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e |LPBC followed by avelumab
1L maintenance in patients
without disease progression is the
standard-of-care treatment for
patients with la/mUC'?

* |n patients who are ineligible to
receive a CG schedule (cisplatin:
/0 mg/m? on day 1 of each
21-day cycle), alternative
treatment options include CbG
(carboplatin: area under the
curve [AUC] 4 or 5 mg/ml/min) or
CG-S (cisplatin: 35 mg/m? on
days 1+ 8 ordays 1 + 2)34

e The effectiveness of these
regimens compared with CG has
not been extensively examined
in clinical studies. Also, there are
very limited data available from
rw studies on the use of CG-S in
patients with la/muUC

RESULTS

BACKGROUND METHODS

St

udy design

CONVINCE, a retrospective, multicenter medical
chart review study, was initiated in December 2021
and included patients who received 1L therapy

for la/mUC between January 2019 and
December 2021

Data were obtained from 27 oncology or urology
institutions (8 hospitals and 19 office-based
practices) that were geographically dispersed and
of varied size across Germany (Figure 1)

Fully anonymized data were extracted from
patient medical charts and entered into electronic
case report forms. Parameters included sex,

age, UC history, ECOG performance status (PS)

at diagnosis, freatments received, and clinical
outcomes

The study population used for this analysis was
divided intfo 3 tfreatment groups: CG-S, CG, or CbG
(Figure 2)

Clinical outcomes, including overall response rate,
rw progression-free survival (rwPFS), and rw overall
survival (rwQS), were described for the 3 groups
and were defined from the start of 1L freatment

All groups received similar amounts of adjuvant
therapies (Table 1)

The choice of regimen administered to each
patient (CG-S, GC, or CbG) was determined by the
attending physician

Eligibility criteria

Patients aged =18 years with la/mUC diagnosis

1L PBC course had to be completed between 01
January 2019 and 30 June 2021 with a follow-up
time of >6 months after last administration

Patients were excluded if they participated in an
intferventional clinical trial within 30 days before the
start of 1L PBC

Ethics approval

This study was performed in accordance with the
Declaration of Helsinki

Because of the retrospective nature of the study
and because data collection was anonymized,
the need for patient informed consent and advice
according to the German doctors’ professional
code of conduct was waived by the independent
ethics board of North Rhine-Westphalia

Statistical analysis

Descriptive statistics (mean, median, range, SD,
and 95% CI) were computed for continuous
variables. Categorical variables were described by
frequency and percentages

Response to freatment was determined by
physicians per RECIST v1.1°

The data are presented for the CG-S vs CG and
CG-S vs CbG groups

A Cox proportional hazards model was used to
evaluate the differences in rwPFS and patient
characteristics

Differences in patient characteristics among the
compared groups were assessed using the Student
t-test or the chi-square test

Clinical outcomes were analyzed using the Kaplan-
Meier method, and the curves were compared
using the log-rank test

All statistical analyses were performed using SAS
Analytics Pro version 9.4 (SAS Institute), and p<0.05
indicated a significant difference
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Figure 2. CONVINCE study overview
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Split-dose cisplatin = 35 mg/m? d1+8 (78% of all administrations) or d1+2 (22% of all administrations).
Standard-dose cisplatin = 70 mg/m? d1.
Standard-dose carboplatin = AUC 4-5 mg/ml/min d1.

Gemcitabine dose = 1,000 mg/m? d1+8 (45% of all administrations) or 1,250 mg/m? d1+

8 (45% of all administrations) or 800 mg/m? d1+8 (10% of all administrations).

AUC, area under the curve; CbG, carboplatin plus gemcitabine; CG, standard-dose cisplatin plus
gemcitabine; CG-S, split-dose cisplatin and gemcitabine; d, day; ICI, immune checkpoint inhibitor;
PBC, platinum-based chemotherapy.
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Table 2. Clinical outcomes by treatment group Figure 4. Kaplan-Meier analysis of rwPFS (A) and rwQS (B) by treatment cohort from

CG b value 1L initiation (N=124)

Overall response, n (%); n=116 (8 patients were not evaluable for response) A

Patient characteristics
e Of the total patient population enrolled (N=188), 124 (66%) received 1L PBC

In all freatment groups, the majority of patients were male, and >95% of patients had an ECOG PS of O or 1

Care Center for Oncology and Hematology, Cologne, Germany aft first UC diagnosis Evaluable patients 25 (92.5) 69 (92.0) 22 (100) 100 N + Censored
e« =] comorbidity was reported for /8% of patients in the CG-S group, 84% in the CG group, and 95% in Complete response 2 (8.0) 8 (11.6) 4 (18.2) 90 — I—| |—|
the CbG group; the most common comorbidities were cardiovascular disease, diabetes, and kidney Partial response 14 (56.0) 26 (37.7) 9 (40.9) 30 — ,
dysfunction (Table 1) : —
Stable disease 6 (24.0) 20 (29.0) 4 (18.2) 70 -
Progressive disease 3 (12.0) 11 (15.9) 5(22.7) o 60— ':||]
SCOPE Treatment patterns Objective response rate 16 (64.0) 34 (49.3) 13 (59.1) CG-S vs CG: p=0.84 P —I_'—n
e Of the 124 patients who received 1L PBC, 27 (21.8%) received CG-S, 75 (60.5%) received CG, and 22 CG-S vs CbG: p=0.65 3.;'
e CONVINCE is an retrospective, observational, multicenter study examining (17.7%) received CbG rwPFS, n (%); N=124 = 407 ul
treatment patterns and associated outcomes in patients with locally advanced * CG-5was administered in 25.9% of patients on days 1 and 2.and in 74.1% on days 1 and 8 of each cycle Start of 1L 27 (100) 75 (100) 22 (100) 0~ = .
g ) ) . : L : : : . : : 50 —
or metastatic urothelial cancer (Iq/mUC) n Germcmy Meohon follow up time was 16.5 mon’rhs..A’r the time of docume.n’rq’rlon by sites, 56.5% of patients were still 6 months after start 23 (85) 58 (77) 19 (86)
alive (no longitudinal follow-up was possible due to full anonymization) 9 months after start 17 (63) 43 (57) 12 (55) 10 4
e |n this analysis, we compare demographics, freatment patterns, and associated  The median number of 1L PBC cycles administered was 5, 4, and 6 in the CG-S, CG, and CbG cohorts, 12 months after start 10 (37) 29 (39) 7 (32) 0 , , , , , ,
. o o o . . . respectively (Table 1 0 3 6 9 12 15 18
clinical outcomes in patients with la/mUC who received first-line (1L) P vl ) ~ 18 months after starf 4(19) 17(23) 5 (14) No. at risk Months
. . . . . * The mean doses of the administered drugs were as follows: rwPFS, median, months 10.5 10.5 9.1 CG-S vs CG: p=0.35 CbG 22 21 19 11 7 5 3
platinum-based chemotherapy (PBC) in the form of split-dose cisplatin and . — o . o CG-S vs CbG: p=0.24 cG-s 27 27 2 17 3 7 5
. ) . . . . — Split-dose cisplatin: 58.8 mg per infusion (range, — Standard-dose carboplatin: 367 mg per infusion - P=V. e e » 4 o o >
gemcitabine (CG-S), standard-dose cisplatin plus gemcitabine (CG) or 40-89 mg) (range, 170-600 mg) rwOS, n (%); N=124
carboplatin plus gemcitabine (CbG) regimens - Standard-dose cisplatin: 113 mg per infusion - Gemcitabine: 1,911 mg per infusion (range, 4600- Start of 1L 27 (100) 75 (100) 22 (100) B
(range, 25-162 mg) 2,748 mg) 6 months after start 27 (100) 75 (100) 22 (100) 100 — T | + Censored
* The percentage of patients receiving 2L treatment was highest in the CbG group and lowest in the CG-S 9 months after start 26 (96) 75 (100) 20 (91) 70~
CO N c LU S I 0 N S group (Table 1) 12 months after start 23 (85) 64 (85) 19 (86) 80
. . — 18 months after start 10 (37) 52 (69) 10 (45) 70 — |
. : : : Table 1. Baseline patient and treatment characteristics (N=124 , =
* To our knowledge, this is the first retrospective, multicenter study in the German P ( ) rwOS, median, months 14.4 18.8 16.7 CG-$ vs CG: p=0.06 o 60 -
[ [ [ ] [ ] - - : — .]4 ~
treatment context evaluating CG-S use and associated real-world (rw) clinical : =5 CbC — . o — . T __| C83 vs £t P 1 4 50 -
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ou-l-comes in pq-l-lennl-s WI-I-h Iq/mUC T, 7 . T s rwPFS, real-world progression-free survival. 2 404
[ (] [ [ [ [ [ [ [ | | | | | 30 ]
 Findings from this study provide valuable insights into the use of 1L CG-S in Female 7 27.6 26.7 228 Figure 3. Cox regression analysis for rwPFS by treatment cohort (N=124)
" inical " in G h CG-Si 1ar d 1L Age, median (range), years 66 (50-81) 69 (52-81) 73 (59-84) 20 —
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e The analysis demonsirated comparable outcomes with CG-$ and CG or esveas) ¢ D “ovears| r4—— 27 (04130 No. ot isk Months
. . . . . 2 4 ® 4 <65 years| @ 1.2 (04-3.) <65 years| @— 13 (0.27.0) CbG 22 22 22 20 19 14 10
CbG, suggesting that CG-S can be a viable option as 1L PBC for patients with Adjuvant therapies, n (%) 2 (7) 3 (4) 3 (14) Sex| NA cox " cG-s 27 27 27 27 2 13 g
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. . . 2L 16 (59) 49 (65) 16 (72) o] & 20 (0761 01 —4 6.1 (0.7-55.0)
e Future studies evaluating comparative treatment outcomes should control >3 11 (41) 31 (41) 6 (27) 1e ' ess 1 e 12 (0348
for disease severity and other patient characteristics at baseline. This was not Comorbidities at start of 1L, n (%) 21 (78) 63 (84) 21 (95) o] 09 (01114 Comorbidities NA LIMITATIONS
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e A Coxregression analysis including several characteristics (age, sex, ECOG PS, and comorbidities) of all
evaluable patients (N=124) showed no significant differences for rwPFS between the CG-S group and the

CG and CbG groups (Figure 3A and 3B)

e Best overall response to 1L PBC was assessed by physicians. Results for overall response rate (complete
response + partial response) are reported for 116 patients (93.5% of all evaluable patients); for the other

patients (N=8), response assessments were not performed or documented

* No significant difference was observed for best overall response, rwPES, and rwOS among the 3 treatment
groups, but there was a nonsignificant trend towards a better wQOS for CG compared with CG-S (Table 2,

Figure 4A, and 4B)

Hazard ratio (95% CI)

Parameters

o Age: <65 vs 265 years at start of 1L

e Sex: female vs male

e ECOGPS:0vs1vs2

e Comorbidities: 1 or 2 vs 23 diagnoses

e Specific diagnoses: with hypertension, without hypertension,
without hypertension and diabetes, or without previous or

second malignancies

Interpretation of results
e Split-dose cisplatin = experimental therapy

e Standard-dose cisplatin/carboplatin = standard therapy
e HR >1.0, standard therapy is better

Hazard ratio (95% CI)

 HR <1.0, experimental therapy is better

1L, first line; CbG, carboplatin plus gemcitabine; CG, standard-dose cisplatin plus gemcitabine; CG-S, split-dose cisplatin and gemcitabine; HR, hazard ratio; NA, nonapplicable;

rwPFS, real-world progression-free survival.

e The infroduction of bias based on freatment selection is possible as the analyses did not conftrol for
variability in patients’ baseline characteristics or baseline tfreatment dose selection or schedules, by
matching on select factors known to influence chemotherapy response rates

e Differences in baseline patient characteristics, disease location, and disease behavior may contribute to
variability in clinical effectiveness between the 3 cohorts studied

e This study had a small sample size and limited stafistical power to definifively compare response rates
between treatment and dosing strategies

 The rwOS results must be interpreted with caution due to immortal time bias being infroduced during the

iInclusion period
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