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» For patients with muscle-invasive bladder cancer (MIBC), radical cystectomy (RC) with pelvic N=1,149 only or NAD + AD (N=416) only or NAD + AD S 90%- %li:)al\l/llo
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— However, despite RC, many patients experience disease recurrence due to (12.5%) o 0% —— T1-T4N1MO
micrometastases present at the time of resection? Age at RC (years), mean + SD 4.2£5.7 19 & 60%-
 Limited real-world data exist on cancer recurrence and overall survival (OS) in radically Time from MIBC diagnosis to RC (months), mean + SD 36+24 (34.3%) 9‘; 50% -
resected MIBC, especially by disease stage or treatment received S  40%- —
Male, n (%) 859 (74.8) 288 54 > 30%-
©
0 = |
White race, n (%) 989 (86.1) (69.2%) (37.8%) 5 20%1
: : & 10%-
Objec'uves Year of RC, n (%) x Ocyo
(0] I I I I I I I I I I I 1
) _ - S - o 0 1 2 3 4 ) 6 14 8 9 10 11 12
e To evaluate treatment patterns, disease recurrence, and OS in patients with MIBC treated with 2007 - 2011 383 (333) .CISp|atI.n and- gemcitabine MVAC. | lClspIa.tln an.d gemcitabine Otrller C|splatfn .based chemotherapy Years From RC
RC in the Unlted States 2012 - 2016 502 (43.7 Other cisplatin-based treatments B Non-cisplatin-based treatments B Non-cisplatin-based chemotherapy Adjuvant radiation therapy only Patients at risk
- ( . ) AD, adjuvant therapy; MVAC, methotrexate, vinblastine, doxorubicin, and AD, adjuvant therapy; NAD, neoadjuvant therapy Overall 1,149 879 656 528 421 322 236 166 122 86 58 38 25
cisplatin; NAD, neoadjuvant therapy T2NOMO 692 554 433 353 276 208 149 111 80 57 44 31 20
2017 - 2020 264 (23.0) T3-TANOMO 364 260 175 139 117 92 72 46 36 27 14 <11 <11
Recurrence T1-T4NTMO 93 65 48 36 28 22 15 <11 <11 <11 0 0 0
Clinical characteristics at MIBC diagnosis » The overall 5-year recurrence rate was 53.1%, and was 46.0% for T2NOMO disease, 61.1% for T3- 0S rate
. . . Total Censored, Median OS
TNM Stage,1 n (0/0) TANOMO dlsease’ and 777% for T1 -T4N1MO disease (Flglj"'e 4) Cohort N 1-year 2-year 3-year 4-year 5-year 6-year 7-year 8-year 9-year 10-year 11-year 12-year n (%) [95% CI] (years)
Study design T2NOMO 692 (60.2) * The 5-year recurrence rate was 51.4% for those who received surgery alone, 47.6% for those who Overall 1149 812% 69.6% 634% 585% 53.0% 48.3% 43.8% 41.8% 36.9% 320% 32.0% 31.0% 610(53.1%) 5.7 [5.0, 6.6]
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- This retrospective, observational study used the Surveillance, Epidemiology, and End Results received NAD only, and 69.3% for thoge who received AD only. Th.e S year recurrence rate for those T2NOMO 692 85.8% 76.0% 71.0% 66.9% 61.3% 56.4% 54.2% 50.9% 453% 42.8% 42.8% 41.0% 429 (62.0%) 8.0[6.8, 9.1]
(SEER)-Medicare database (2007-2020) T3-TANOMO 364 (31.7) who received NAD and AD was unavailable due to small sample size (Figure 5) T3-TANOMO 364 74.8% 59.7% 52.8% 47.3% 42.6% 38.2% 30.3% 29.6% 26.1% 18.9% 18.9% 18.9% 148 (40.7%) 3.4[2.5,4.7]
_ _ Fiaure 4. Time to recurrence amona batients with MIBC treated with RC. overall and b T1-TANIMO 93  72.7% 61.1% 48.1% 40.9% 33.6% 30.3% 28.0% 28.0% 23.3% - - . 33(355%) 2.6[2.0,4.2]
° The mdeX date was the date Of RC for the overaII analyses and for subgroups deflned by Stage T 'T4N1MO 93 (81) digease stage g p ’ y Cl, confidence interval; MIBC, muscle-invasive bladder cancer, OS: overall survival; RC, radical cystectomy.
and treatment .
Histology type, n (%) : : : : : L
* The index date was 30 days before the date of recurrence for the recurrence subgroup, and 100% 1 ‘ Figure 7. Overa!II s:rvwal among patients with MIBC treated with RC, stratified by
the index date was selected and assigned based on the beta distribution of time between RC Urothelial carcinoma 702 (61.1) 90% - treatment receive
' ' : : : @ 80% - 100% -
and recurrlence fc.)r patients without recurrence | | Papillary urothelial carcinoma 409 (35.6) g 70; _ ] > 900/0_
* The baseline period was the 12 months before the index date, and the follow-up period was _ _ =9 0 S 0 — NAD
the time from the index date until the earliest of end of data availability, end of Medicare Spindle cell carcinoma 28 (2.4) 02 60%- : S 80%- —XS\D +AD
O > N —_—
coverage, or death Tumor size (mm)2, mean + SD 414 +21.8 gé 0% ~ o (0% Surgery alone
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* Eligible patients with MIBC were age 265 years, had RC with or without PLND, and had CCI, mean + SD 16+ 1.6 L 20% - ——— T3-T4NOMO ‘S 40%- _
continuous enroliment in Medicare Parts A, B, and D for 212 months prior to and 21 month o . 10% - —— T1-T4N1MO % 30% - ' I
after index. Patients with prior partial cystectomy, radiation therapy, or other cancers and SamSelalil=s, i i) 0%- | | | | | | | | | | | | | S 20%.
patients with secondary malignancies prior to or within 60 days of RC were excluded Hypertension 946 (82.3) 0 1 2 3 4 5 6 7 8 9 10 11 12 13 2 10%- -
* Patients were analyzed overall, by disease stage, by treatment received, and by recurrence: T oy G 428 (37.2) bationte af rick Years From RC 0
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— Stratifications by stage at diagnosis of MIBC: 1) T2NOMO, 2) T3-T4ANOMO, and 2 i %ﬁg\'}lo T D = Do oo N A S D OO R oo 0 1 2 3 4 5 6 7 8 9 10 11 12
3) T1-TAN1TMO Peripheral vascular disease 370 (32.2) T3-TANOMO 364 208 129 95 81 62 49 30 20 13 <11 <11 <11 <11 otionts af rick Years From RC
s : : : T1-TANIMO 93 41 24 20 14 11 <11 <11 <11 <11 0 0 0 0
— Stratifications by treatment received: 1) neoadjuvant therapy (NAD) only, 2) adjuvant therapy el of 275 (23.9 — NAD 3% 309 237 183 135 95 64 42 25 7 12 <t <
. . . enal disease (23.9) Recurrence rate Median time AD 117 86 63 52 43 34 25 15 13 <1 < 0 0
(AD) onIy, 3) both NAD and AD, and 4) surgery alone (|e, received neither NAD nor AD) Total Censored, to recurrence NAD + AD 26 18 <11 <11 <11 <11 <11 <11 <11 <11 <11 0 0
s : : : : : i i ' icati Cohort N 1 2. 3-year 4- 5- 6- 7- 8- 9- 10- 11- 12- 13- %)  [95% CI S | 616 466 348 286 237 189 144 106 82 60 42 31 22
— Stratifications by recurrence after RC: 1) recurrence, defined as first diagnosis for metastatic Diabetes without chronic complication 263 (22.9) oho year 2-year 3-year 4year S-year Gyear 7-year 8year 9-year 10-year 11vyear 12year 13-year n(%) [95% Cll (years) urgery alone
disease, initiation of radiation therapy 2180 days after the end of primary treatment episode, Cerebrovascular disease 222 (19.3) Overall 11149 24.3% 37.6% 44.4% 486% 53.1% 54.4% 56.0% 60.0% 61.9% 63.5% 659% 67.9% 67.9% 430 (56.2%) 4.2[3.3,5.1] roto OS rate c 4 Median OS
: T2NOMO 692 19.4% 30.2% 36.8% 41.5% 46.0% 46.8% 48.4% 52.2% 54.2% 54.2% 55.8% 58.7% 58.7% 430 (62.1%) 7.8[5.0,11.8] ota ensored, edian
and/or Systemlc treatments for advanced bladder cancer after RC, and 2) NO recurrence Congestive heart failure 200 (174) T3-TANOMO 364 28.9% 46.2% 54.2% 57.2% 61.1% 63.0% 63.9% 67.8% 69.7% 72.2% 79.2% 79.2% 79.2% 184 (50.5%) 2.6[1.9,3.3] Cohort N 1-year 2-year 3-year 4-year 5-year 6-year 7-year 8-year 9-year 10-year 11-year 12-year n (%) [95% CI] (years)
Stud ¢ 9 ' T1-TANTMO 93 44.1% 62.8% 66.2% 71.6% 71.6% 77.7% 79.7% 83.1% 87.3% 100.0% - - - 32(34.4%) 1.2[0.8,1.7] NAD 390 86.7% 80.0% 74.3% 71.7% 66.9% 63.8% 62.5% 59.5% 50.9% 47.8% 47.8% 47.8% 276(70.8%) 9.1[84, ],
udy outcomes : : : cl. conf : . MIBC le-invasive bladd RC: radical | AD 117 74.3% 59.4% 52.6% 454% 42.0% 36.7% 32.9% 32.9% 27.3% 164% - . 43(36.8%) 3.4[1.9,52]
T . . ¢ 2007-2009. 2010—2012. 2013—201 Liver disease, mild 199 (17.3) I: confidence mt(_arval’ MIBE, muscle-invasive bladder cancer _ rade Cys:teCtomy _ . NAD + AD 26 69.2% 43.4% 38.0% 38.0% 38.0% 38.0% 38.0% 253% 253% 25.3% - <11(<42.3%) 1.6[0.8, -]
* Treatment patterns, Summarllzed over time from U= , - , —2015, I P —— 158 (13.8) Figure 5. Time to recurrence among patients with MIBC treated with RC, stratified by Surgery alone 616 79.7% 66.4% 60.0% 54.5% 48.2% 43.3% 37.9% 36.3% 32.6% 28.4% 284% 27.3% 281(45.6%) 4.6[4.0,5.6]
2016_2018’ and 2019-2020 in the overall populatlon treatment received AD, adjuvant therapy; Cl, confidence interval; MIBC, muscle-invasive bladder cancer, NAD: neoadjuvant therapy, OS, overall survival; RC, radical cystectomy.
* Time to recurrence was summarized in the overall population and by stage and treatment Diabetes with chronic complication 148 (12.9)
100%_ . . . . . u g
cohorts and was defined as time from index date to recurrence —_— — ] 0 Figure 8. Overall survival among patients with MIBC treated with RC, stratified by
. _ . _ _ . Any proxy for cisplatin contraindications3, n (%) 505 (44.0) 90% A — recurrence status
e OS was described in all populations and was defined as time from index date to death due " 80% -
to any cause Cardiac disease 292 (25.4) s 100%+
= o 70%] e 90%- | |
Statistical analyses Renal insufficiency 205 (17.8) TS 0% 2 800/0 ﬁZEgﬂtz mﬂgﬁf ;J;g:f:nce
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« Continuous variables were summarized using means and standard deviations (SDs); Sensorineural hearing loss 78 (6.8) > 2 ° 5 70%- . -
. . . . X 40%- —  NAD = Adjusted HR' [95% ClI]:
categorical variables were summarized using frequency counts and percentages Peripheral neuropathy 76 (6.6) = 209 NAD + AD & 60%- 1.88 [1.54, 2.28], P<0.001
* Time to event analyses were conducted using the Kaplan-Meier method, with the median % = ’ — AD r  50%-
time to event and associated 95% confidence intervals (C|S) reported CCIl, Charlson Comorbidity Index; MIBC, muscle-invasive bladder cancer, RC: radical cystectomy, SD: standard deviation. ol 20% - Surgery alone ‘5 40% -
_ _ _ _ _ 171 patients with stage 2 disease had incomplete TNM information and were assumed to have T2NOMO disease. 10% oy o I
* OS was Compared between patlents with and without recurrence using Cox proportlonal 2Tumor size was summarized among 855 patients with complete information on tumor size. 0% S 30%-
hazards models adjusting for key baseline characteristics 3Specific conditions listed under cisplatin contraindications are further described in Nyame YA, Holt SK, Diamontopoulos LN, et al. Social and clinical ° 0 ,II é é ;1 é é % é é 1.0 1I1 1|2 1I3 % 20% -
correlates of neoadjuvant chemotherapy in medicare beneficiaries with muscle invasive bladder cancer from 2004-2015. Urology. 2021;149:154-160. Years From RC % 10%
doi:10.1016/j.urology.2020.12.020 _ _ o i
Patients at risk
0%
NAD 390 256 184 137 101 73 51 34 20 12 <11 <11 <11 0 | | | | . | . | | . . .
AD 117 65 40 32 26 20 16 <11 <11 <11 <11 0 0 0 0 1 2 3 4 3 6 7 8 9 10 11 12
NAD + AD 26 <11 <11 <11 <11 0 0 0 0 0 0 0 0 0 2
Treatment patterns Surgeryalone 616 393 274 212 170 131 100 72 53 38 27 19 12 <11 Patients at risk’ Years From Index Date
e Over time, the proportion of patients who received surgery alone decreased from 77.7% (2007-2009) to Median fime Patients with 503 252 161 111 76 51 37 27 21 14 <11 <11 <1
. . . . . recurrence
Patient characteristics 3390/0 (2019—2020) while the use of NAD Only increased from 92% (2007—2009) to 610% (2019—2020) Total Recurrence rate Censored, to recurrence Patients without 602 377 254 169 96 62 38 22 14 <11 <11 0 0
* 1,149 patients, with a median follow-up of 2.6 years, were included in the overall radically (Figure 1) z::‘:” 3’;0 122":3; ;"j Zgy:r :zyzjr j‘y‘;‘j 29"‘:"‘; 73’23; 8:’: Zoy‘:‘j 1:::" 1;(;"1‘*';" 1:;’:;" 13-year 238"(:'1/°’0/) [95;”’ ";E;ye]ars’ OOTene®
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resected MIBC study population — The use of AD only remained low over time, ranging from 13.1% (2007-2009) to 1.7% (2019-2020) AD 117 35.0% E36% 59.7% 64.9% 69.3% 724% 771% 82.8% 828% 88.5% - ] M @5.0%)  17[11,29) . OS rate et Medn o
— 692 (602%) had T2NOMO, 364 (31.70/0) had T3-T4ANOMO, and 93 (81 %) had T1-TAN1TMO ° Among the 416 patients who initiated NAD, most (875(%) received a Cisplatin-based regimen (Figure 2) NAD + AD 26 692% 731% 776% 832% - - - i i i i ) - <11(<42.3%) 0.5[04,0.9] Cohort N 1-year 2-year 3-year 4-year 5-year 6-year 7-year 8-year 9-year 10-year 11-year 12-year n (%) , [95% CIl] (years)
di _ _ _ _ _ _ _ Surgery alone 616 21.0% 355% 43.2% 47.8% 51.4% 522% 53.3% 56.9% 57.8% 59.0% 62.5% 652% 652% 363(58.9%) 4.4[3.4,7.7]
ISease e For AD (n=143), 44.1% received a cisplatin-based regimen, 37.8% received a non-cisplatin-based R Ol confidence interval: MIBC. muscloimasive bladder camcer: NAD. neoaduvant theraoy: RC. radial cvetoston Patients with 503 55.1% 43.7% 39.1% 34.2% 29.3% 28.5% 25.3% 22.4% 22.4% 22.4% 22.4% 22.4% 191(38.0%) 1.3[1.0,1.7]
. g . . . . . , ddjuvan erapy, , contidence interval; , mu -lInvasiv ; , uv ; , I .
— When stratified by treatment, 390 (33.9%) had NAD only, 117 (10.2%) had AD only, regimen, and 18.2% received radiation therapy (Figure 3) J > J > Y Y :ct_“"‘:"“e_th C c0n 8179 Taa S8 6070 66e S04% 4505 SE% A8av 39 o5 604%) 615476
26 (2.3%) had both NAD and AD, and 616 (53.6%) received surgery alone Overall survival recuronce S TTeR TR TR SRR TRl AR AmER AmEn ;e ) S e
— The recurrence analysis included 1105 patients with 503 (455%) in the recurrence Fi - . . . * The overall 5-year OS rate was 53.0%, and was 61.3% for T2NOMO disease, 42.6% for T3-TANOMO Cl, confidence interval; HR, hazard ratio; MIBC, muscle-invasive bladder cancer, OS, overall survival, RC, radical cystectomy.
, ! ! igure 1. Trends in treatment patterns among patients with MIBC treated with RC . : . The C tional hazards model adjusted f t diagnosis, time from initial MIBC diagnosis to RC, gend thnicity, region, TNM stage at diagnosi
cohort and 602 (545%) in the non-recurrence cohort dlsease’ and 336% for T1-TAN1MO disease (Flgure 6) hypzrteciwxsiiz)rr?%(L)Jrrifgn%asaeﬁﬁ;,Sygja? o?‘iﬁdjeuxs, guaﬂ-%%?aﬁsoéaggﬁgsrbims I;%rgxlglclgre duringlﬁgggﬁfe,oany (’:igs?)?atﬁwr’crc?rfteréiendirélactlic))/;w;egr?;’inpatieitagden?issilgggoss’
100% - _ _ : . -~ . .
» Patient demographic and clinical characteristics are summarized in Table 1 for the —e—NAD * The 5-year OS rate was 48.2% for those who received surgery alone, 66.9% for those who received during baseline, and any emergency department visits during baseline. | | -
. 90% - o . 0 . The index date_ fo_r patients with recurrence was defined as BQ _days before evidence of recurrence. Th_e index date for patients without recurrence was selected
overall popu|at|0n —e—NAD + AD NAD only, 42.0% for those who received AD onIy, and 38.0% for those who received both NAD and AD based on the distribution of mean time between the date receiving RC and recurrence among patients in the recurrence subgroup.
n 80% - —e—AD (Figure 7) 3Median (IQR) follow-up duration was 1.0 (0.3, 2.7) years among patients with recurrence and 1.6 (0.6, 3.3) years among patients without recurrence.
I= S I . : : : C g
3 70% Hr9ery aione * Patients who experienced recurrence during the follow-up period had a significantly lower 5-year
L 60% - OS compared to those without recurrence (29.3% vs 56.6%; hazard ratio = 1.88, 95% CI 1.54-2.28, C | .
5 sou- // P<0.001) (Figure 8) chigietelnk
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