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Forhandlingsnotat 

 

 01.09.2022 
DBS/ECH 

 

Dato for behandling i 
Medicinrådet  

28.09.2022 

Leverandør Astellas  

Lægemiddel Padcev (enfortumab vedotin) 

Ansøgt indikation Padcev (enfortumab vedotin) som monoterapi er indiceret til 
behandling af voksne patienter med lokalt fremskreden eller 
metastatisk urotelial cancer, der tidligere har modtaget en 
platinbaseret kemoterapi og en hæmmer mod programmeret 
celledød receptor-1 (PD-1) eller programmeret celledød ligand 1 
(PD-L1) 

 

Forhandlingsresultat 

Amgros har opnået følgende pris på Padcev (enfortumab vedotin): 

Tabel 1: Forhandlingsresultat 

Lægemiddel Styrke Pakningsstørrelse AIP Forhandlet 
SAIP 

Rabatprocent 
ift. AIP 

Padcev (enfortumab 
vedotin) 

20 mg 1 stk. 4.782,20  

 

 

Padcev (enfortumab 
vedotin) 

30 mg 1 stk. 7.173,30 
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Prisen er betinget af Medicinrådets anbefaling og er gældende dagen efter godkendelse. Såfremt 

Medicinrådet ikke anbefaler Padcev (enfortumab vedotin), indkøbes lægemidlet til 

AIP.

 

Informationer fra forhandlingen 

. 

Konkurrencesituationen 

Der er i dag ingen andre lægemidler som har indikation til behandling af patienter med lokalt fremskreden 
eller metastatisk urotelial cancer efter svigt af platinbaseret kemoterapi samt svigt af en PD-1/-L1-hæmmer. 

Tabel 2: Sammenligning af lægemiddelpriser 

Lægemiddel Styrke/dosis/form Pakningsstørrelse Pakningspris  

SAIP 

Antal 
pakninger 

pr. 
behandlings 

periode 

SAIP 
lægemiddelpris 
pr. behandlings 

periode 

Padcev 
(enfortumab 

vedotin) 

20 mg/ 1,25 
mg/kg på dag 1, 8 
og 15 i 28-dages 

cyklusser, iv* 

1 stk.   116 

(7,7 mdr.) 

 

 

Padcev 
(enfortumab 

vedotin) 

30 mg/ 1,25 
mg/kg på dag 1, 8 
og 15 i 28-dages 

cyklusser, iv* 

1 stk.  77  

(7,7 mdr.) 

 

 

Javlor 
(vinflunin) 

25 mg/ml /320 
mg/m2 hver 3. 

uge/ iv** 

10 ml 
 

 22 

 (6,1 mdr.) 

 

 
Note: Behandlingsperioden for Padcev (enfortumab vedotin) er 7,7 måneder og Javlor (vinflunin) er 6,1 måneder 
* Beregning af lægemiddelforbruget for Padcev (enfortumab vedotin er baseret på en antaget gennemsnitlig vægt på 73,9 kg (se 
Medicinrådets vurderingsrapport) 
** Beregning af lægemiddelforbruget for Javlor (vinflunin) er baseret på en antaget gennemsnitlig legemsoverflade for patienter på 
1,9 m2 (se Medicinrådets vurderingsrapport) 
*** Ved justeret dosisintensitet (79% af startdosis) er lægemiddelprisen pr. behandlingsperiode  for Padcev 
(enfortumab vedotin) 
**** Ved justeret dosisintensitet (91 % af startdosis) er lægemiddelprisen pr. behandlingsperiode  for Javlor (vinflunin) 
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Status fra andre lande 

Norge: Under vurdering 1 

Sverige: Under vurdering 2 

England: Ikke vurderet. Mangel på evidens 3 

 

Konklusion 

 

 
1 https://nyemetoder.no/metoder/enfortumab-vedotin 
2 https://www.tlv.se/lakemedel/kliniklakemedelsuppdraget/pagaende-halsoekonomiska-bedomningar.html 
3 https://www.nice.org.uk/guidance/ta797  
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13. Appendix A – Literature search for efficacy and safety of 
intervention and comparator(s) 

Appendix A is not relevant for this assessment as the data included is based on a head-to-head study and thus no 

literature search was performed. 

13.1 Unpublished data  
[The quality of any unpublished data must be specifically addressed. Submission of a publication plan for unpublished 

data is encouraged]. 
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Main inclusion and 
exclusion criteria 

Inclusion criteria 

• Subject is legally an adult according to local regulation at the time of signing 
informed consent. 

• Subject has histologically or cytologically confirmed urothelial carcinoma (i.e., 
cancer of the bladder, renal pelvis, ureter, or urethra). Patients with urothelial 
carcinoma (transitional cell) with squamous differentiation or mixed cell types 
are eligible. 

• Subject must have experienced radiographic progression or relapse during or 
after a checkpoint inhibitor (CPI) (anti-programmed cell death protein 1 (PD1) or 
anti-programmed death-ligand 1 (PD-L1)) for locally advanced or metastatic 
disease. Patients who discontinued CPI treatment due to toxicity are eligible 
provided that the patients have evidence of disease progression following 
discontinuation. The CPI need not be the most recent therapy. Patients for 
whom the most recent therapy has been a non-CPI-based regimen are eligible if 
the patients have progressed/relapsed during or after the patients’ most recent 
therapy. Locally advanced disease must not be amenable to resection with 
curative intent per the treating physician. 

• Subject must have received a platinum containing regimen (cisplatin or 
carboplatin) in the metastatic/locally advanced, neoadjuvant or adjuvant setting. 
If platinum was administered in the adjuvant/neoadjuvant setting subject must 
have progressed within 12 months of completion. 

• Subject has radiologically documented metastatic or locally advanced disease at 
baseline. 

• An archival tumor tissue sample should be available for submission to central 
laboratory prior to study treatment. If an archival tumor tissue sample is not 
available, a fresh tissue sample should be provided. If a fresh tissue sample 
cannot be provided due to safety concerns, enrollment into the study must be 
discussed with the medical monitor. 

• Subject has ECOG PS of 0 or 1 

• The subject has the following baseline laboratory data: 

o absolute neutrophil count (ANC) ≥ 1500/mm3 

o platelet count ≥ 100 × 109/L 

o hemoglobin ≥ 9 g/dL 

o serum total bilirubin ≤ 1.5 × upper limit of normal (ULN) or ≤ 3 × ULN for 
patients with Gilbert's disease 

o creatinine clearance (CrCl) ≥ 30 mL/min as estimated per institutional 
standards or as measured by 24 hour urine collection (glomerular 
filtration rate [GFR] can also be used instead of CrCl) 

o alanine aminotransferase (ALT) and aspartate aminotransferase (AST) ≤ 
2.5 × ULN or ≤ 3 x ULN for patients with liver metastases 

• Female subject must either: 

o Be of nonchildbearing potential: Postmenopausal (defined as at least 1 
year without any menses for which there is no other obvious pathological 
or physiological cause) prior to screening, or documented surgically 
sterile (e.g., hysterectomy, bilateral salpingectomy, bilateral 
oophorectomy). 

o Or, if of childbearing potential: Agree not to try to become pregnant 
during the study and for at least 6 months after the final study drug 
administration, and have a negative urine or serum pregnancy test within 
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7 days prior to Day 1 (Females with false positive results and documented 
verification of negative pregnancy status are eligible for participation), 
and if heterosexually active, agree to consistently use a condom plus 1 
form of highly effective birth control per locally accepted standards 
starting at screening and throughout the study period and for at least 6 
months after the final study administration. 

• Female subject must agree not to breastfeed or donate ova starting at screening 
and throughout the study period, and for at least 6 months after the final study 
drug administration. 

• A sexually active male subject with female partner(s) who is of childbearing 
potential is eligible if: 

o Agrees to use a male condom starting at screening and continue 
throughout the study treatment and for at least 6 months after final 
study drug administration. If the male subject has not had a vasectomy or 
is not sterile as defined below the patients female partner(s) is utilizing 1 
form of highly effective birth control per locally accepted standards 
starting at screening and continue throughout study treatment and for at 
least 6 months after the male subject receives final study drug 
administration. 

• Male subject must not donate sperm starting at screening and throughout the 
study period, and for at least 6 months after the final study drug administration. 

• Male subject with a pregnant or breastfeeding partner(s) must agree to 
abstinence or use a condom for the duration of the pregnancy or time partner is 
breastfeeding throughout the study period and for at least 6 months after the 
final study drug administration. 

• Subject agrees not to participate in another interventional study while on 
treatment in present study. 

 

Inclusion Criteria for COE: 

• Subject is eligible for the COE if they continue to meet all inclusion criteria from 
the main protocol in addition to the following when the patient is evaluated for 
eligibility to participate in the COE portion of the study: 

• Institutional review board (IRB)/ independent ethics committee (IEC) approved 
written COE informed consent and privacy language as per national regulations 
(e.g., health insurance portability and accountability act [HIPAA] Authorization 
for US sites) must be obtained from the subject prior to any study-related 
procedures (including withdrawal of prohibited medication, if applicable). 

• Subject was randomized to Arm B and is either currently on study treatment or 
has discontinued study treatment due to intolerance, AE or progression of 
disease, has not started a new systemic anticancer treatment and is still 
participating in the follow up phase of the study.  

Exclusion criteria 

• Subject has preexisting sensory or motor neuropathy Grade ≥ 2. 

• Subject has active central nervous system (CNS) metastases. Patients with 
treated CNS metastases are permitted on study if all the following are true: 

o CNS metastases have been clinically stable for at least 6 weeks prior to 
screening 

o If requiring steroid treatment for CNS metastases, the subject is on a 
stable dose ≤ 20 mg/day of prednisone or equivalent for at least 2 weeks 
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o Baseline scans show no evidence of new or enlarged brain metastasis 

o Subject does not have leptomeningeal disease 

• Subject has ongoing clinically significant toxicity (Grade 2 or higher with the 
exception of alopecia) associated with prior treatment (including systemic 
therapy, radiotherapy or surgery). Subject with ≤ Grade 2 immunotherapy-
related hypothyroidism or panhypopituitarism may be enrolled when well-
maintained/controlled on a stable dose of hormone replacement therapy (if 
indicated). Patients with ongoing ≥ Grade 3 immunotherapy-related 
hypothyroidism or panhypopituitarism are excluded. Patients with ongoing 
immunotherapy related colitis, uveitis, or pneumonitis or patients with other 
immunotherapy related AEs requiring high doses of steroids (> 20 mg/day of 
prednisone or equivalent) are excluded. 

• Subject has prior treatment with EV or other monomethyl auristatin E (MMAE)-
based Antibody drug conjugates (ADCs). 

• Subject has received prior chemotherapy for urothelial cancer with all available 
study therapies in the control arm (i.e., both prior paclitaxel and docetaxel in 
regions where vinflunine is not an approved therapy, or prior paclitaxel, 
docetaxel and vinflunine in regions where vinflunine is an approved therapy). 

• Subject has received more than 1 prior chemotherapy regimen for locally 
advanced or metastatic urothelial cancer, including chemotherapy for adjuvant 
or neo-adjuvant disease if recurrence occurred within 12 months of completing 
therapy. The substitution of carboplatin for cisplatin does not constitute a new 
regimen provided no new chemotherapeutic agents were added to the regimen. 

• Subject has history of another malignancy within 3 years before the first dose of 
study drug, or any evidence of residual disease from a previously diagnosed 
malignancy. Patients with nonmelanoma skin cancer, localized prostate cancer 
treated with curative intent with no evidence of progression, low-risk or very 
low-risk (per standard guidelines) localized prostate cancer under active 
surveillance/watchful waiting without intent to treat, or carcinoma in situ of any 
type (if complete resection was performed) are allowed. 

• Subject is currently receiving systemic antimicrobial treatment for viral, 
bacterial, or fungal infection at the time of first dose of EV. Routine antimicrobial 
prophylaxis is permitted. 

• Subject has known active Hepatitis B (e.g., hepatitis B surface antigen (HBsAg) 
reactive) or active hepatitis C (e.g., hepatitis C virus (HCV) Ribonucleic Acid (RNA) 
[qualitative] is detected). 

• Subject has known history of human immunodeficiency virus (HIV) infection (HIV 
1 or 2). 

• Subject has documented history of a cerebral vascular event (stroke or transient 
ischemic attack), unstable angina, myocardial infarction, or cardiac symptoms 
(including congestive heart failure) consistent with New York Heart Association 
Class III-IV within 6 months prior to the first dose of study drug. 

• Subject has radiotherapy or major surgery within 4 weeks prior to first dose of 
study drug. 

• Subject has had chemotherapy, biologics, investigational agents, and/or 
antitumor treatment with immunotherapy that is not completed 2 weeks prior 
to first dose of study drug. 

• Subject has known hypersensitivity to EV or to any excipient contained in the 
drug formulation of EV; OR subject has known hypersensitivity to 
biopharmaceuticals produced in Chinese hamster ovary (CHO) cells. 
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15.1 Comparability of patients across studies  
Patient demographics and clinical characteristics in EV-201 were broadly similar to those in the EV-301, although 

fewer patients in the EV-201 study were male (70% vs 79%) and more patients had an ECOG score of 1 (68% vs 60%), a 

Bellmunt risk score of ≥1 (58% vs 67%) and visceral metastases (90% vs 78%). [16] 

It was not possible to externally validate the difference between the populations with a Danish clinical expert since 

the comparison between the two populations is not specifically related to Danish clinical practice. Instead, a UK 

clinical expert was consulted. The expert suggested that EV-201 patients may exhibit better performance than EV-301 

patients due to the amount of pre-selection and pre-treatment (i.e., survivorship bias), but that EV-201 data are still 

supportive of a higher tail than the EV-301 trial.  

15.2 Comparability of the study populations with Danish patients eligible for treatment 
Since epidemiological data on the UC population in Denmark is limited, the comparison was based on a recently 

published study from Denmark on real-world treatment patterns and overall survival in la/mUC treated with 

chemotherapy in Denmark in the pre-immunotherapy Era [10]. The EV-301 study population is comparable to the 

Danish population with respect to age and gender [10,15]. However, in Danish clinical practice, there are more 

patients with poor performance status compared to Ev-301. The difference is caused by the inclusion criteria in the 

EV-301 of an ECOG PS 0-1. This means that the results are not transferable to patients with a ECOG PS ≥ 2 [9].  

























  

Side 139/190 

Medicinrådet     Dampfærgevej 21-23, 3. sal   DK-2100 København Ø    +45 70 10 36 00    medicinraadet@medicinraadet.dk   www.medicinraadet.dk 

 95% 𝐶𝐼 = exp(𝑙𝑛(𝑅𝑅) − 1.96 ∗ 𝑆𝐸{𝑙𝑛(𝑅𝑅)}) 𝑡𝑜 exp(𝑙𝑛(𝑅𝑅) + 1.96 ∗ 𝑆𝐸{𝑙𝑛(𝑅𝑅)}) 
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* Absolute difference CI calculated using: 𝐷 − √(𝜌1 − 𝑙1)2 + (𝑢2 − 𝜌2)2   to  𝐷 + √(𝜌2 − 𝑙2)2 + (𝑢1 − 𝜌1)2   

** Relative risk (RR) calculated using: 𝑅𝑅 =
𝑎/(𝑎+𝑏 )

𝑐/(𝑐+𝑑)
, with the SE of the log relative risk being:  𝑆𝐸{ln (𝑅𝑅)} = √

1

𝑎
+

1

𝑐
−

1

𝑎+𝑏
−

1

𝑐+𝑑
, and the 95% CI being: 

 95% 𝐶𝐼 = exp(𝑙𝑛(𝑅𝑅) − 1.96 ∗ 𝑆𝐸{𝑙𝑛(𝑅𝑅)}) 𝑡𝑜 exp(𝑙𝑛(𝑅𝑅) + 1.96 ∗ 𝑆𝐸{𝑙𝑛(𝑅𝑅)}) 
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Nausea 67 (22.6) 63 (21.6) 

Rash maculopapular 48 (16.2) 5 (1.7) 

Rash 45 (15.2) 11 (3.8) 

Dry skin 42 (14.2) 2 (0.7) 

Constipation 37 (12.5) 48 (16.5) 

Weight decreased 35 (11.8) 11 (3.8) 

Anemia 34 (11.5) 59 (20.3) 

Asthenia 31 (10.5) 32 (11.0) 

Neutrophil count decreased 30 (10.1) 49 (16.8) 

Vomiting 26 (8.8) 31 (10.7) 

WBC decreased 16 (5.4) 31 (10.7) 

≥Grade 3‡ 152 (51.4) 145 (49.8) 

Rash maculopapular 22 (7.4) 0 (0.0) 

Fatigue 19 (6.4) 13 (4.5) 

Neutrophil count decreased 18 (6.1) 39 (13.4) 

Neutropenia 14 (4.7) 18 (6.2) 

Hyperglycemia 11 (3.7) 0 (0.0) 
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Diarrhea 10 (3.4) 5 (1.7) 

Peripheral sensory neuropathy§ 9 (3.0) 6 (2.1) 

Drug eruption 8 (2.7) 1 (0.3) 

Lipase increased 6 (2.0) 3 (1.0) 

Asthenia 4 (1.4) 7 (2.4) 

Lymphocyte count decreased 4 (1.4) 12 (4.1) 

Febrile neutropenia 2 (0.7) 16 (5.5) 

WBC decreased 4 (1.4) 20 (6.9) 

Abbreviations: AE, adverse event; SAF, Safety Analysis Set; TRAE, treatment-related adverse event; WBC, white blood cell. 

 † Occurring in ≥10% of patients in either treatment arm; ‡ Occurring in ≥2% of patients in either treatment arm; § A total of 113 patients (enfortumab vedotin, n=55; chemotherapy, n=58) had pre-existing peripheral 

neuropathy. 

 Source: Astellas/Seagen, 2020. (Astellas Pharma US Inc. IS. An open-label, randomized phase 3 study to evaluate enfortumab vedotin vs chemotherapy in subjects with previously treated locally advanced or metastatic 

urothelial cancer (EV-301): Clinical Study Report. . Data on file. 2021.) 
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Neutrophil count decreased 18 (6.1) 39 (13.4) 

Fatigue 19 (6.4) 13 (4.5) 

Anaemia 

Decreased appetite 

Neutropenia 14 (4.7) 18 (6.2) 

Diarrhoea 10 (3.4) 5 (1.7) 

Peripheral sensory neuropathy 9 (3.0) 6 (2.1) 

Urinary tract infection bacterial 2 (0.7) 0 

Drug eruption 8 (2.7) 1 (0.3) 

Lipase increased 6 (2.0) 3 (1.0) 

Asthenia 4 (1.4) 7 (2.4) 

Lymphocyte count decreased 4 (1.4) 12 (4.1) 

Febrile neutropenia 2 (0.7) 16 (5.5) 

White blood cell count decreased 4 (1.4) 20 (6.9) 

Constipation 

General physical health deterioration 

Abdominal pain 
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19.3 Smoothed and Unsmoothed Hazard Plots 
The smoothed hazards were estimated using the muhaz function from the muhaz package which applied kernel-based 
methods developed by Mueller and Wang[82]. The predicted hazard curves were drawn from the parametric survival 
models estimated using flexsurvreg package in R [70]. The unsmoothed hazards based on observed data were plotted 
using the pehaz function from the muhaz package in R [83].  The pehaz function divided time domain into bins of 
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equal widths based on follow-up time length and number of uncensored observations per the Mueller approach. 
Hazards were then estimated in each bin as the number of events in that bin divided by the time length per bin.  
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20. Appendix H - HRQoL completion rate  

20.1 EQ-5D-5L 

 Completion rates 
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21. Appendix I - Mapping of HRQoL data  

  

EQ-5D utility scores were estimated based on EQ-5D-5L data from the EV-301 trial and the Danish EQ-5D-5L value 

set (reference a). 

EQ-5D-5L data were obtained from all randomized patients in the EV-301 trial. 

No imputation was performed for missing evaluations and thus a subject who did not have an evaluation on a 

scheduled visit would be excluded from the analysis for that visit. 

Utility was estimated using a generalized estimating equation (GEE) model with a robust variance estimator to 

account for correlation within patients' repeated assessments. Utility by health states was estimated in one model 

with health state (pre- vs. post-progression) as the independent variable, and utilities from all included patients 

were used. Treatment-specific pre-progression utility was estimated only using pre-progression utilities from 

respective treatment.  

Pre-progression utility was estimated based on EQ-5D data collected from randomization day up to the earliest of 

progressive disease, death, or being censored following the rule of progression free survival defined in the clinical 

statistical analysis plan of EV-301.  

Post-progression utility was estimated based on EQ-5D data corresponding to alive patients not in the pre-

progression health state. 

Treatment-specific pre-progression utility was estimated based on EQ-5D data collected from each treatment group 

in pre-progression health state.  

• EV denotes all EV-treated patients;  

• EV (subgroup DP) denotes EV-treated patients whose pre-selected chemotherapy was Docetaxel or 

Paclitaxel;  

• EV (subgroup D) denotes EV-treated patients whose pre-selected chemotherapy was Docetaxel;  

• EV (subgroup P) denotes EV-treated patients whose pre-selected chemotherapy was Paclitaxel;  

• EV (subgroup V) denotes EV-treated patients whose pre-selected chemotherapy was Vinflunine;  

• DPV denotes patients receiving Docetaxel, Paclitaxel, or Vinflunine;  

• DP denotes patients receiving Docetaxel or Paclitaxel;  

• D denotes patients receiving Docetaxel;  

• P denotes patients receiving Paclitaxel;  

• V denotes patients receiving Vinflunine. 

SOURCE: Jensen, Cathrine Elgaard, et al. "The Danish EQ-5D-5L Value Set: A Hybrid Model Using cTTO and DCE 

Data." Applied Health Economics and Health Policy (2021): 1-13. 
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23. Appendix K - Overview of results in the hard-to-treat population  

23.1  Kaplan Meier estimates of OS – Hard-to-treat subgroups 
OS benefit for EV was maintained across the hard-to-treat subgroups as shown in Figure 42. The OS was longer in the 

EV arm compared with the chemotherapy arm, consistent with median OS for the overall population. [19] 

In the subgroup age ≥65 years (Figure 42.A), EV demonstrated a 25.5% reduction in the risk of death (HR=0.745, [95% 

CI: 0.558, 0.995]). A total of 85 (44.0%) deaths occurred in the EV arm compared with 101 (51.5%) in the 

chemotherapy arm. The corresponding median OS was 14.32 months [95% CI: 10.05, 17.15] in the EV arm compared 

with 9.46 months [95% CI: 8.44, 13.70] in the chemotherapy arm. [19] 

In the subgroup with presence of liver metastasis (Figure 42.B), EV demonstrated a 34% reduction in the risk of 

disease progression or death (HR=0.660, [95% CI: 0.456, 0.957]). A total of 53 (57.0%) deaths occurred in the EV arm 

compared with 63 (66.3%) in the chemotherapy arm. The median OS was 9.63 months [95% CI: 6.80, 11.63] in the EV 

arm and 5.95 months [95% CI: 4.93, 7.10] in the chemotherapy arm. [19] 

In the population with primary upper tract disease (Figure 42.C), EV demonstrated a 15.2% reduction in the risk of 

death (HR=0.848, [95% CI: 0.567, 1.269]). A total of 44 (44.9%) deaths occurred in the EV arm and 52 (48.6%) in the 

chemotherapy arm. The median OS was 12.62 months [95% CI: 10.05, 15.34] in the EV arm and 10.91 months [95% CI: 

8.05, 14.06] in the chemotherapy arm. [19] 

In the population with nonresponse to prior PD-1/L1 inhibitor (Figure 42.D), EV demonstrated a 24.3% reduction in 

the risk of disease progression or death (HR=0.757, [95% CI: 0.580, 0.988]). A total of 100 (48.3%) deaths occurred in 

the EV arm and 120 (55.8%) in the chemotherapy arm. The corresponding median OS was 11.63 months [95% CI: 9.99, 

15.18] in the EV arm and 9.17 months [95% CI: 7.95, 10.74] in the chemotherapy arm. [19] 
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Figure 42. Kaplan-Meier estimates of OS by subgroups - hard-to-treat.  

Source: [19] 

23.2  Kaplan-Meier estimates of PFS1 – Hard-to-treat subgroup 
PFS benefit for EV was maintained hard-to-treat across most subgroups as shown in Figure 43.  

In the subgroup age ≥65 years (Figure 43.A), EV demonstrated a 38.4% reduction in the risk of disease progression or 

death (HR=0.616, [95% CI: 0.485, 0.781]). A total of 126 (65.3%) deaths or progression events occurred in the EV arm 

compared with 151 (77.0%) in the chemotherapy arm. The corresponding median PFS was 5.65 months [95% CI: 5.22, 

7.16] in the EV arm compared with 3.78 [95% CI: 3.52, 4.90] in the chemotherapy arm. [19] 

In the subgroup with presence of liver metastasis (Figure 43.B), EV demonstrated a 40.3% reduction in the risk of 

disease progression or death (HR=0.597, [95% CI: 0.428, 0.833]). A total of 71 (76.3%) deaths or progression events 

occurred in the EV arm compared with 75 (78.9%) in the chemotherapy arm. The median PFS was 4.14 months [95% 

CI: 3.71, 5.55] in the EV arm and 2.63 months [95% CI: 2.07, 3.55] in the chemotherapy arm. [19] 

In the population with primary upper tract disease (Figure 43.C), EV demonstrated a 28.4% reduction in the risk of 

disease progression or death (HR=0.716, [95% CI: 0.551, 1.003]). A total of 63 (64.3%) deaths or progression events 

occurred in the EV arm and 74 (69.2%) in the chemotherapy arm. The median PFS was 5.62 months [95% CI: 5.32, 

7.29] in the EV arm and 3.78 months [95% CI: 2.23, 5.39] in the chemotherapy arm. [19] 

In the population with nonresponse to prior PD-1/L1 inhibitor (Figure 43.D), EV demonstrated a 30.3% reduction in 

the risk of disease progression or death (HR=0.697, [95% CI: 0.556, 0.873]). A total of 146 (70.5%) deaths or 

progression events occurred in the EV arm and 160 (74.4%) in the chemotherapy arm. The corresponding median PFS 

was 5.42 months [95% CI: 4.44, 5.65] in the EV arm and 3.65 months [95% CI: 3.35, 3.84] in the chemotherapy arm. 

[19] 
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Figure 43. Kaplan-Meier estimates of PFS by subgroups - hard-to-treat. 

Source: [19] 

23.3  Overall response rate – Hard-to-treat subgroup 
The ORRs reported across all hard-to-treat subgroups were similar to that of the overall population in EV-301 [15]. In 

the subgroup age ≥65 years EV demonstrated an ORR of 40.8% [95% CI: 33.59, 48.23] relative to 19.9% [95% CI: 14.48, 

26.27] in the chemotherapy arm. In the subgroup with presence of liver metastasis EV demonstrated an ORR of 35.5% 

[95% CI: 25.83, 46.09] relative to 10.8% [95% CI: 5.28, 18.89] in the chemotherapy group. In the subgroup with 

primary upper tract disease EV demonstrated an ORR of 43.9% [95% CI: 33.87, 54.27] relative to 19.0 [95% CI: 12.04, 

27.87] in the chemotherapy arm. Lastly, the subgroup with nonresponse to prior PD-1/L1 inhibitor EV demonstrated 

an ORR of 39.7% [95% CI: 32.85, 46.86] relative to 17.4% [95% CI: 12.49, 23.25] in the chemotherapy arm. [19] 

23.4  Treatment-related adverse events of Grade 3 or higher – Hard-to-treat subgroup 
The incidence of grade 3 or higher TRAEs that occurred in at least 5% of the populations were in each hard-to-treat 

subgroup similar to that of the overall safety population. [19] 

The TRAEs of Grade 3 or higher that occurred in at least 5% of patients included decreased appetite (7.0%), 

hyperglycemia (8.5%), and malignant neoplasm progression (7.0%) in the EV arm and neutropenia (14.7%), asthenia 

(8.0%), anemia (6.7%), general physical health deterioration (6.7%), constipation (8.0%), febrile neutropenia (8.0%), 

neutrophil count decrease (6.7%), and abdominal pain (6.7%) in the vinflunine arm. [19] 

In the subgroup age ≥65 years the TRAEs of Grade 3 or higher that occurred in at least 5% of the patients included 

maculopapular rash (7.4%), fatigue (7.9%), and decreased neutrophil count (7.4%) in the EV arm and fatigue (6.4%), 

decreased neutrophil count (13.8%), neutropenia (8.0%), anemia (8.0%), decreased white blood cell count (7.4%) and 

febrile neutropenia (5.9%). [19] 
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In the subgroup with presence of liver metastasis the TRAEs of Grade 3 or higher that occurred in at least 5% of the 

patients included maculopapular rash (8.9%), fatigue (5.6%), decreased neutrophil count (5.6%), and neutropenia 

(5.6%) in the EV arm and fatigue (5.4%), decreased neutrophil count (7.6%), and febrile neutropenia (6.5%). [19] 

In the subgroup with primary upper tract disease the TRAEs of Grade 3 or higher that occurred in at least 5% of the 

patients included maculopapular rash (10.4%), fatigue (9.4%), decreased neutrophil count (9.4%), neutropenia (6.3%) 

and anemia (6.3%) in the EV arm and decreased neutrophil count (17.6%), neutropenia (6.9%), decreased white blood 

cell count (8.8%) and febrile neutropenia (6.9%). [19] 

In the subgroup with nonresponse to prior PD-1/L1 inhibitor the TRAEs of Grade 3 or higher that occurred in at least 

5% of the patients included maculopapular rash (9.4%), fatigue (5.0%), and decreased neutrophil count (5.0%), in the 

EV arm and decreased neutrophil count (13.4%), neutropenia (5.0%), anemia (5.9%), decreased white blood cell count 

(7.4%) and febrile neutropenia (5.0%). [19] 

  








