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METHODS

The treatment landscape in mUC is rapidly evolving, with novel
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therapeutic advances being incorporated into guidelines and clinical

Insights into second-line systemic treatment '

selection in patients with metastatic urothelial S o e vcoti orang n proorion of i
carcinoma: results of a retrospective fnerapy formUC

observational study in Germany

Statistical analysis

* Pafients were followed up for 212 months post incident mUC diagnosis  « Baseline characteristics were identified 24 months before the index
(index) until the end of the study period (June 30, 2022) or until and were analyzed Uging descripﬂ\/e statistics

censorship (death or end of confinuous insurance) e Treatment regimens in 2L were categorized as either platinum-
based chemotherapy (PB-CT), immune checkpoint inhibitors (ICls),
or other non-PB-CT using identification codes (Supplementary

Total study period Table 1 )

. . . OUOI AN oA e A 30-day treatment window (90-day window for PB-CT regimens)
— Factors influencing selection of 2L agents are also not well understood 5% of the overall statutory insured population in was used to identify combination therapies, considering all agents

 Understanding real-world treatment patterns and patient outcomes is Germany porescribed within this period as part of the combination
crucial for improving care and developing treatment guidelines for mUC- - GWQ ServicePlus AG: covers approximately E 0 0 0 o kR . 2L regimens were defined as either a switch to another systemic

» The objective of this retrospective, observational cohort study was to 5> million insured persons from several regions P " T T T T YT RN RNt RN YT T YT agent following 1L treatment or a therapy initiated after
determine the prevalence and predictors of receipt of 2L freatment fhroughout Germany discontinuation of 1L treatment, indicated by a freatment gap of
Inclusion period (01/01/2015-06/30/2021) - Index =

among patients with mUC in Germany and fo identify potential gaps in « Adults with incident mUC were identified using ICD-10 A e =260 days
the mUC care pathway

Data source and study design

e This was a retrospective, non interventional cohort
analysis of data from January 1, 2013, to June 30,
2022 (9.5 years), using 2 German anonymized claims
databases (Figure 1)¢:

— AOK PLUS: covers approximately 3.5 million insured
individuals in the German federal states of Saxony
and Thuringia, representing approximately 4%-

Figure 1. Study schematic

— Previous estimates of 2L treatment rates in mUC vary widely, with a
median of 43% (range, 8%-87%)*
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codes C65-68 and C77-79, from January 1, 2019, o » Multivariable logistic regression was used to analyze factors
associated with receiving 2L freatment
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RESULTS

o Of 4,290 patients with mUC identified, 1,779 (41.5%) received 1L systemic anticancer
treatment (Figure 2)

*Affiliation at time the study was conducted.

Table 2. Patients who received 2L treatment by treatment group and regimen
All 2L patients | AOK PLUS

Table 1. Baseline characteristics of patients who received 1L and 2L therapy

1L tfreatment 21 treaiment

2L treatment regimens

- Of these, 699/1,779 patients (39.3%) received 2L freatment (16.3% of all patients with mUC) (n=1,779) (n=699)
e Among freated patients, the mean age at index was 69.1 years, 74.2% were male, mean ,
_ _ G 1: PB-CT, n (%
CONCLUS|0NS CCl score was 5.6, and mean follow-up was 19.6 months (Table 1) Age at index, mean (SD) [range], year 69.14 (10.28) [23-93] 67.62 (10.05) [35-90] roup e n (. ) | |
e Patients who received 2L treatment had a mean age at index of 67.6 years, 75.3% were sex, n (%) emeiiabine + cisplatin or carboplatin 27 (3.:8¢) /(217 20 (5-26)
. . . . _ Paclitaxel + carboplafin 3 (0.43 0 3 (0.79
* This real-world study using data from two German statutory health insurance claims male, mean CClscore was 5.3, and mean follow-up was 22.8 months (Table 1) remale 459 (25.80 173 (24.75) s e pl X -~ O( ) ; O( )
o o o o o o ° [ I [ [ T I I ) | Aclitaxel + caroopldrin + gemcitapine
databases (N=4,290) found that a significant portion of freated patients with metastatic The number of patients with incident mUC who lafer received 2L freaiment increased PR TS
. . o . . . . . over fime (mdex yedar 2015, 78/699 [ | .2%], 2020, 132/699 [] 89%]) This represen’rs 4.4% Male 1,320 (74.20) 526 (75.25) Gemcitabine + oxaliplatin 3 (0.43) 3 (0.94) 0

urothelial carcinoma (mUC; n=1,779) did not receive second-line (2L) systemic anti-cancer (78/1,799) and 7.4% (132/1,799) of all freated patients with mUC or 1.8% (78/4,290) and 3.1% - .

; : : . . . Cisplafin or carboplafin (mono) / (1.00) 2 (0.63) 5 (1.32)
treatment (607%) (132/4,290) of all patients with mUC, respectively Index year of first mUC diagnosis, n (%) [% of all freated patients]
* The most common 2L tfreatments were ICls (66.1%), followed by non-PB-CT (17.3%) and PB- Oxdliplatin {(mono) 7 (1.00) 4 (1.25) 3 (0.79)

— Of fho§e who .recel.ved 2L treatment (39.3%), pah.er.ﬂs were typically younger clr.1d CT (16.6%) (Table 2) 2015 211 (11.86) 78 (11.16) [4.38] NIVIAG 5(0.72) 1 (037) 4 (1.05)
healthier, hqvmg Sllghﬂy lower Charlson Comorb'd"y Index (CCI) scores and with fewer  Younger patients and those without other primary malignancies at baseline were more 2016 259 (14.56) 84 (12.02) [4.72] OPS 8-543 (MVAC or gemcitabine + cisplafin) 64 (9.16) 37 (11.60) 27 (7.11)
non-UC primary malignancies compared with those who did not receive 2L freatment ikely to receive 2L treatment (Table 3) Total 116 (16.60) 54(16.93)  62(16.32)

2017 272 (15.29) 112 (16.02) [6.30]
* The number of patients with incident mUC who later received 2L freatment increased over Figure 2. Attrition chart Group 2: ICI, n (%)

. . . ' 2018 230 (12.93 99 (14.16) [5.56 :

time (index year 2015, 78 [11.2%]; 2020, 132 [18.9%]: 4.4% and 7.4% of all treated patients ey 1279 14161 155l Atezolzumab 52 (7.4 29 (9.09) 23 (6.05)

w“.h mUC' respeCtiveIY) — Excluded: Patients without any documented metastasis 2017 512 (] 754) 150 (]860) [73]] rembrolzuma 20 (3577) o7 (34] 7) 4 (37] ])

. [ * | n=33,716 (81.82%) Nivolumalb 115 (16.45) 46 (14.42) 69 (18.16)
- However, fred'l'men'l' I'Cl'l'eS mdy be UndereS'l'ImCI'l'ed due II.o UnCICCOUI‘I'l'ed fherdples Diagnosis of metastasis (ICD-10 C77-79, without C79.0/79.1) within 3 months before the first observed UC code 2020 335 (]883) 132 (]888) [742]
. o . o . and é months after the last observed UC code between 01/01/2015-12/31/2019 Avelumab* 45 (644) 22 (690) 23 (605)
administered as part of clinical trials n=7.470{18.18%) | Exciuded: patients wihout incident metasass codes 2021 (until June 30) 160 (8.99) 64 (9.16) [3.60] Total 462 (66.09) 206 (64.58) 256 (67.37)
"""""""""""""""""""" n=1,186 (15.83%)
¢ High CIﬂ'I'iﬁOﬂ GICI'OSS |ineS Of fredfmenf qu Observed, COnSiSfenf Willlh pl'eViOUS SfUdieS No.fu;Lhe;Te’ros;rssiéc:fodesw(llC]Ic?—]rO g77—79(,jwi’throu:rr C??.O/;?J) Year of 2L treatment iniﬁqﬁon, A (%) [% of all tfreated paﬁenis] Group 3: other non-PB-CT
« Further research is needed to clarify barriers to accessing 2L treatment in this patient e T —— 2015 : 16 (2.29) [0.90) cemetiabine 12 (1.72) 0 (23 {109
. . o mmamm I A n=1,001 (15.88%) : :
population to ensure that more patients can benefit from advancements in mUC T ———————————————————"——— vinflunine >¢ (8.01) 25(784)  S1(81¢)
‘ . . . ‘ 5303 (84127 2016 - 54 (7.73) [3.04] Paclitaxel 6 (0.86) 3 (0.94) 3 (0.79)
e GU|.dance Is needed to determine how the expand!ng range of 2L ’rh.eraples canbe =W | Exciudeds Fatents 18 years o o1 _ 100 (1431) (5.2 Socetaxel 3 (0.43 2 (0.63 ! (0.26)
optimally deployed as part of a treatment sequencing strategy, stratified by the class of Atleost 18 years old af the fme of the incident mUC diagnoss Gemcitabine + padlitaxel 2 (0.29) ! (031) ! (026
A H : : n=5302 (99.98%) 2018 - 113 (16.17) [6.35
ﬁrslll Ilne (‘I I-) II.herqples recelved ______________________________________ - E):;I;J;j(e;?l‘:lsP%;ien’rswi’rhou’r continuous insurance ( ) [ ] Gemci’robine + vinflunine 1 (014) 0 1 (026)
Continuously insured for at least 24 months before and 12 months after the incident mUC diagnosis 2019 ) 78 (]402) [5.51] OPS 8-542 (gemci’robine/pocli’roxel or gemci’rcbine + pCIC”TCIXGD 4] (587) 20 (627) 21 (553)
n=4'907£9_2._5f%i ________________________________ - E>icluded: Pafients who could be assigned to any cohort 2020 _ 140 (2003) [787] Total 121 (1 731) 59 (1850) 62 (1632)
Folfiment of additional ariferia for allocation 1o one of ihe following cohorts: unfreated cohort n=617(12:577%) 1L, first line; 2L, second line; MVAC, me’r.ho’rrexa’re, vinblastine, doxorubicin, cisplo’rin;.O.PS, Operationen und Prozeduren SchIUsseI. (opero.’rion opd pr.ocedures key).
el e ey el e or) el aliplI st el <l 2021 - 148 (21.17) [8.32) aintenance and 2L eatment s posible s response fates 1o PB.CT aro ot availablo in Ine databases o mecieseaton ot 1

PLAIN LANGUAGE SUMMARY

* In this study, researchers looked at medical records of people receiving treatment for

Main cohort
N=4,290 (87.43%)

2022 (until June 30) 30 (4.29) [1.69]

Table 3. Predictive factors associated with receipt of 2L treatment: multivariate model results

s s mUC index diagnosis setting, n (%) [% of all freated patients] Variable ‘ Odds ratio (95% Cl) ‘ p valve
advanced vurothelial cancer in German
y Patients rfbc?e;vgggg;;r)eaimeni Inpatient metastasis diagnosis 1,334 (74.99) 518 (74.11) [29.12] Age at index (continuous) 0.98 (0.97-0.99) <0.001
e Of 4,290 people diagnosed with advanced urothelial cancer, only 1,779 (41.5% —
. P P 9 y ( O) ICD, International Classification of Diseases; mUC, metastatic urothelial carcinoma; UC, urothelial carcinoma. Outpatient metastasis diagnosis 445 (25.01) 181 (25.89) [10.17] Diagnosis of non-UC primary malignant carcinomas (24-month BL, binary) 0.81 (0.66-1.00) 0.028
I’ecelved dI'UQ fredfmenf *Index = date of mUC diagnosis.
. . . Charlson Comorbidity Index, mean (SD)* 5.62 (3.56) 5.26 (3.39) Year of 1L tfreatment initiation (reference year, 2015; categorical) 1.04 (0.99-1.10) 0.153
e 699 (39.3%) people received a different drug treatment when their first freatment
stopped working (called second-line treatment) LIMITATIONS Elixhauser Comorbidity Index, mean (SD)* 13.92 (10.63) 13.06 (10.27) CCl (24-month BL; continuous) 0.98 (0.95-1.01) 0.188
° ° ° ° H H H * F I b. 087 070'110 0203
— People who received second-line freatment were likely to be younger and healthier i e claime data dead i T <t e for il Most common (C-related procedures/interventions. n (72) [ of all reated pafients] emate (Binem) | )
e The administrative claims data used in this study were intended for billing purposes, | L L , _
over the sfudy period' from 4.49% in 2015 to 7.49% in 2020 reimbursement needs rather than resequh p”O.”J“es | | | | Seritnues fietion of bieeder (G5 81323 993 (55.82) 401 (57.37) [22.54] UC-related treatment, surgeries, and interventions (24-month BL; binary)  1.14 (0.90-1.45) 0.318
. . . * Both the AOK PLUS and GWQ datasets include information from routine medical practice Multivariable logistic regression using 2L freatment receipt as dependent variable.
— The most common types of second-line freatment were immunotherapies followed by but lack essential clinical data, such as vital signs and laboratory test results; therefore, the Cystoscopy (OPS 5-576) 629 (35.36) 261 (37.34) [14.67] L fistline; 2L, secondfine; BL, baseline; UC, urothelial carcinoma.
chemotherapies datasets may not capfure all relevant aspects of a patfient’'s medical history, leading to an
incomplete patient profile Ureter splint (OPS 8-137) 421 (23.66) 167 (23.89) [9.39)] CET POSTER PDF
* More S'l:UdleS are neede?’ to mveshgaie ﬂ:‘e reasons Why ellglble people with advanced  The study inclusion period was limited to January 1, 2015, to June 30, 2021. Since that Transfusions (EBM 02100, EBM 01211, OPS 8-80) 262 (14.73) 95 (13.59) [5.34] Copies of this poster obtained fhrough fhis GET POSTER SUPPLEMENTARY
urothelial cancer sometimes do not receive drug treatment so that more people can period, the approval of novel therapeutics for mUC may have increased 2L treatment rates e e or Dersond DATA
benefit from available treatments e Due to database regulations in Germany and data accessibility constraints, the AOK PLUS Follow-up duration, mean (SD), months 19.6 (18.40) 22.8 (16.20) winouTwitien permission ofne ouinors e o cog o be accessec
and GWQ pCIﬂeﬂT cohorts were analyzed iﬂdepeﬂdenﬂy. The results were then combined 1L, first line; 2L, second line; BL, baseline; EBM, Einheitlicher BewertungsmaBstab (uniform assessment standard); mUC, metastatic urothelial carcinoma; OPS, g:rer:ts:r(.);l]iie?sii@?::::trjr:\lil-:?::::e'ldorf.de
using meta-analysis methods and presented in aggregate form e e batore oy ion and procedures key).
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Supplementary Table 1. Identification of 2L treatment
regimens by group

Outpatient care Inpatient care
(ATC codes) (OPS codes)

Treatment regimens

Group 1: PB-CT
Gemcitabine + cisplafin LOTBCOS + LOTXAO1 8-543*
Gemcitabine + carboplatin LO1BCOS + LOTXAO02 None

Gemcitabine + carboplatin + paclitaxel LO1BCO5 + LOTXAO2 + LOTCDO1 None

Gemcitabine + oxaliplatin LO1BCO5 +LO1XAO03 None
MVAC ELOBOB&(?A]OJ; LOTCAOQT + LO1DBO1 8-543*
Methotrexate + cisplatin LOT1BAOT+LOTXAO]1 None
Paclitaxel + carboplatin LO1CDO1+LO1XA02 None

Group 2: ICI
Atezolizumab LO1XC32, LOTFFOS 6-00a.1
Pembrolizumab LOTXC18, LO1FFO2 6-009.3
Nivolumab LOT1XC17, LOTFFOT 6-008.m
Avelumab LOT1XC31, LO1FFO4 6-00a.2

Group 3: other non-PB-CT
Gemcitabine LO1BCOS 6-001.1, 8-5421
Paclitaxel + gemcitabine LO1CDO1 + LO1BCOS 6-001.f + 6-001.1; 8-5421
Paclitaxel LOTCDOI1 6-001.f; 8-5421
Docetaxel LO1CD02 6-002.h
Vinflunine LOTCAOS 6-005.b
Gemcitabine + vinflunine LOTBCOS + LOTCAOS 6-001.1 + 6-005.b
Pemetrexed LOTBAO4 6-001.c

ATC, Anatomical Therapeutical Chemical classification system; ICI, immune checkpoint inhibitor; MVAC, methotrexate,
vinblastine, doxorubicin, cisplatin; OPS, Operationen und Prozeduren SchlUssel (operation and procedures key);

PB-CT, platinum-based chemotherapy.

*8-543: moderately complex and intensive block chemotherapy. 18-542: non-complex chemotherapy.
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