient characteristics with NST within the publications of interests, we performed Fisher's exact
well as paliiative surgery or radiotherapy freatment decisions and the high mortality rates tests (statistical test used to analyze contingency tables) using MedCalc software for categorical variables as post hoc statistical analyses

despite the newly available agents in this setting

cancer (la/mUC): a systematic

literature review RESULTS

 Data were extracted from 29 selected records e Patient characteristics differed slightly between e |n 8 studies (10 subgroups) from European e |In 8 studies (9 subgroups) from the rest of the e One study’ reported a longer OS in patients e Age was the most commonly reported patient
representing several regions (Figure 1), the studies to include special populations of countries: world, NST rates were reported to be on the treated with 1L chemotherapy followed by 2L characteristic and was significantly associated
including ’rhe USA, the EU, The UK,.ASiO, Rus.sio, mU.C., metastatic upper tfract UC, or node- _ NST rates of 40%-74% were reported within lower end pf the spgc’rrum (7.1%—36%),;222:8 with IO than in those treated wi’réh 1L chemotherapy with NST in 5 studies
: : >40%325 : : :
group A NST ctes wero fighes n e
(n=10) or analyses of large databases of e Among 13 studies (14 subgroups) from North UK studies (70%-74%),'*!” followed by e Seven studies*¢791219.2¢ reported OS data for chemotherapy (ine of therapy not reported) included poor ECOG performance status (2/3),
o Ny J America, NST rates were 14%-60% (Figure 2) Denmark (64%).' the Netherlands (48%)," both treated and undertreated patients Y Y P poor renal function (2/3), metastases spread
o , , , _ , 5 registries (n=19). Overall, the SLR represented and Spain (40%)2 . . 4910131926 s : I~
T. Wilke," L. Zhang,? E. Hubscher,2 M, Musat,? S. Harricharan,? M. Kearney 87.784 patients, with a range of individual study — Yearly NST rates from 2015-2019 ranged (Figure 3) Six s’ruc;hes | recorded characteristics outside the Iymph nodes (2/2), .COI’ﬂOI’bIdITIeS
'Faculty of Economics, University of Wismar, Wismar, Germany; “Health Economics and Outcomes Research, Cytel, Waltham, MA, USA; population sizes from 14 t018,888 participants from 48%-58%,'° largely consistent with 3 — NST rates within group B ranged from 8%- _ Median OS in patients with NST ranged of poflenT§ W]ILI’QLNST (Table 2), b.u’r.only 2 of (2/2), non-White rocg or ethnicity (2/3), female
°Global Evidence and Value Development, Merck Healthcare KGaA, Darmstadt, Germany . Iarge database onolyses in the USA that 12%, excep’r for a Dutch multicenter s’rudy9 from 2.0-6.9 months compored with 9.2-34.5 fhese STL.JdleS .' performed STGhSJ”C.Gl Cmalyses SEeX (] /6): and the primary organ bemg fhe
e Among the 2? s’ruqhes (Table 1), 3 types of NST reported NST rates ranging from 40%-60%1-13 with a small study population (<100), which months in those who received ST comparing with patients who received ST; bladder (1/1)
groups were identified (groups A, B, C) . . reported a rate of 53% post hoc Fisher’'s exact test was performed
— A total of 33 subgroups were identified — The outliers of the recent group A studies o — The difference in OS between patients to analyze the association of patient
because 4 studies reported patients from were 2 USA studies with NST rafes of — NST rates within group C were 22% with NST and those who received ST characteristics with NST for the remaining
2 types of NST 23% and 14%'** (Denmark®') and 57% (the Netherlands®) was statistically significant in all studies 4 studies*#1019
SCO PE except one
* The objectives of this systematic literature review (SLR) were to Figure 1. PRISMA diagram Figure 2. NST rates by geography Table 1. NST summaries by category

7 , 831 Articles ide ntlfl ed NST categories Q Group A: Supportive care (surgery, radiotherapy, BSC) was not reported Q 2015-2019 yearly data for Bilen et al. 2021 P q h e nfS U n d el'i'l'e q fe d

through OVID search \ . . . .
2 Description of patients No. of Median North Americaq, European countries, |Rest of the world,*
9,392 Records excluded with NST studies |(range), % range, % range, % range, %
Prior to 2017 3,989

comprehensively characterize treatment patterns in la/mUC,
focusing on rates of patients who did not receive systemic
treatment (NST), clinical and sociodemographic factors, and

Identification

(il i ' -
. . . Trials 784 696% | 6445 Supportive care (surgery, radiotherapy, BSC)
resulting overall survival (OS) in the real world Duplicate 619 A Wwas not reported 19 47.2 (9.3-74.0) 14.3-60.1 39.6-74.0 9.3-62.6
v 48%
2,439 Records selected 1,943 Records excluded 40% ., Supportive care (surgery, radiotherapy, or BSC)
CONCLUSIONS for absirac! review Population 839 o B was provided instead of 1L ST 7 250 (7.1-57.4) 25.0° 8.3-93.3 7.1-57.4
Intervention 0
] . ] . . ? Outcomes 450 C Surgery or radiotherapy was not provided 5 23.4 (12.5-56.9) 23.4-33.6 21.6-56.9 12.5¢
* No significant heterogeneity was observed in populations : > Study design 559 . .

. . % Duplicate 95 All categories 29* 39.1 (7.1-74.0) 14.3-60.1 8.3-74.0 /.1-62.6

Of pqilents wrl.h Iq/mUC qnd reporfed NST rqll.es across SII.Udy 115 Abstracts included from BSC, best supportive care; NST, no systemic treatment; ST, systemic treatment.

types, population sizes, and geographic location

25 Records included from
bibliographic search*

r congress search” *Number does not add up because several studies report patients from several groups. 'Rest of the world included Russia, Japan, South Korea, and Middle East countries. *No range was provided because only one study was available.

NST categories Q Group B: Supportive care (surgery, radiotherapy, or BSC) was provided Q Group C: Surgery or radiotherapy was not provided

636 Records selected for
full text review

— A substantial proportion of patients were reported as NST

Table 2. Factors associated with NST

[ ] [ ] ..?
and had extremely hlgh morfallfy 5 330 Records excluded Parikh et al. lkeda et al. Geynisman et al. |Bilen et al. Reesink et al. Richters et al.
. ] E‘;gr‘cgzign 185 11.5%@8'3% Reference 20193 2020 20224 20211 2020° 2020
* Reasons for undertreatment included older age, poor > Outcomes 52 Geographic location USA Japan USA USA The Nefherlands  The Netherlands
rforman tat r renal function morbiditi n Study design 90 Study period 2015-2017 1990-2015 2011-2020 2015-2019 2008-2016 2016-2017
performance status, poor renal function, como es, a o e %2 o
other clinical and nonclinical factors o v Q. anies (- Statistics Reportea Reportea Post hoc Post hoc Post hoc Post hoc
= 306 R ds of int ts: 12.5%
= Recoerggreitrc;cltr;j:r ezsés Older age <65 vs 265 years Median age <65 vs 265 years - <70 vs 270 years <60 vs 260 years
e Our results suggest that there is a group of patients who are Records not extracted®: 277 0<0.005 0<0.05 0<0.05 0<0.001 0<0.001
eligible fOr ﬁrSf'Iine (‘I I-) SYSi'emiC frequenf (ST) bU‘I‘ do nolll :izlsgesg/iigig;’iswiﬁr‘]r;r‘r.le/obs’rroc’r review. fIncludes duplicates between title/abstract review and manually Poor ECOG PS O -1 VS 22 O -1 VS 22 O -1 VS 22
° ° ° o ° ° o added records from congress search* and bibliographic search.* *Records were not extracted unless fulfilling the — — —
recelve I‘l" Wh IC h Ilm I'I's 'I'he oppor'l'u n I‘l'y for pO'I'en'I'Iql Os beneﬁ'l's additional criteria for data extraction: reporting of NST rates and specification of period when data were acquired. 1L, first line; BSC, best supportive care; ST, systemic treatment. p<OO5 NS p<OOO1
eGFR change rate: eGFR <30 vs >30; eGFR <30 vs >30;
_ : : HH - Fiocure 3. 0S with NST vs ST . normal vs moderate <60 vs >60 <60 vs >60
.leen the CIVCII|f:IbI|Ify of promising treatments that .offer g Poor renal function _ porme _ _ A A
Improved OS Wl'l'h mqnGQQlee Sqfety prOﬁleS, pCI'l'Ien'l'- NST “ Chemo + 10 NS p<OO5 p<OOO‘|
focused, evidenced-based selection of 1L ST is needed .- Lymph nodes only vs
% 345 et MO vs M1 spread outside lymph
o o o o o 4 : erastaric aisedse — — — —
* Future research addressing treatment decisions in the evolving £ o (NR) Cos ”ng; ]
o > 23.9 P<V. P<U.
O 21.0
trecﬂme.ni landscape of immunotherapy (10) f:lnd oi.hgr.r!ovel P e (16-NE) (17.4-24.6) 180 Comorbidities vs No. of comorbidities
° ° () . _ ) ) O-10. : : : .
and optimize OS benefits = 6273 2.0 (ﬁ% 3.5 (7.1-12.5) (6.1-NE) . 20 3.0 INR) 0<0.001 0<0.05
(NR) (3.0-4.3) - (2.2-2.8) (0.9-3.2) (1.8-4.2) White vs Non-White White vs Non-White  White vs Non-White
a B N Race — — _
Population auC auC mBC w/o mBCw/o mBCw/ mBCw/o mBCw/ mBCw/ mBCw/ mBCw/o mBCw/IL mBCw/1L mBC mBC or mBC or mBC mBC mBCw/ mBC Recurrent Recurrent NS p<0.05 p<O°OO]
w/oST w/21LST chemo, chemo  chemo ILST 1Lchemo 1LIO only 1Lchemo 1L ST cisplatin- carboplatin- w/1L1O inoperable inoperable w/o ST w/ST chemo w/IO ormUTUC or mutuC Male vs female Male vs female Male vs female Male vs female Male vs female Male vs female
radio, or only & 2L 10 based based disease  disease w/ w/ BSC w/ salvage Female sex
cystectomy chemo chemo w/BSC  TL+ chemo chemo NS NS NS p<0.001 NS NS
N 2,328 5,855 2,772 5,581 6,243 164 63 17 29 415 %0 108 18 40 24 154 92 /0 22 /3 74 Bladder vs
GET POSTER FDF - It B 0s Months since " " Months since Months since " Viontns snce Primary organ being bladder  — — nonbladder — — —
]Srisrp:]ieEzﬁgh;sn%iirzrcouk?r;c:;i?i;ﬂf:;gro%%re’rrhis quick response (QR) code are for personal use only and may not be reproduced without permission y o By B, measurement aUC diagnosis mBC diagnosis freatment start recuIS'SQTC;SrEUOTUC 0<0.001
P Location USA USA Canada The Netherlands The Netherlands Russia Japan TSNS IGE <o Ve SaTE
Data period 2011-2020 2004-2015 2014-2016 2016-2017 2008-2016 2017-2018 1990-2015 Higher stage at initial diagnosis  — 9e =P =P L L L L
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NS

1L, first line; 2L, second line; aUC, advanced urothelial carcinoma; BSC, best supportive care; chemo, chemotherapy; 10, immunotherapy; mBC, metastatic bladder cancer; mUTUC, metastatic upper tract urothelial carcinoma; NE, not estimable; NR, not reported; NST, no systemic _ ) ) o ) )
freatment; OS, overall survival; radio, radiotherapy: ST, systemic treatment; w/, with; w/o, without. BSC, best supportive care; eGFR, estimated glomerular filtration rate; NS, nonsignificant; NST, no systemic treatment; ST, systemic treatment.

*Number does not add up because several studies report patients from several groups.
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