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Current Systemic Treatment Options in Metastatic Urothelial
Carcinoma after Progression on Checkpoint Inhibition

Therapy — A Systemic Review Combined with Single-Group
Meta-Analysis of Three Studies Testing Enfortumab Vedotin

Susanne Deininger, Peter Torzsok, David Oswald and Lukas Lusuardi

Presentation of selected statistical calculations of the single group meta-analysis of
three studies testing Enfortumab vedotin (EV) in a dosage of 1.25 mg/ kg of body weight
in metastatic urothelial cancer after progression under platinum- based chemotherapy
(CT) and checkpoint inhibitor (CPI) therapy [1-3]. The following numbering applies to the
entire document: study 1 [1], study 2 [2] and study 3 [3].

1. Response rates

1.1. Confirmed complete response (CR)

study 1 study 2 study 3 total
TNmeta 74 125 288 487
Nevent 8 15 14 37

Estimated heterogeneity:
e Tau2=0.24
e Higgins2=72.1%
e  Cochran’s Qnet =7.18 (p = 0.028%)
Statistically relevant heterogeneity between the studies was evident, thus the random
effect model was used for the present data situation.

Random effect model:

Stud Effect 95%-Confidence Interval (CI) Weight of the
¥ estimators Lower limit Upper limit study
1 10.81% 4.78% 20.20% 29.3%
2 12.00% 6.87% 19.02% 35.3%
3 4.86% 2.68% 8.02% 35.4%
Meta effect
oo e 8.52% 4.62% 15.17% 100%
estimators
Forest plot:
Study Events Total Proportion 95%-Cl Weight
Study 1 8 74 0.1081 [0.0478;0.2020] 29.3%
Study 2 15 125 0.1200 [0.0687;0.1902] 35.3%
Study 3 14 288 ——— 0.0486 [0.0268;0.0802] 35.4%
Random effects model 487 ———— 0.0852 [0.0462; 0.1517] 100.0%
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Heterogeneity: 2= 72%, p =0.028

1.2. Confirmed partial response (PR)
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study 1 study 2 study 3 total
Nmeta 74 125 288 487
Nevent 25 40 103 168

Estimated heterogeneity:

e Tau?=0

e HigginsI2=0%

e  Cochran’s Qnet = 0.57 (p = 0.754)

There was no statistically relevant heterogeneity between the studies, thus the fixed
effect model was used for the present data situation.

Fixed effect model:

Stud Effect 95%-Confidence Interval (CI) Weight of the
¥ estimators Lower limit Upper limit study
1 33.78% 23.19% 45.72% 15.1%
2 32.00% 23.94% 40.93% 24.7%
3 35.76% 30.23% 41.60% 60.2%
Meta effect
ea e 34.52% 30.42% 38.85% 100%
estimators
Forest: plot:
Study Events Total Proportion 95%-Cl Weight
Study 1 25 74 1 0.3378 [0.2319;0.4572] 15.1%
Study 2 40 125 : 0.3200 [0.2394; 0.4093] 24.7%
Study 3 103 288 B E— 0.3576 [0.3023; 0.4160] 60.2%
Fixed effect model 487 <I:|> : 0.3452 [0.3042; 0.3885] 100.0%

Heterogeneity: ?=0%, p =0.754 ‘ ' !
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1.3. Confirmed stable disease (SD)

study 1 study 2 study 3 total
Nmeta 74 125 288 487
Nevent 27 35 90 152

Estimated heterogeneity:

e Tau2=0

e HigginsI2=0%

e  Cochran’s Qnet = 1.55 (p = 0.460)

There was no statistically relevant heterogeneity between the studies, thus the fixed
effect-model was used for the present data situation.

Fixed effect model:

Study Effect 95%-Confidence Interval (CI) Weight of the
estimators Lower limit Upper limit study
1 36.49% 25.60% 48.49% 16.5%
2 28.00% 20.34% 36.73% 24.2%
3 31.25% 25.94% 36.95% 59.4%
Meta effect 31.27% 27.30% 35.53% 100%
estimators

Forest plot:
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Study Events Total Proportion 95%-Cl Weight
Study 1 27 74 i 0.3649 [0.2560; 0.4849] 16.5%
Study 2 35 125 ———%—1—— 0.2800 [0.2034; 0.3673] 24.2%
Study 3 90 288 —_— 0.3125 [0.2594; 0.3695] 59.4%
Fixed effect model 487 —_— 0.3127 [0.2730; 0.3553] 100.0%
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Heterogeneity: %= 0%, p =0.460

1.4. Confirmed progressive disease (PD)

study 1 study 2 study 3 total
Nmeta 74 125 288 487
Nevent 14 23 44 81

Estimated heterogeneity:

e Tau2=0

e HigginsI>=0%

e  Cochran’s Qnet = 0.94 (p = 0.625)

There was no statistically relevant heterogeneity between the studies, thus the fixed
effect model was used for the present data situation.

Fixed effect model:

. 95%-Confidence Interval (CI) Weight of the
Study Effect estimators — —
Lower limit Upper limit study
1 18.92% 10.75% 29.70% 16.8%
2 18.40% 12.04% 26.32% 27.8%
3 15.28% 11.33% 19.96% 55.3%
Meta effect
ela e 16.70% 13.63% 20.28% 100%
estimators
Forest plot:
Study Events Total Proportion 95%-Cl Weight
Study 1 14 74 L 0.1892 [0.1075; 0.2970] 16.8%
Study 2 23 125 E 0.1840 [0.1204; 0.2632] 27.8%
Study 3 44 288 ——————— 0.1528 [0.1133;0.1996] 55.3%
Fixed effect model 487 —_— 0.1670 [0.1363; 0.2028] 100.0%
1 1

Heterogeneity: 12 = 0%, p = 0.625
0.15 0.2 0.25

1.5. Objective response rate (ORR)

study 1 study 2 study 3 total
Nmeta 74 125 288 487
Nevent 33 55 117 205

Estimated heterogeneity:

e Tau?=0

e HigginsI>2=0%

e  Cochran’s Qnet = 0.63 (p = 0.730)

There was no statistically relevant heterogeneity between the studies, thus the fixed
effect model was used for the present data situation.
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Fixed effect model:

Stud Effect 95%-Confidence Interval (CI) Weight of the
¥ estimators Lower limit Upper limit study
1 44.59% 33.02% 56.61% 15.4%
2 44.00% 35.14% 53.16% 26.0%
3 40.62% 34.90% 46.54% 58.6%
Meta effect
era e 42.10% 37.79% 46.54% 100%
estimators
Forest plot:
Study Events Total Proportion 95%-Cl Weight
Study 1 33 74 . 0.4459 [0.3302; 0.5661] 15.4%
Study 2 55 125 E 0.4400 [0.3514; 0.5316] 26.0%
Study 3 117 288 ——F+—— 0.4062 [0.3490; 0.4654] 58.6%
Fixed effect model a7 <‘:;:‘> | 0.4210 [0.3779; 0.4654] 100.0%
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Heterogeneity: %= 0%, p =0.730

2. Time- to- event variables

2.1. Duration of response (DoR)

study 1 study 2 study 3
Nmeta 33 55 117
Nevent 7.5 7.6 7.39

Effect estimators of the single-group meta-analysis based on the plots of Kaplan Meier

[4]:

Effects estimator 95%- CI
Meta effect estimator median DoR 7.48 not predictable
Estimated heterogeneity: Higgins 12 = 31.72%.

2.2. progression free survival (PES)

study 1 study 2 study 3
Nmeta 74 125 301
Nevent 6.6 5.8 5.55

Effect estimators of the single-group meta-analysis based on the plots of Kaplan Meier

[4]:

Effect 95%- CI
Estimator Lower limit Upper limit
Meta effect estimator median PFS 5.93 5.41 6.57

Estimated heterogeneity: Higgins I2 = 0%.

2.3. overall survival (OS)

study 1 study 2 study 3
Nmeta 89 125 301
Nevent 12.3 11.7 12.88

Effect estimators of the single-group meta-analysis based on the plots of Kaplan Meier

[4]:

Effect estimator 95%- CI
Meta effect estimator median OS 12.81 not predictable
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Estimated heterogeneity: Higgins I? = 5.2%.
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