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Biomarkers in clinical practice

Today, we will focus on the role of predictive biomarkers
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Biomarkers are used as clinical tools in cancer treatment: 1. Prognostic

IMvigor210: Phase Il single-arm trial of atezolizumab monotherapy in patients with advanced UC

Pre-specified cohorts (N=429):

Cohort 1: Untreated patients Cohort 2: OS by PD-L1 §tatus with atezolizumab
B : : after prior PBCT
who are ineligible for cisplatin-
based chemotherapy (n=119) 100 -
—— 1CO (n = 103)
—— IC1 (n =107)
: : 80 IC2/3 (n =10
Cohort 2: Patients previously S (fe,ficffed %
treated with PBCT (n=310) R
g
(%]
T 40+
(O]
>
¢
20
0 1 1 1 1 1 1 1 1 1
0O 6 12 18 24 30 36 48 60
Number at risk Time (months)
ICO 103 50 29 18 11 7 6 1
IC1 107 59 33 25 20 15 14 3
IC2/3 100 67 48 38 36 33 32 8

Median follow-up: Cohort 1 = 96.4 months, Cohort 2 = 46.2 months.

IC, tumour-infiltrating immune cell; OS, overall survival; PBCT, platinum-based chemotherapy; PD-L1, programmed death-ligand 1; UC, urothelial carcinoma.
Rosenberg JE et al. ESMO OPEN 2024;9:103972.
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Biomarkers are used as clinical tools in cancer treatment: 1. Prognostic

IMvigor211: Phase Ill multicentre, open-label trial of atezolizumab monotherapy vs. chemotherapy
in patients with LA/mUC who had progressed during or after PBCT!?2

—— Randomised treatment arms (N=931): OS in the 1CO subgroup (PD-Ll <1%)2
. \ =—l— Atezolizumab (n = 151)
Atezolizumab (n=467)! 1007 Yy ch _
N emotherapy (n = 155)
ICO subgroup (n=151)2 90 - W
80 - \ OS rate, % (95% Cl) Atezolizumab Chemotherapy
. 12 mo 38 (30—45) 31 (23-38)
S 70
?_‘: 60 - 24 mo 23 (16-30) 11 (6-16)
Chemotherapy (n=464)* 2 ., 30 mo 18 (12-24) 9 (4-14)
ICO subgroup (n=155)2 S Blrreees—— a
= 40 - E : HR: 0.76 (0.59, 0.78)
2 30- X
................................... - o il
i Randomisation (1:1) was stratified by i 20 + E i
I PD-L1 expression (ICO, IC1 or IC2/3), ! 104  Median: 6.7 mo | L i .
—>! chemotherapy type (vinflunine vs. ! (5.6,8.6) 1| |
;| taxanes), liver metastases and number ! 0+ — i] — 7
1 1 1
L e of prognostic factors _________ ! 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
Time (months)
No. at Risk:

Atezolizumab 151 143131105 95 90 82 76 70 65 60 57 55 52 48 47 45 42 41 40 39 38 36 35 32 30 29 28 25 24 24 24 22 17 13 10 9 9 6 5 3 2
Chemotherapy 155 138124 113102 94 80 71 66 59 54 48 45 43 38 30 28 27 27 25 22 20 17 17 15 15 15 13 13 13 1110 8 8 7 4 3 2 1

Median follow-up: 33 months.?

*(vinflunine 320 mg/m?, paclitaxel 175 mg/m?, or docetaxel 75 mg/m? according to investigator choice).t

Cl, confidence interval; HR, hazard ratio; IC, tumour-infiltrating immune cell; LA/mUC, locally advanced or metastatic urothelial carcinoma; PBCT, platinum-based chemotherapy; PD-L1, programmed death-ligand 1;
mo, months; OS, overall survival.

1. Powles T et al. Lancet 2018;391:748-757; 2. van der Heijden MS et al. Eur Urol 2021;80:7-11. 5
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Biomarkers are used as clinical tools in cancer treatment: 1. Prognostic

IMvigor211: Phase Ill multicentre, open-label trial of atezolizumab monotherapy vs. chemotherapy
in patients with LA/mUC who had progressed during or after PBCT!?2

— Randomised treatment arms (N=931): OS in the 1C2/3 subgroup (PD-L1 25%)2
. _ - 100 — i =l Atezolizumab (n = 116)
Atezolizumab (n=467) % T ——
IC2/3 subgroup (n=1116)2 904 1
80 - OS rate, % (95% ClI) Atezolizumab Chemotherapy
. 12 mo 47 (37-56) 41 (32-50)
S 70+
‘_c; 60 24 mo 33 (24-42) 19 (12-27)
Chemotherapy (n=464)* Z Ty 30 mo 29 (21-38) 17 (10-24)
IC2/3 subgroup (n=118)2 5 ARSper=Sseesnas—E -
= 40 HR: 0.87 (0.64, 1.17)
S 30 ,
____________________________________ © | \ -
1 .. g 1 20 - Ll e
I Randomisation (1:1) was stratified by : n_l_qu_m_l_'
I PD-L1 expression (ICO, IC1 or IC2/3), ! 10 - MBdIar* 106 o
—>! chemotherapy type (vinflunine vs. ' (8.4, 12.2)
;| taxanes), liver metastases and number ! 0 e
S of prognostic factors _________ ; 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42
No. at Risk: Time (months)

Atezolizumab 116 112100 88 85 82 77 73 71 63 58 56 52 49 48 46 43 42 40 39 38 38 38 36 36 35 34 33 33 33 20 26 2 19 17 12 9 8 8 7 7 4
Chemotherapy 118 109100 95 91 85 82 75 71 65 61 51 47 43 39 37 35 32 31 30 28 2524 2322 22 22 22 22 20 18 17 16 13 8 6 4 3 3 1 1 1

Median follow-up: 33 months.

Cl, confidence interval; HR, hazard ratio; IC, tumour-infiltrating immune cell; LA/mUC, locally advanced or metastatic urothelial carcinoma; mo, months; OS, overall survival; PBCT, platinum-based chemotherapy;
PD-L1, programmed death-ligand 1.

1. Powles T et al. Lancet 2018;391:748-757; 2. van der Heijden MS et al. Eur Urol 2021;80:7-11. 6
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Biomarkers are used as clinical tools in cancer treatment: 2. Predictive

Phase | clinical trial of crizotinib in patients with lung cancers carrying ALK rearrangements

Study group:

ALK mutations predict response to crizotinib in lung cancer
Percentage change in tumour burden in patients with ALK-positive tumours, who were treated with
crizotinib as compared with pretreatment baseline

Patients (N=82) with
ALK-rearranged
advanced NSCLC

60 - M Disease progression Stable disease Partial response M Complete response

40 -

20 H

0 | I
=20 - I

40 - -30%

—60 -

Percent change from baseline

—80 —

-100 | I I | I | !

10 20 30 40 50 60 70 79
Patient No.

crizotinib is not approved for use in UC.
The mean duration of treatment was 6.4 months, with follow-up ongoing. ALK, anaplastic lymphoma kinase; NSCLC, non-small cell lung cancer; UC, urothelial carcinoma.
Kwak EL et al. N Engl J Med 2010;363:1693-1703.
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Biomarkers have many uses in cancer treatment: 3. Other uses .

Diagnostic
Pharmacodynamic

Predictors of toxicity

Speaker’'s own opinion. 8
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Predictive biomarkers in urothelial cancer: FGFR in LA/mUC .

Phase Il clinical trial of erdafitinib in patients with LA/mUC with prespecified FGFR alterations

FGFR alterations predict activity of erdafitnib
Percentage maximal tumour reduction in patients treated with erdafitinib 8 mg daily

N
o
=]

| b‘

B FGFR mutation FGFR fusion

—

[$)) o

o o o
| 1 |

Maximal reduction from baseline (%)
&
o
1

—100 -

Patient

Median follow-up: 11.0 months.
LA/mUC, locally advanced/metastatic urothelial carcinoma.
Loriot Y et al. N Engl J Med 2019;381:338-348 (Suppl).
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Predictive biomarkers in urothelial cancer: PD-L1 status in MIBC

Phase lll clinical trial of adjuvant nivolumab vs. placebo in patients with MIBC at high risk
of recurrence after radical resection (N=709)

OS in the ITT population OS in the PD-L1 positive population
100 -y 100 oy

90 90 7 81.9%

80 - 76.1% 80 - 71.3%
S 70 65.6% S 704
S 60+ S 604
Z Z
> 50 S 50
(%) (7]
T 40 E 40
g 30 No. of Events/ 0OS, Months, g 30 No. of Events/ 0OS, Months,
e No. of Patients Median (95% CI) @) No. of Patients Median (95% CI)

20 4 | Nivolumab 138/353 69.5 (58.1 to NE) 20 | Nivolumab 32140 NR (NE)

Placebo 166/356 50.1 (38.2 to NE) Placebo 52/142 NR (29.0 to NE)
10 HR (95% Cl), 0.76 (0.61 to 0.96) 10 7 HR (95% Cl), 0.56 (0.36 to 0.86)
0 T T T T T T T T T T T T | 0 | T T T T T T I T T T T |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 0 6 12 18 24 30 36 42 48 54 60 66 72 78
. Time (months) . Time (months)
No. at Risk: No. at Risk:
Nivolumab 353 326 298 268 244 220 188 150 123 92 60 33 4 0 Nivolumab 140 127 115 93 73 52 41 29 11 1 0 0 0 0

Median follow-up 31.6 months.

Cl, confidence interval; HR, hazard ratio; ITT, intention to treat; MIBC, muscle-invasive bladder cancer; NE, not estimable; nivo, nivolumab; OS, overall survival; PD-L1, programmed death-ligand 1.
Galsky et al. J Clin Oncol 2025;43:15-21.

10
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Emerging predictive markers in urothelial cancer? .

Extracellular ligand-binding domain

HER2 HER3

No known
ligand

e

Kinase

Inactive g‘

Intracellular ligand-binding domain

Image sourced from Proteopedia. https://proteopedia.org/wiki/index.php/Image:New_Resource 1.jpg. Last accessed: June 2025.
EGFR, epidermal growth factor receptor; HER, human epidermal growth factor receptor 2. 11
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The predictive role of Nectin-4 has been investigated based .
on the MOA of EV

Nectin-4

/\

Antibody Linker

EV is an ADC consisting of a

Nectin-4 is a cell-surface Nectin-4-targeting fully EV binds to Nectin-4 on MMAE disrupts microtubules,
molecule that is highly human monoclonal antibody, the surface of UC cells subsequently inducing cell
expressed on UC cells attached via a linker to the and delivers MMAE into cycle arrest, apoptosis, and

compared with healthy cells? cytotoxic drug, MMAE! the cell? immunogenic cell death-3

Image of EV antibody adapted from Jain N et al. 2015.1
ADC, antibody—drug conjugate; EV, enfortumab vedotin; MMAE, monomethyl auristatin E; MOA, mechanism of action; UC, urothelial carcinoma.
1. Moussa M et al. Drug Des Devel Ther 2021;15:453-462; 2. Jain N et al. Pharm Res 2015;32:3526—-3540; 3. PADCEV™ (enfortumab vedotin). Summary of Product Characteristics. 12
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The observed benefit of EV+P remains regardless of
Nectin-4 expression and PD-L1 status

OS benefit with EV+P in patients with OS benefit with EV+P in patients
a Nectin-4 H-score of <275 with a Nectin-4 H-score of 2275
Median, Stratified HR Median, Stratified HR
N Events (months) 95% CI (95% ClI) N  Events (months) 95% CI (95% ClI)
100 EV+P 177 57 26.1 (22.3,-) 0.518 100 ) EV+P 217 62 - (25.6,-) 0.426
PBCT 212 108 13.9 (11.6-19.7) (0.372-0.721) ) 194 95 17.1  (14.7-19.3) (0.305-0.595)
80 80
g 60 g 60
0 )]
O 404 O 40-
Ch th -+
20 emomerapy 20 Chemotherapy
0_IIIIIIIIIIIIIIIIIIII 0_IIIIIIIIIIIIIIIIIII
0 2 4 6 8 1012141618 2022 24 26 28 30 32 34 36 38 0 2 4 6 8 1012 141618 20 22 24 26 28 30 32 34 36

Time (months) Time (months)
Number at risk Number at risk

EV+P 177171164157150128102 81 64 46 36 24 15 11 4 4 1 1 1 O EV+P 217208 201 195 186 169 144 121103 81 59 35 17 8 7 3 0 O
Chemotherapy 212 202 192 169 145114 87 66 50 36 24 15 10 7 4 1 1 0 Chemotherapy 194 184 168 156 145126103 86 65 46 30 19 13 9 6 4 3 1 o

A retrospective, post hoc analysis of Nectin-4 expression using a CAP-/CLIA-validated Nectin-4 IHC assay on primary or metastatic tumour tissue. Oncological outcomes and clinical efficacy (PFS, OS, and ORR) were assessed across

Nectin-4 expression subgroups.
CAP, College of American Pathologists; Cl, confidence interval; CLIA, Clinical Laboratory Improvement Amendments; EV, enfortumab vedotin; HR, hazard ratio; IHC, immunohistochemistry; ORR, overall response rate; OS, overall survival;

P, pembrolizumab; PBCT, platinum-based chemotherapy; PFS, progression-free survival.
Powles T et al. Presented at ESMO 2024. 1966MO. 13
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Different scores

CPS, TPS and sp142

Calculation of TPS and CPS!?

All tumour
— 8.

90% unstained

10% stained

O PD-L1 staining tumour cell * PD-L1 staining mononuclear inflammatory cell
O PD-L1 non-staining tumour cell ° PD-L1 non-staining mononuclear inflammatory cell

Calculate the combined positive score of the entire tumour area:
Assessment: CPS of area with staining:

No. PD-L1 staining cells* ~80 PD-L1 staining cells

CPS= x 100 x 100 = 80

Total No. viable tumour cells 100 tumour cells

CPS of entire tumour area: 10% x 80 = ~CPS 8

® pPpL1 negative immune cell

@ PD-L1 negative tumor cell

@ PD-L1 positive tumor cell . PD-L1 positive immune cell

No. PD-L1 positive tumour cells
TPS= - x 100
Total No. of viable tumour cells

No. PD-L1 positive cells (tumour
cells, lymphocytes, macrophages)

Total No. of viable tumour cells

CPS= x 100

CPS, combined positive score; IHC, immunohistochemistry; PD-L1, programmed death-ligand 1; TPS, tumour proportion score.
1. Agilent Horizon. Analysis and Testing Encyclopedia. Available at: https://m.antpedia.com/news/wx_article/637918.html. Last accessed: June 2025; 2. de Ruiter EJ et al. Mod Path 2021;34:1125-1132; 3. Roche. Roche Diagnostics —

IHC staining with VENTANA
PD-L1 (spl42)3

g

e
l*

VENTANA PD-L1 (SP142) Assay. Available at: https://diagnostics.roche.com/content/dam/diagnostics/us/en/products/v/ventana-pd-l11-sp142-assay/VENTANA-PD-L1-SP142-1G-UC.pdf. Last accessed: June 2025. 14



https://m.antpedia.com/news/wx_article/637918.html
https://diagnostics.roche.com/content/dam/diagnostics/us/en/products/v/ventana-pd-l1-sp142-assay/VENTANA-PD-L1-SP142-IG-UC.pdf

Job code: MAT-NL-PAD-2025-00028

=@

PD-L1 assessment?

SP142 <1% =
no atezolizumab

CPS >10% =
possible pembrolizumab

But

PD-L1 assessment in UC

Speaker’s own images.

Atezolizumab is indicated as monotherapy for the treatment of adult patients with LA/mUC after prior platinum-containing chemotherapy, or who are considered cisplatin ineligible, and whose tumours have a PD-L1 expression 25%.2

Pembrolizumab is indicated as a monotherapy for the treatment of LA/mUC in adults who are not eligible for cisplatin-containing chemotherapy and whose tumours express PD-L1 with a CPS 210.3

CPS, combined positive score; LA/mUC, locally advanced or metastatic urothelial carcinoma; PD-L1, programmed death-ligand 1; UC, urothelial carcinoma.

1. Speaker’s own opinion; 2. TECENTRIQ® (atezolizumab). Summary of Product Characteristics; 3. KEYTRUDA® (avelumab). Summary of Product Characteristics. 15
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A national retrospective Initiative to better understand
Nectin-4 expression in mUC*2

Eﬂfr?:srg.r;%uérg Eiﬁ't'l\"“ NECTIN4 Amplification Is
b q y Frequent in Solid Tumors and

ggferzgsésuﬁgmﬂigf %gfct;?r:gma Predicts Er_n‘ortumab \_/edotin
Response In Metastatic

and Is Associated with . 5
Enfortumab Vedotin Resistancel Urothelial Cancer

Niklas Klumper, Damian J. Ralser, Jorg Ellinger, Niklas Klumper, Ngoc Khanh Tran, Stefanie Zschabitz, Oliver
Florian Roghmann, Julia Albrecht, Eduard Below, Hahn, Thomas Buttner, Florian Roghmann, Christian Bolenz,
Abdullah A aljatl, Danijel Sikic, Johannes Breyer, Friedemann Zengerling, Constantin Schwab, Dora Nagy,
Christian Bolenz, Friedemann Zengerling, Ph|I|p|EJI Erben, Marieta Toma, Glen Kristiansen, Hendrik Heers,

Kristina Schwamborn, Ralph M. Wirtz, Thomas Horn, Phl|_IpP Ivanyi, Gunter Niegisch, Camilla Marisa Grunewald,
Dora Na%/, Marieta Toma, Glen Kristiansen, Christopher Darr, Arian Farid, Katrin Schlack, ]
Thomas Buttner, Oliver Hahn Viktor Grunwald, Mahmoud Abbas, Can AXAdogdu, Jozefina Casuscelli,
Christopher Darr, Eva Erne, Steffen Rausch, Jens Bedke, Theresa Mokr%, Michael Mayr, Dora Niedersu3-Beke,

Katrin Schlack, Mahmoud Abbas, Stefanie Zschabitz, Steffen Rausch, Dimo Dietrich, Jonas Saal, Jorg Ellinger,
Constantin Schwab, Alexander Mustea, Patrick Adam Manuel Ritter, Abdullah Alajati, Christoph Kuppe,

Andreas Manseck, Bernd Wullich, Manuel Ritter Joshua Meeks, Francisco E. Vera Badillo, J. Alberto

Arndt ,Hartmann,.Jur&en Gschwend, Wilko Weichert, Nakauma-Gonzalez, Joost Boormans, Kerstin Junker,
Franziska Erlmeier, Michael Holzel, and Arndt Hartmann, Viktor Grunwald, Michael Holzel, and
Markus Eckstein Markus Eckstein

mUC, metastatic urothelial carcinoma.
1. Klumper N et al. Clin Can Res 2023;29:1496-505; 2. Klumper N et al. J Clin Oncol 2024;42:2446—-2455. 16
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Nectin-4 is highly expressed in UC cells .

Moderate or strong staining (indicated by H-score) was observed in 60% of bladder tumour specimens
« Overall positive staining was observed in 83% of bladder tumour specimens

Transitional bladder carcinoma with Transitional bladder carcinoma with
strong expression moderate expression
Negative 0-14 A Ny TN iy F 1. : _,.n
Weak 15-99 : | | | ‘
Moderate 100-199
Strong 200-300

*H-score defined as the sum of the products of the staining intensity (score of 0—3) multiplied by the percentage of cells (0—100) stained at a given intensity.
UC, urothelial carcinoma.
Challita-Eid PM et al. Cancer Res 2016;76:3003—-3013. 17
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Speaker’s own image.
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Subtypes express differently

PD-L1: Staining of three PD-L1 clones in
UC with squamous differentiation?!
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IHC, immunohistochemistry; PD-L1, programmed death-ligand 1; UC, urothelial carcinoma.

1. Reis H et al. Am J Surg Pathol 2019;43:920-927; 2. Hoffman-Censits JH et al. Appl Immunohistochem Mol Morphol 2021;29:619-625.

Nectin-4: IHC for Nectin-4 in UC with

Tumour type?

Plasmacytoid
% Micropapillary tumour
m -
' Adenocarcinoma
Nested
Sarcomatoid carcinoma
Bt Small cell carcinoma

Squamous cell carcinoma

Positive
Nectin-4 IHC

70%

63%

28%

66%

50%

10%

0%

19



. Job code: MAT-NL-PAD-2025-00028

HER212

Bond Oracle PATHWAY
A . HER2 IHc System HercepTest anti-HER2/neu
Definition of staining pattern IHC score SRR CRORNGS” 2
» ’
w’o)
No staining is observed or membrane 0 S
staining that is incomplete and is faint/barely
: : o
perceptible and in <10% of tumour cells B el — WL
> : g \‘ ~ i
.‘—. y A (
Incomplete membrane staining that is 1+
faint/barely perceptible and in >10% of .
Bond Oracl PATHWAY
tumour Ce”S HERgnIHC I:y(;fem HercepTest anti-HER2/neu
Weak to moderate complete membrane 2+

staining in >10% of tumour cells

I I iNi i Bond Oracle PATHWAY
Clrcumfere_ntlal membrgne staining that is 3+ Psril i kool
complete, intense, and in >10% of 7 ¥ 53 o8
tumour cells " Oy -

HER2, human epidermal growth factor receptor 2; IHC, immunohistochemistry.
1. Tozbikian G et al. Histopathology 2024;85:489-502; 2. Rice S. Scoring HER2 expression across the full spectrum. Available at: https://www.captodayonline.com/scoring-her2-expression-across-the-full-spectrum/.
Last accessed: June 2025. 20
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HER2

Distribution of HER2 IHC expression levels across cancers?*

HERZ2 is amplified in 15-20% of

breastcancersl 100’{&?§3‘$§8$2§%£$$Bﬁ38259%9&?3
W 3+
o2+
90
1+
. - . . 80 4 0
HER?2 overexpression or amplification is
a validated prognostic and predictive 07
biomarker in breast cancer? £ %
g
HERZ2-targeted treatments are effective
in cancers with HER2 amplification
and/or overexpression? .
T 23 25 232 85Q0ET® gﬁo:_uﬁ_é() ‘“;?lg:“
ESESEEEERE AR R R R LR RN Y
Bes®2 £ 2 §058T5isczasst s
% v 3 3 ) O o z c% =
3
I

*Low HER2 status was classified as 1+ or 2+ by IHC, positive HER2 status was classified as 3+ by IHC, negative HER2 status was classified as 0 by IHC.

CCA, cholangiocarcinoma; CUP, cancer of unknown primary; FT, fallopian tube cancer; GEJ, gastroesophageal; HCC, hepatocellular carcinoma; HER2, human epidermal growth factor receptor 2; HN,
neck-adenoid cystic carcinoma; HNSCC, head and neck squamous cell carcinoma; IHC, immunohistochemistry.

1. Perez EA et al. Can Treat Rev 2014;40:276-284; 2. Uzunparmak B et al. Annals Oncol 2023;34:1035-1046.

head and neck; HN-ACC, head and

21
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Molecular testing

Pre-analytical
Mark tumours on H&E slide
Enrich tumour cells ++ microdissection
New cuts for better results
Pathology establishes tumour cells (%)
Approximately 5000 tumor cells
4—6 x 5 um cuts for NGS
Between 10 and 100 ng
Depends on type of technology

H&E, hematoxylin and eosin; NGS, next-generation sequencing.
Speaker's own opinion. 22
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FGFR aberrations are common in a variety of solid tumours .

Frequency of FGFR aberrations in 4853 Frequencies and distributions of FGFR aberrations for all cancers

cancer patients

Frequency of FGFR aberrations
(4,853 patients)

Cases with FGFR
aberrations

FGFR4

FGFR2
No FGFR

- All FGFR 19%
aberrations
aberration 7%

93% FGFR1

>1 FGFR
aberration
5%

Some cases have more than one aberration

Helsten T et al. Clin Can Res 2016;22:259-267.

Urothelial carcinoma

Breast carcinoma
Endometrial adenocarcinoma
Ovarian carcinoma
Carcinoma unknown primary
Glioma

Cholangiocarcinoma

Gastric adenocarcinoma
Nonsmall cell lung carcinoma
Pancreatic exocrine carcinoma
Colorectal carcinoma

Renal cell carcinoma
Neuroendocrine carcinoma
Head and neck (squamous)
Melanoma

Leiomyosarcoma

Sarcoma (all)

OFGFR1
CAmplification

8 10 12 14 16 18 20 22 24 26 28 30 32 34

Percentage of tumors with aberration

OFGFR2
[OMutation

B FGFR3

[JRearrangement

BFGFR4
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FGFR aberrations in UC

Specific FGFR aberrations have been observed in certain cancers e.g. FGFR3 mutations in bladder cancer

FGFR aberrations in UC

306 2% m No aberration
6%

204 m Activating FGFR3
mutations

FGFR1 amp
m Rearrangements
Mutations of uncertain

significance
FGFR3 amp

UC, urothelial carcinoma.
Helsten T et al. Clin Can Res 2016;22:259-267.

The majority of aberrations were
activating mutations in FGFR3,

including S249C, R248C, Y373C,
G370C and K650M
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Personal perspectives on current limitations and challenges
with biomarkers in UC1:2

Unclear how good a biomarker has to be for it to be useful

Most patients do not have a target for a positive predictive biomarker
Not all patients are suitable for biomarker testing
Depends on the available material
Artefacts, too few tumour cells, old material (>5 years)
Seemingly similar biomarkers can give different results in different contexts
Careful with immunohistochemical marker - subtypes different expression

Difficulties in standardisation of biomarker testing and interpretation

UC, urothelial carcinoma.
1. Speaker’s own opinion; 2. European Association of Urology. Muscle-invasive and metastatic bladder cancer. Available at: https://www.uroweb.org/guidelines/muscle-invasive-and-metastatic-bladder-cancer. Last accessed: June 2025. 25
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Liquid biopsies .

ctDNA in advanced malignancies?

Use when treatment resistance or no tissuel

1009 T
Surveillance of disease +/ -1
S
Half-life (cfDNA 16 minutes —2.5 hours)? $ 8-
Could this cause false +/- results? s
S 604
Some organs “better” than others? g
E
g 40
Differences blood and urine S
S 20
utDNA is better to characterise primary tumour3 g
cfDNA is valuable for minimal residual disease* 0 T o
o) % o) £
O
CctDNA, circulating-tumour DNA, cfDNA, cell-free DNA; RCC, renal cell carcinoma; utDNA, urinary tumour DNA.
1. Bettegowda C et al. Sci Transl Med 2014;6:224ra24; 2. Cisneros-Villanueva M et al. Brit J Can 2022;126:391-400; 3. Hirotsu Y et al. Cancer Sci 2019;110:3235-3243; 4. Parsons HA et al. Clin Cancer Res 2020;26:2556—2564. 26
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Limitations of liquid biopsies

Exclude patient specific mutations (hematopoietic)?!

Older patients

Amount of ctDNA/problem of utDNA®2
Influences sensitivity of the exam
Some mutations are easy to detect (substitutions of base)

Deletions and CNV are more difficult to detect

Cytotoxic treatments can increase TMB?

CNV, copy number variation; ctDNA, circulating-tumour DNA; TMB, tumour mutational burden; utDNA, urinary tumour DNA.
1. Nikanjam M et al. J Hematol Oncol 2022;15:131; 2. Speaker’s own opinion. 27
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RJ

Emerging technologies for identifying biomarkers

0 ctDNA to identify specific markers 89% concordance with solid tumour FGFR3 alteration?

Q As a marker of residual disease after cystectomy?

(3] Al and digital pathology?3

Al and digital pathology to predict benefit from long-course endocrine therapy in high-risk patients with PCa undergoing radical radiotherapy?

Biomarker-negative Biomarker-positive
100 -

P value: 0.92 100 - P value: <0.001*
Event rate (95% CI) 5years 10 years 15 years Event rate (95% CI) 5years 10 years 15 years
. 754 RT + LT-ADT 2% (1% to 5%) 6% (3% to 9%) 9% (5% to 13%) 75 RT + LT-ADT 5% (3% to 7%) 13% (9% to 16%) 19% (15% to 23%)
S RT + ST-ADT 4% (2% to 7%) 7% (4% to 11%) 10% (7% to 15%) S - RT + ST-ADT 9% (6% to 12%) 20% (16% to 24%) 30% (25% to 35%)
2 2
2 2
= 50 - = 50
a a
) a
7 7 }
w25 - w25 o
0 T T T T T 0= T T T
] 5 10 15 20 ] 0 5 10 15 20
Number at risk: Time (years) Number at risk: Time (years)
RT + LT-ADT 204 171 118 61 9 RT + LT-ADT 398 307 187 98 19
RT + ST-ADT 203 159 98 49 12 RT + ST-ADT 387 307 176 74 17

ADT, androgen deprivation therapy; Al, artificial intelligence; Cl, confidence interval; ctDNA, circulating tumour DNA; LT-ADT, long-term ADT; PCa, prostate cancer; RT, radiotherapy; ST-ADT, short-term ADT.
1. UroToday. IBCN 2023 conference highlights:Added Value of ctDNA Testing For Identifying FGFR3 Alterations In Metastatic Urothelial Cancer Eligible For Erdafitinib Treatment. Available at: IBCN 2023: Added Value of ctDNA Testing For

Identifying FGFR3 Alterations In Metastatic Urothelial Cancer Eligible For Erdafitinib Treatment. Last accessed: June 2025; 2. Powles T et al. Nature 2021;595:432—-437; 2. Armstrong A et al. J Clin Oncol 2025; doi: 10.1200/JC0O.24.00365
[Epub ahead of print]
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Summary

Biomarkers have been established as an important clinical tool within oncology. However, their
predictive value in bladder cancer remains limited?!

The benefit of EV+P remains irrespective of Nectin-4 expression or PD-L1 status, therefore testing for
Nectin-4 or PD-L1 is not required?

Emerging biomarkers may have the potential to impact the standard of treatment in advanced UC?3

EV, enfortumab vedotin; P, pembrolizumab; PD-L1, programmed death-ligand 1; UC, urothelial carcinoma.
1. Ahangar M et al Front Oncol 2024;14:1453278; 2. Powles T et al. Presented at ESMO 2024. 1966MO; 3. Speaker’'s own opinion. 29
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Genitourinary
% Masterclass

[=] Heerk td )

Please refer to the EMA SmPC for D

PADCEV™ (enfortumab vedotin)

via the following link:

https://www.ema.europa.eu/en/docume E]

nts/product-information/padcev-epar-

: : Please scan the QR Please scan the QR

DrOdUCt'mformat'On en. Ddf code to access the code to access the NL

UK aPI for PADCEV SmPC for PADCEV

PADCEYV is subject to medicinal prescription.
Astellas Pharma B.V., Sylviusweg 62, 2333 BE Leiden, The Netherlands

aPl, abbreviated Prescribing Information; EMA, European Medicines Agency; SmPC, Summary of Product Characteristics.


https://www.ema.europa.eu/en/documents/product-information/padcev-epar-product-information_en.pdf

ABBREVIATED SUMMARY OF PRODUCT CHARACTERISTICS
For full prescribing information refer to the Summary of Product Characteristics (SPC).

VThis medicinal product is subject to additional monitoring. This will allow quick identification of new safety information.
Healthcare professionals are asked to report any suspected adverse reactions. NAME OF THE MEDICINAL PRODUCT: Padcev
20 mg powder for concemme for solution for infusion & Padcev 30 mg powder for concentrate for soluuon Inr mﬁ;sm
QUALITATIVE AND QUANTITATIVE COMPOSITION: 1 ri ; One vial
of powder for concentrate iur sulutlon for infusion contains 20 mg enfortumab vedotin. P: for

for solution for infusion: One vial of powder for concentrate for solution for infusion contains 30 mg enfortumab vedotin. After
reconstitution, each mL of solution contains 10 mg of vedotin. vedotin is ised of a fully human

Traceability: In order to improve the traceability of biological medicinal products, the name and the batch number of the
administered product should be clearly recorded. Skin reactions: Skin reactions are associated with enfortumab vedotin as a
result of enfortumab vedotin binding to Nectin-4 expressed in the skin. Fever or flu-like symptoms may be the first sign of a
severe skin reaction, and patients should be observed, if this occurs. Mild to moderate skin reactions, i

common adverse reactions (>2%) leading to dose reduction were sensory (9.9%), rash lo-papul

(6.4%), fatigue (3.2%), diarrhoea (2.3%) and neutropenia (2.1%). Tabulated summary of adverse rg:unng Adverse reactions

observed dunng clinical studies of vedotin as orin ination with or reported
rash  from p ing use of vedotin are listed in this section by frequency category. Frequency ies are

14 (3%) were positive post baseline. The incidence of treatment-emergent anti-enfortumab vedotin antibody formation was

Due to the limited number of patients with antibodies against Padcev, no conclusions can be drawn conceming a potential
effect of i icity on efficacy, safety or pharmacokinetics. Skin reactions: In clinical studies of enfortumab vedotin as

maculo-papular, have been reported with enfortumab vedotin. The incidence of skin reactions occurred at a higher rate when
enfortumab vedotin was given in ion with to vedotin as (see
section 4.8 of the SPC). Severe cutaneous adverse reactions, including SJS and TEN, with fatal outcome have also occurred in
patients treated with enfortumab vedotin, predominantly during the first cycle of treatment. Patients should be monnored
starting with the first cycle and throughout treatment for skin reactions. Appropriate treatment such as topical corti

defined as follows: very common (21/10); common (21/100 to <1/10); uncommon (21/1,000 to <1/100); rare (=1/10,000 to
<1/1,000); very rare (<1/10,000); not known (cannot be esnmated from the available data). Within each frequency grouping,
adverse reactions are in order of

Table 3. Adverse reactions in patients treated with enfortumab vedotin

monotherapy, skin reactions occurred in 57% (452) of the 793 patients treated with enfortumab vedotin 1.25 mg/kg. Severe
(Grade 3 or 4) skin reactions occurred in 14% (108) of patients and a majority of these reactions included rash maculo-papular,
stomatitis, rash erythematous, rash or drug eruption. The median time to onset of severe skin reactions was 0.7 months (range:
0.1 to 8.2 months). Serious skin reactions occurred in 4.3% (34) of patients. Of the patients who experienced skin reactions
and had data regarding resolution (N=366), 61% had complete resolution, 24% had partial improvement, and 15% had no

IgG1 & ntibod to the agent auristatin E (MMAE) via a protease-cleavable ination wi improvement at the time of their last evaluation. Of the 39% of patients with resmual skin reactions at ast evaluation, 38%
maleimidocaproyl valine-citrulline linker. For the full list of excipients, see section 6.1 of the SPC. and anthistamines can be considered for mild to moderato skin reactions. For suspected SUS or TEN, of in case of bulluus [ | In with hazr Grade 2 events. In clinical studies of edoti £ i ki i od
lesions onset, withhold treatment and refer to care; histologic mcludmg on of and i rade 22 events. In clinical studies o vedotin in in reactions occurt
PHARMACEUTICAL FORM: Powder fi)r _concentrate for solution for mluslon Whlle to off white Iyophlllzed powder. %
CLINICAL PARTICULARS: jons: Padcey, in is indicated for the  Multiple biopsies, is citical to early recognition, as diagnosis and i can improve : [Sepsi [Sepsi in 70% (392) of the 564 patients and a majority of these skin reactions mcluded rash maculo-papular, rash macular and rash
i Padcev for confirmed SJS or TEN, Grade 4 o recurrent Grade 3 skin reactions. For Grade 2 wursemng Grade 2 with fever or  |--ommon L] opss papular. Severe (Grade 3 or 4) skin reactions occurred in 17% (37) of patients (Grade 3: 16%, Grade 4: 1%). The median time
first-line treatment of adult patients with unresectable or metastatic urothelial cancer who are eligible for platinum-containing CY ; 5 = { % 17 0110172 Of th h £ i %
Padcev s s Indu:ated fur the treatment of acuit patients with Iocally advance or metastatic  Grade 3 skin reaction, ireatment should be withheld uni Grade <1 and refemal for care should be Blood and system to onset of severe skin reactions was 1.7 months (range: 0.1 to 17.2 months). Of the patients who experienced skin reactions
urothelial cancer who have previously received a platinui and a death receptor-1  Treatment should be resumed at the same dose level or consider dose reduction by one dose level (see section 4.2 of the SPC), | Very common Anaemia Anaemia and had data regarding resolution (N=331), 59% had complete resolution, 30% had partial improvement, and 10% had no
or programmed death-ligand 1 inhibitor (see section 5.1 of the SPC). Posology and method of administration: Treatment  Pneumonitis/ILD: Severe, life-threatening or fatal pneumonitis/ILD have occurred in patients treated with enfortumab vedotin. | ot known' ia, febrile i, febrile at the time of their last evaluation. Of the 41% of patients with residual skin reactions at last evaluation, 27%
wilh Padcev should be iniated and supervised by a physician experienced in the use of anti-cancer therapies. Ensure good  The incidence of pneumonitisALD, including severe events occurred at a higher rate when enfortumab vedotin was iven in count count had Grade =2 events. Pneumonitis/LLD: In dinical studies of vedotin as D occurred
venous access prior to starting treatment (see section 4.4 of the SPC). Posology: As the dose of ination with to vedotin as (see section 4.8 of the SPC). Monitor in 26 (3.3%) of the 793 patients treated with enfortumab vedotin 1.25 mg/kg. Less than 1% of patients experienced severe
enfortumab vedotin is 1.25 mg/kg (up to a maximum of 125 mg for patients 2100 kg) administered as an intravenous infusion  patients for signs and symptoms indicative of pneumonitis/ILD such as hypoxia, cough, dyspnoea o interstitial mmtrates on (Grade 3 or 4) pneumonitis/ILD (Grade 3: 0.5%, Grade 4: 0.3%). F D led to of vedotin
over 30 minutes on Days 1,8 and 15 of a 28-day cycle until disease progression or unacceptable toxicity. When given in radiologic exams. Corticosteroids should be administered for Grade > 2 events (e.g., initial dose of 1-2 Very common [ [ t in 0.5% of patients. There were no deaths from pneumonitis/ILD. The median time to onset of any grade pneumonitis/ILD
i with dose of vedotin is 1.25 mg/kg (up to a maximum of 125 mg or equivalent followed by a taper). Withhold Padcev for Grade 2 pneumonitis/ILD and consider dose reduction. and nutrition di was 2.7 months (range: 0.6 to 6.0 months) and the median duration for pneumonitis/ILD was 1.6 months (range: 0.1 to
m'cl patren|1sd2100 kg) admlmstered as an lrg;’alvenous mi;ﬁmn over 30 mmu;:s nn1DavS 1 and 8 of evef:lh 3- g&e’k (21-day) discontinue Padcev for Grade 3 pneumonitisALD (see section 4.2 of the SPC). Hyperglycaemia: Hyperglycaemié and diabetic | Very common [ prewe prvo 43.0 months). Of the 26 patients who experienced pneumonitis/ILD, 8 (30.8%) had resolution of symptoms. In clinical studies
cycle until disease progression or unacceptable toxicity. The se of is either mg every Bt ; . 2 3 i '0). hyperglycaemia: | . 7 L of enfortumab vedotin in ination with itis/ILD occurred in 58 (10.3%) of the 564 patients. Severe
3 weeks or 400 mg every 6 weeks administered as an intravenous infusion over 30 minutes. Patients should be administereg  ketoacidosis (DKA), including fatal events, occurred in patients with and without pre-existing diabetes mellitus, treated with 'y 1o s | Diabetic | Diabetic Grade 3 or 4 monitis/ILD in 20 patients (Grade 3: 3.0%, Grade 4: 0.5%). Pneum n.:.gu_u 1o discontin
A ; : : b A (Grade 3 or 4) pneumonitis/ILD occurred in 20 patients (Grade rade ). Pneumo led to discontinuation
fter enf r | enfortumab vedotin (see section 4.8 of the SPC). Hyperglycaemia occurred more frequently in patients with pre-existing - Koy v ariistohonts o
pembrolizumab after enfortumab vedotin when given on the same day. Refer to the pembrolizumab SPC for additional dosing Nervous system of enfortumab vedotin in 2.1% of patients. Two afatal event of 0. The median time to onset
information of pembrolizumab. hyperglycaemia or a high body mass index (230 kg/m?). Patients with baseline HbA1c >8% were excluded from clinical f aid pridon iﬁs}lLD 4 mnﬁﬂs ; 0.3 10 26.2 months). b iz In ciinical studies of enfortumab
Table 1. dose reductions of vedotin for adverse reactions slikfcs: Hood ghicose tevels:sould te matired Iior o, doskng ) perochcaty. Urougholk e colie o restment as) [ VAIV.cOMTTO, | edoheal sameody Dioatt dyepetiiy PN o ety DOty el Vedan a3 monthrep, percaeia(ioodgloccse 139 L) cocrdn 7% (13 of th 703 ptiots Hostod with
clinically indicated in patients with or at risk for diabetes mellitus or hyperglycaemia. If blood glucose is elevated >13.9mmollL | Common Neuropathy peripheral, peripheral motor Peripheral motor neuropathy, peripheral ¥ ' 4 g > g 3 3 %
3 s : : b s ¢ S enfortumab vedotin 1.25 mg/kg. Serious events of hyperglycaemia occurred in 2.5% of patients, 7% of patients developed
Dose level (>250 mg/dL), Padcev should be withheld until blood glucose is <13.9 mmol/L (<250 mg/dL) and treat as appropriate (see - i . .
. S 3 e 3 o 3 P 4 : RipH ) LV severe (Grade 3 or 4) hyperglycaemia and 0.3% of patients experienced fatal events, one event each of hyperglycaemia
Starting dose 1.25 mg/kg up to 125 mg section 4.2 of the SPC). Serious infections: Serious infections such as sepsis (including fatal outcomes) have been reported in : gait e gait muscular and diabetic Ketoacidosis. The incidence of Grade 3-4 ia increased consistently in patients with higher body
. patients treated wnm Paucev Patients should be carefully monitored during treatment for the emergence of possible serious muscular weakness weakness mass index and in patients with higher baseline haemoglobin A1C (HbA1c). The median time to onset of hyperglycaemia was
RISt ee edcton 1019/ W00 Mg vt vedotin, mdudn Gmd:ez?ip:‘ez:tlmns (see section 4.8 of the SPC). Patients wfl;w existin rrﬁgﬂgﬁj ;I:I?'y : motor i neuralgia, peroneal nerve palsy, skin burgl 0.5 months (range: 0 to 20.3). Of the patients who experienced hyperglycaemia and had data regarding resolution (N=106),
Second duse reduction 0.75mykgupto 75 mg Grade 52 wee excude from ciiclstis.Patnts shoid be moniwed for o v i i Muscle aophy. neuralgia,peonea nene paky, | ensaon e " g??,',;'a;ﬁ"gf“’;,;",:'t},';," ,;f:’;u:?‘; ke Qzﬁ,“:‘;‘f.':;';fa‘,f;’;‘,“: "g;‘;;,"‘,,‘;’:”g,’f‘,j;“:z‘ '2:;,‘,2"2' Ik ot v
Third dose reduction 0.5 mg/kg up to 50 mg ;:mal:y a‘: l:hese patients may reguire ?o dzlraayu:oze regiur:uun or dlswntlr;uaﬁzczf er;fgrlurnt'l:eh Sv:((:i)onn (see Table 1) :2230 ::)ss skin buming sensation, burning In clinical s°m dugs of v edon:":sg i occurred in 53% (422) of the 793 patients
should be d 2 sée section 4.2 0 treated with enfortumab vedotin 1.25 mg/kg. Five percent of patients experienced severe (Grade 3 or 4) peripheral neuropathy
Dose modifications Ocular disorders, predominantly dry eye, have occurred in patients treated with enfortumab vedotin (see section 4.8 of the Eye including sensory and motor events. The median time to onset of Grade >2 peripheral neuropathy was 5 months (range: 0.1 to
Table 2. Dose i i and discontinuation of vedotin in patients with locally advanced or  SPC)- Patients should be monitored for ocular disorders. Consider artificial tears for prophylaxis of dry eye and referral for Very common [Dryeye [ Dry eye 20.2). 0f the patients who experienced neuropathy and had data regarding resolution (N=340), 14% had complete resolution,
metastatic urothelial cancer o if ocular do ot resolve or worsen. Infusion site extravasation: Skin and soft tissue injury v, thoracic, and 46% had partial and 41% had no i at the time of their last evaluation. Of the 86% of patients with
- - —— lowing enfortumab vedotin administration has been observed when extravasation occurred (see section 4.8 of the SPC) - " residual at last 519% had Grade >2 events. Ocular disorders: In clinical studies of enfortumab vedotin
Adverse reaction | Severity* Dose modification* Ensure good venous access prior to starting Padcev and monitor for possible infusion site ion during admini Very common [ [P D as 30% of patients dry eye during treatment with enfortumab vedotin 1.25 mg/kg. Treatment was
Suspected Stevens-Johnson If extravasation occurs, stop the infusion and monitor for adverse reactions. Embryo-foetal toxicity and contraception: Pregnant | Common [r itis/ILD* | in 1.5% of patients and 0.1% of patients permanently discontinued treatment due to dry eye. Severe (Grade 3) dry
drome (SJS) o toxic epi withhold and refer to specialised care. women should be informed of the potential risk to a foetus (see sections 4.6 and 5.3 of the SPC). Females of repr i i eye only occurred in 3 patients (0.4%). The median time to onset of dry eye was 1.7 months (range: 0 to 30.6 months). Special
necrolysis (TEN) or bullous lesions polenpal should be amnseq to have a pregnancy test within 7 days prior to s?anmg treatment wuth_enlonumab yednun, to use Very common [ Diarthoea, vomiting, nausea | Diarthoea, vomiting, nausea populations: Elderly: vedotin in with has been studied in 173 patients <65 years
- effective during treatment and for at least 6 months after stopping treatment. Men being treated with = " " and 391 patients 265 years. Generally, adverse event frequencies were higher in patients =65 years of age compared to
) Confirmed SJ5 or TEN; Grade 401 | porrvanern iccontinge, vedotin are advised not to father a child during treatment and for at least 4 months following the last dose of Padcev. Patient | Skin and fissne <65 years of age, particularly for serious adverse events (56.3%, and 35.3%, respectively) and Grade >3 events (80.3% and
Skin recurrent Grade 3 information pack: The prescriber must discuss the risks of Padcev therapy, including therapy with Very common Alopecia, pruritus, rash, rash maculo-papular, Alopecia, pruritus, rash maculo-papular, dry skin, 64.2%, i similar to with the There is no known antidote for
i « Withhold until Grade <1. with the patient. The patient should be provided with the patient information leaflet and patient card with each dry skin rash macular with vedotin. In case of overdosage, the patient should be closely monitored for adverse reactions,
Grade 2 worsening « Referral to specialised care should be considered. Interactions: Formal drug-drug interaction studies with enfortumab vedotin have not been conducted. Caution is advised in Common Drug eruption, skin Rash, skin viti and treatment should be ini as iate taking into i ion the half-life of 3.6 days (ADC) and
Grade 2 with fever » Rosiia 4t e saiia dods kavel o Goreider tise: case of concomitant treatment with CYP3A4 inhibitors. Patients receiving concomitant strong CYP3A4 inhibitors should be dermatitis bullous, blister, stomatitis, palmar- | bullous, blister, stomatitis, palmar-plantar 2.6 days (MMAE).
Grade 3 reduction by one dose level (see Table 1). monitored more closely for signs of toxicities. Strong CYP3A4 inducers may decrease the exposure o( unconjugated MMAE plantar eczema, i d 3 Reporting of suspected adverse reactions
- = with moderate effect (see section 5.2 of the SPC). Undesirable effects: erythagma, rash erythaematous, rash macular, | erythaema, rash erythaematous, rash papular, Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued monitoring
.| roodglucose * Withhold until elevated blood glucose has improved to | monotherapy; The safety of enfortumab vedotin was evaluated as monotherapy in 793 patients who received at least one dose rash papular, fash pruriti, rash vesicular rash pruritic, rash vesicular, erythagma of the benefitrisk balance of the medicinal product. Healthcare professionals are asked to report any suspected adverse
Hyperglycaemia | 33 o7l (5250 ma/dl) <13.9 mmol/L (250 mg/dL). of enfortumab vedotin 1.25 mg/kg in two phase 1 studies (EV-101 and EV-102), three phase 2 studies (EV-103, EV-201 and reactions via the national reporting system.
* Resume treatment at the same dose level. EV-203) and one phase 3 study (EV-301) (see Table 3). Patients were exposed to enfortumab vedotin for a median duration of | Uncommon Dermatitis exfoliative generalised, e_ryl!'naemah Drug eruption, dermatitis exfoliative generalised,
. 4.7 months (range: 0.3 to 55.7 months). The most common adverse reactions with enfortumab vedotin were alopecia (47.7%), 3 rasl 3
| <1, . : 5 . i it it intartrinn skin irritati " Federaal voor / Agence fédérale des médicaments
Pneumonitis/ | Grade 2 ’ ﬁ"!é'?i'ﬁ.:," :ogarggjcn::i?r:::g:s:'mf(:me: fa‘iii decreased appetite (47.2%), fatigue (46.8%), diarrhoea (39.1%), peripheral sensory neuropathy (38.5%), nausea (37.8%), ?aculzyt;snculg. ?e'rTeanm"s' de;mgtn“i :IIergIc, intertrigo, skin iitation, stasis et des produts de sants; wwwvagg be / wwwafmps be; Afaelmg Vigilantie / Division VgllaAr?;z Website/Site internet:
interstitial lung 1) pruritus (33.4%), dysgeusia (30.4%), anaemia (29.1%), weight decreased (25.2%), rash maculo-papular (23.6%), dry skin sgs".'a contact ")I'" A brllggers in {rritation, oRl irable.be; e-mail: adr gy
disease (ILD) - (21.8%), vomiting (18.7%), aspartate increased (17%), ia (14.9%), dry eye (12.7%), alanine - e aibll adr@fagg-afmps.be
Grade >3 Permanently discontinue. aminotransferase increased (12.7%) and rash (11.6%). The most common serious adverse reactions (>2%) were diarthoea | Notknown Toxic epidermal necrolysis, skin Toxic epidermal | neoroiysus skin . : ) i
skin Ireland: HPRA Pharmacovigilance, Website: www.hpra.ie or Astellas Pharma Co. Ltd. Tel: +353 1 467 1555, E-mail:
N » (2.1%) and hyperglycaemia (2.1%). Twenty-one percent of patients permanemly d»scommued en{om.umab vedotin for adverse e
« Withhold until Grade <1. reactions; the most common adverse reaction (2%) leading o dose was sensory pigmentation disorder, Stevens Johnson syndrome, | pigmentation disorder, Stevens Johnson syndrome, | irishdrugsafety@astellas.com.
. Grade 2 * ;g;gr;tveolccurrence, fesume treatment at the same (4.8%). Adverse reactions leading to dose interruption occurred in 62% of patients; the most common adverse reactions (22%) emderm_al "ﬁ:z;ﬂ{mw dnog-rolaied epidenmial nec;g(sjlsﬁ;y etical drug-rolated o :
Peripheral + For a tecurénce. wilhioid il Grade 2t e ivsint |  16adn0 0 dose b jon were peripheral sensory (14.8%), fatique (7.4%), rash maculo-papular (4%), aspartate = ~ Bij Centrum Lareb; Website: www.lareb.nl
neuropathy iredlriedt radkioad by 6ne 0096 el (seelTable Y aminotransferase increased (3.4%), alanine aminotransferase increased (3.2%), anaemia (3.2%), ia (3.2%), and tissue
- il count (3%), diarrhoea (2.8%), rash (2.4%) and peripheral motor neuropathy (2.1%). Thirty-gight percent | Common [ [ Myositis L : Centre Régional de Pharmacovigilance de Nancy ou Division de la pharmacie et des
Grade >3 Permanently discontinue. of patients required a dose reduction due to an adverse reaction; the most common adverse reactions (>2%) leading to a dose | General di and site conditions médicaments de la Direction de la santé ; Site internet : www.guichet.lu/pharmacovigilance
reduction wers ripheral sensory neuroj 10.3%), fatigue (5.3%), rash maculo-papular (4.2%) and decreased aj elite ~ -
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Prescribing Information: PADCEV"‘V (enfortumab vedotin) 20 mg and 30 mg powder for
ate for ion for i
For full prescribing information refer to the Summary of Product Characteristics (SPC).
Presentation: One vial of pancev powder for concentrate for solution for infusion contains either
20 mg or 30 mg enfortumab vedotin. After reconstitution, each ml of solution contains 10 mg
of enfortumab vedotin. Enfortumab vedotin is comprised of a fully human IgG1 kappa antibody,
conjugated to the microtubule-disrupting agent monomethyl auristatin E (MMAE) via a protease-
cleavable maleimidocaproyl valine-citrulline linker.
Indications: papcev, in combination with pembrolizumab, is indicated for the first-line treatment
of adult patients with unresectable or metastatic urothelial cancer who are eligible for
platinum-containing chemotherapy. pabcev as monotherapy is indicated for the treatment of adult
patients with locally advanced or metastatic urothelial cancer who have previously received
a platinum-containing chemotherapy and a programmed death receptor-1 or programmed
death-ligand 1 inhibitor (see sectlcn 5.1 of the SPC).
Posology and of ati with papcev should be initiated and supervised
by a physician experienced in the use of antl -cancer therapies. rpancev is for intravenous use. It must
not be administered as an intravenous push or bolus injection. Good venous access prior to starting
treatment should be ensured (see section 4.4 of the SPC). As monotherapy, the recommended dose
of enfortumab vedotin is 1.25 mg/kg (up to a maximum of 125 mg for patients =100 kg). It must be
administered as an intravenous infusion over 30 minutes on Days 1, 8 and 15 of a 28-day cycle until
disease progression or unacceptable toxicity. When given in combination with pembrolizumab,
the recommended dose of enfortumab vedotin is 1.25 mg/kg (up to a maximum of 125 mg for
patients >100 kg) administered as an intravenous infusion over 30 minutes on Days 1 and 8 of
every 3-week (21-day) cycle until disease progression or unacceptable toxicity. The recommended
dose of pembrolizumab is either 200 mg every 3 weeks or 400 mg every 6 weeks administered
as an intravenous infusion over 30 minutes. Patients should be administered pembrolizumab after
enfortumab vedotin when given on the same day. Refer to the pembrolizumab SmPC for additional
dosing information of pembrolizumab. For information on recommended dose reductions of
enfortumab vedotin for adverse reactions as well as instructions on dose modifications (interruption,
reduction and discontinuation) in patients experiencing adverse reactions refer to section 4.2 of
the SPC. Special Populations: Elderfy: No dose adjustment is necessary in patients 265 years of
age (see section 5.2 of the SPC). Renal impairment: No dose adjustment is necessary in patients
with mild [creatinine clearance (CrCL) >60-90 mL/min], moderate (CrCL 30-60 mL/min) or severe
(CrCL 15-<30 mL/min) renal impairment. Enfortumab vedotin has not been evaluated in patients
with end stage renal disease (CrCL <15 mL/min) (see section 5.2 of the SPC). Hepatic impairment:
No dose adjustment is necessary in patients with mild hepatic impairment [total bilirubin of 1 to
1.5 x upper limit of normal (ULN) and aspartate transaminase (AST) any, or total bilirubin < ULN
and AST > ULN]. Enfortumab vedotin has only been evaluated in a limited number of patients
with moderate and severe hepatic impairment. Hepatic impairment is expected to increase the
systemic exposure to MMAE (the cytotoxic drug); therefore, patients should be closely monitored
for potential adverse events. Due to the sparsity of the data in patients with moderate and severe
hepatic impairment, no specific dose recommendation can be given (see section 5.2 of the SPC).
Paediatric population: There is no relevant use of enfortumab vedotin in the paediatric population
for the indication of locally advanced or metastatic urothelial cancer.
Contraindications: Hypersensitivity to the active substance or to any of the excipients listed in
section 6.1 of the SPC.
Special warnings and precautions for use: Traceability: In order to improve the traceability of
biological medicinal products, the name and the batch number of the administered product should
be clearly recorded. Skin reactions: Skin reactions are associated with enfortumab vedotin as a
result of enfortumab vedotin binding to Nectin-4 expressed in the skin. Fever or fiu-like symptoms
may be the first sign of a severe skin reaction, and patients should be observed, if this occurs. Mild to
moderate skin reactions, predominantly rash maculo-papular, have been reported with enfortumab
vedotin. The incidence of skin reactions occurred at a higher rate when enfortumab vedotin was
given in combination with pembrolizumab compared to enfortumab vedotin as monotherapy
(see section 4.8 of the SPC). Severe cutaneous adverse reactions, including Stevens-Johnson
syndrome (SJS) and Toxic Epidermal Necrolysis (TEN), with fatal outcome have also occurred in
patients treated with enfortumab vedotin, predominantly during the first cycle of treatment. Patients
should be monitored starting with the first cycle and throughout treatment for skin reactions.
Appropriate treatment such as topical corticosteroids and antihistamines can be considered for
mild to moderate skin reactions. For suspected SJS or TEN, or in case of bullous lesions onset,
withhold treatment immediately and refer to specialised care; histologic confirmation, including
consideration of multiple biopsies, is critical to early recognition, as diagnosis and intervention can
improve prognosis. Permanently discontinue papcev for confirmed SJS or TEN, Grade 4 or recurrent
Grade 3 skin reactions. For Grade 2 worsening, Grade 2 with fever or Grade 3 skin reactions,
treatment should be withheld until Grade <1 and referral for specialised care should be considered.
Treatment should be resumed at the same dose level or consider dose reduction by one dose level
(see section 4.2 of the SPC). Pneumonitis/Interstitial Lung Disease (ILD): Severe, life-threatening or
fatal pneumonitis/ILD have occurred in patients treated with enfortumab vedotin. The incidence of
pneumonitis/ILD, including severe events occurred at a higher rate when enfortumab vedotin was
given in combination with pembrolizumab compared to enfortumab vedotin as monotherapy (see
section 4.8 of the SPC). Monitor patients for signs and symptoms indicative of pneumonitis/ILD
such as hypoxia, cough, dyspnoea or interstitial infiltrates on radiologic exams. Corticosteroids
should be administered for Grade > 2 events (e.g., initial dose of 1-2 mg/kg/day prednisone or
equivalent followed by a taper). Withhold papcev for Grade 2 pneumonitis/ILD and consider dose
reduction. Permanently discontinue papcev for Grade >3 pneumonitis/ILD (see section 4.2 of the
SPC). Hyperglycaemia: Hyperglycaemia and diabetic ketoacidosis (DKA), including fatal events,
occurred in patients with and without pre- existing diabetes mellitus, treated with enfortumab
vedotin (see section 4.8 of the SPC). Hyperglycaemia occurred more frequently in patients with
pre-existing hyperglycaemia or a high body mass index (=30 kg/mz) Patients with baseline
HbA1c 8% were excluded from clinical studies. Blood glucose levels should be monitored prior
to dosing and periodically throughout the course of treatment as clinically indicated in patients
with or at risk for diabetes mellitus or hyperglycaemia. If blood glucose is elevated >13.9 mmol/L

(>250 mg/dL), Papcev should be withheld until blood glucose is <13.9 mmol/L (<250 mg/dL) and
treat as appropriate (see section 4.2 of the SPC). Serious infections: Serious infections such as
sepsis (including fatal outcomes) have been reported in patients treated with papcev. Patients
should be carefully monitored during treatment for the emergence of possible serious infections.
Peripheral neuropathy: Peripheral neuropathy, predominantly peripheral sensory neuropathy, has
occurred with enfortumab vedotin, including Grade >3 reactions (see section 4.8 of the SPC).
Patients with pre-existing peripheral neuropathy Grade =2 were excluded from clinical studies.
Patients should be monitored for symptoms of new or worsening peripheral neuropathy as these
patients may require a delay, dose reduction or discontinuation of enfortumab vedotin. PADCEV
should be permanently discontinued for Grade =3 peripheral neuropathy (see section 4.2 of
the SPC). Ocular disorders: Ocular disorders, predominantly dry eye, have occurred in patients
treated with enfortumab vedotin (see section 4.8 of the SPC). Patients should be monitored for
ocular disorders. Consider artificial tears for prophylaxis of dry eye and referral for ophthalmologic
evaluation if ocular symptoms do not resolve or worsen. : Skin and soft
tissue injury following enfortumab vedotin administration has been observed when extravasation
occurred (see section 4.8 of the SPC). Ensure good venous access prior to starting papcev and
monitor for possible infusion site extravasation during administration. If extravasation occurs, stop
the infusion and monitor for adverse reactions. Embryo-foetal toxicity and contraception: Pregnant
women should be informed of the potential risk to a foetus (see sections 4.6 and 5.3 of the SPC).
Females of reproductive potential should be advised to have a pregnancy test within 7 days prior
to starting treatment with enfortumab vedotin, to use effective contraception during treatment and
for at least 6 months after stopping treatment. Men being treated with enfortumab vedotin are
advised not to father a child during treatment and for at least 4 months following the last dose of
rapcev. Patient information pack: The prescriber must discuss the risks of pancev therapy, including
combination therapy with pembrolizumab, with the patient. The patient should be provided with
the patient information leaflet and patient card with each prescription.

Effects on ability to drive and use machines: rancev has no or negligible influence on the ability
to drive and use machines.

Interactions: Formal drug-drug interaction studies with enfortumab vedotin have not been
conducted. Caution is advised in case of concomitant treatment with CYP3A4 inhibitors. Patients
receiving concomitantstrong CYP3A4 inhibitors (e.g. boceprevir, clarithromycin, cobicistat, indinavir,
itraconazole, nefazodone, nelfinavir, posaconazole, ritonavir, saquinavir, telaprevir, telithromycin,
voriconazole) should be monitored more closely for signs of toxicities. Strong CYP3A4 inducers
(e.g. rifampicin, carbamazepine, phenobarbital, phenytoin, St John's wort [Hypericum perforatum])
may decrease the exposure of unconjugated MMAE with moderate effect (see section 5.2 of the
SPC).

Fertility, pregnancy and lactation: Women of childbearing potential/ Contraception in males and
females: Refer to ‘Special warnings and precautions for use’ section above. Pregnancy: papcev
can cause foetal harm when administered to pregnant women based upon findings from animal
studies. papcev is not recommended during pregnancy and in women of childbearing potential
not using effective contraception. Breast-feeding: Breast-feeding should be discontinued during
papcev treatment and for at least 6 months after the last dose. Fertility: Men being treated with this
medicinal product are advised to have sperm samples frozen and stored before treatment. There
are no data on the effect of pancev on human fertility.

Undesirable effects: : Enfortumab vedotin as monotherapy: The
safety of enfortumab vedotin was evaluated as monotherapy in 793 patients who received at least
one dose of enfortumab vedotin 1.25 mg/kg in two phase 1 studies (EV-101 and EV-102), three
phase 2 studies (EV-103, EV-201 and EV-203) and one phase 3 study (EV-301) (see Table 3 in
section 4.8 of the SPC). Patients were exposed to enfortumab vedotin for a median duration of
4.7 months (range: 0.3 to 55.7 months). The most common adverse reactions with enfortumab
vedotin were alopecia (47.7%), decreased appetite (47.2%), fatigue (46.8%), diarrhoea (39.1%),
peripheral sensory neuropathy (38.5%), nausea (37.8%), pruritus (33.4%), dysgeusia (30.4%),
anaemia (29.1%), weight decreased (25.2%), rash maculo-papular (23.6%), dry skin (21.8%),
vomiting (18.7%), aspartate aminotransferase increased (17 %), hyperglycaemia, (14.9%), dry eye
(12.7%), alanine aminotransferase increased (12.7%) and rash (11.6%). The most common serious
adverse reactions (22%) were diarrhoea (2.1%) and hyperglycaemia (2.1%). Twenty-one percent
of patients permanently discontinued enfortumab vedotin for adverse reactions; the most common
adverse reaction (22%] leading to dose discontinuation was peripheral sensory neuropathy (4.8%).
Adverse reactions leading to dose interruption occurred in 62% of patients; the most common
adverse reactions (=2%) leading to dose interruption were peripheral sensory neuropathy (14.8%),
fatigue (7.4%), rash maculo-papular (4%), aspartate aminotransferase increased (3.4%), alanine
aminotransferase increased (3.2%), anaemia (3.2%), hyperglycaemia (3.2%), neutrophil count
decreased (3%), diarrhoea (2.8%), rash (2.4%) and peripheral motor neuropathy (2.1%). Thirty-eight
percent of patients required a dose reduction due to an adverse reaction; the most common
adverse reactions (22%) leading to a dose reduction were peripheral sensory neuropathy (10.3%),
fatigue (5.3%), rash maculo-papular (4.2%) and decreased appetite (2.1%). Enfortumab vedotin in
combination with pembrolizumab: When enfortumab vedotin is administered in combination with
pembrolizumab, refer to the SPC for pembrolizumab prior to initiation of treatment. The safety of
enfortumab vedotin was evaluated in combination with pembrolizumab in 564 patients who
received at least one dose of enfortumab vedotin 1.25 mg/kg in combination with pembrolizumab
in one phase 2 study (EV-103) and one phase 3 study (EV-302) (see Table 3). Patients were exposed
to enfortumab vedotin in combination with pembrolizumab for a median duration of 9.4 months
(range: 0.3 to 34.4 months). The most common adverse reactions with enfortumab vedotin in
combination with pembrolizumab were peripheral sensory neuropathy (53.4%), pruritus (41.1%),
fatigue (40.4%), diarrhoea (39.2%), alopecia (38.5%), rash maculo-papular (36 %), weight decreased
(36%), decreased appetite (33.9%), nausea (28.4%), anaemia (25.7%), dysgeusia (24.3%), dry
skin (18.1%), alanine aminotransferase increased (16.8%), hyperglycaemia (16.7%), aspartate
aminotransferase increased (15.4%), dry eye (14.4%), vomiting (13.3%), rash macular (11.3%),
hypothyroidism (10.5%) and neutropenia (10.1%). The most common serious adverse reactions
(22%) were diarrhoea (3%) and pneumonitis (2.3%). Thirty-six percent of patients permanently
discontinued enfortumab vedotin for adverse reactions; the most common adverse reactions
(22%) leading to discontinuation were peripheral sensory neuropathy (12.2%) and rash

maculo-papular (2%). Adverse reactions leading to dose interruption of enfortumab vedotin
occurred in 72% of patients. The most common adverse reactions (=2%) leading to dose
interruption were peripheral sensory neuropathy (17%), rash maculo-papular (6.9%), diarrhoea
(4.8%), fatigue (3.7%), pneumonitis (3.7%), hyperglycaemia (3.4%), neutropenia (3.2%), alanine
aminotransferase increased (3%), pruritus (2.3%) and anaemia (2%). Adverse reactions leading to
dose reduction of enfortumab vedotin occurred in 42.4% of patients. The most common adverse
reactions (22%) leading to dose reduction were peripheral sensory neuropathy (9.9%), rash
maculo-papular (6.4%), fatigue (3.2%), diarrhoea (2.3%) and neutropenia (2.1%). Summary of
adverse reactions: Adverse reactions observed during clinical studies of enfortumab vedotin as
monotherapy or in combination with pembrolizumab, or reported from post-marketing use of
enfortumab vedotin are listed in this section according to Medical Dictionary for Regulatory
Activities (MedDRA) system organ classification by frequency category. Within each frequency
grouping, adverse reactions are presented in order of decreasing seriousness. Frequency
categories are defined as follows: very common (21/10); common (=1/100 to <1/10); uncommon
(21/1,000 to <1/100); rare (=1/10,000 to <1/1,000); very rare (<1/10,000); not known (cannot be
estimated from the available data). Infections and infestations: (monotherapy and in combination
with pembrolizumab) Common: Sepsis. Blood and lymphatic system disorders: (monotherapy and
in combination with pembrolizumab) Very common: Anaemia. Not known': Neutropenia, febrile
neutropenia, neutrophil countdecreased. Endocrine disorders: (in combination with pembrolizumab)
Very common: Hypothyroidism. Metabolism and nutrition disorders: (monotherapy and in
combination with pembrolizumab) Very common: Hyperglycaemia, decreased appetite. Not
known': Diabetic ketoacidosis. Nervous system disorders: (monotherapy and in combination with
pembrolizumab) Very common: Peripheral sensory neuropathy, dysgeusia. (monotherapy)
Common: Neuropathy peripheral, peripheral motor neuropathy, peripheral sensorimotor
neuropathy, paraesthesia, hypoaesthesia, gait disturbance, muscular weakness. (in combination
with pembrolizumab) Common: Peripheral motor neuropathy, peripheral sensorimotor neuropathy,
paraesthesia, hypoaesthesia, gait disturbance, muscular weakness. (monotherapy) Uncommon:
Demyelinating polyneuropathy, polyneuropathy, neurotoxicity, motor dysfunction, dysaesthesia,
muscle atrophy, neuralgia, peroneal nerve palsy, sensory loss, skin burning sensation, burning
sensation. (in combination with pembrolizumab) Uncommon: Neurotoxicity, dysaesthesia,
myasthenia gravis, neuralgia, peroneal nerve palsy, skin burning sensation. Eye disorders:
(monotherapy and in combination with pembrolizumab) Very common: Dry eye. Respiratory,
thoracic, and mediastinal disorders: (in combination with pembrolizumab) Very common:
Pneumonitis/ILD?. (monotherapy) Common: Pneumonitis/ILD?. Gastrointestinal ~disorders:
(monotherapy and in combination with pembrolizumab) Very common: Diarrhoea, vomiting,
nausea. Skin and subcutaneous tissue disorders: (monotherapy) Very common: Alopecia, pruritus,
rash, rash maculo-papular, dry skin. (in combination with pembrolizumab) Very common: Alopecia,
pruritus, rash maculo-papular, dry skin, rash macular. (monotherapy) Common: Drug eruption, skin
exfoliation, conjunctivitis, dermatitis bullous, blister, stomatitis, palmar-plantar erythrodysesthesia
syndrome, eczema, erythaema, rash erythaematous, rash macular, rash papular, rash pruritic, rash
vesicular. (in combination with pembrolizumab) Common: Rash, skin exfoliation, conjunctivitis,
dermatitis bullous, blister, stomatitis, palmar-plantar erythrodysesthesia syndrome, eczema,
erythaema, rash erythaematous, rash papular, rash pruritic, rash vesicular, erythaema multiforme,
dermatitis. (monotherapy) Uncommon: Dermatitis exfoliative generalised, erythaema multiforme,
exfoliative rash, pemphigoid, rash maculovesicular, dermatitis, dermatitis allergic, dermatitis
contact, intertrigo, skin irritation, stasis dermatitis, blood blister. (in combination with pembrolizumab)
Uncommon: Drug eruption, dermatitis exfoliative generalised, exfoliative rash, pemphigoid,
dermatitis contact, intertrigo, skin iritation, stasis dermatitis. (monotherapy and in combination
with pembrolizumab) Not known': TEN, SJS, epidermal necrosis, skin hyperpigmentation, skin
discoloration, pigmentation disorder, symmetrical drug-related intertriginous and flexural
exanthaema. Musculoskeletal and connective tissue disorders: (in combination with pembrolizumab)
Common: Myositis. General disorders and administration site conditions: (monotherapy and in
combination with pembrolizumab) Very common: Fatigue. (monotherapy and in combination with
pembrolizumab) Common: Infusion site extravasation. Investigations: (monotherapy and in
combination with pembrolizumab) Very common: Alanine aminotransferase increased, aspartate
aminotransferase increased, weight decreased. (in combination with pembrolizumab) Common:
Lipase increased. Injury, poisoning and procedural complications: (monotherapy and in combination
with pembrolizumab) Common: Infusion related reaction.

'Based on global post-marketing experience.

2Includes: acute respiratory distress syndrome, autoimmune lung disease, immune-mediated lung
disease, interstitial lung disease, lung opacity, organizing pneumonia, pneumonitis, pulmonary
fibrosis, pulmonary toxicity and sarcoidosis.

Description of selected adverse reactions. Immunogenicity: A total of 697 patients were tested for
immunogenicity to enfortumab vedotin1.25 mg/kg as monotherapy; 16 patients were confirmed to
be positive at baseline for anti-drug antibody (ADA), and in patients that were negative at baseline
(N=681), a total of 24 (3.5%) were positive post baseline. A total of 490 patients were tested
for immunogenicity against enfortumab vedotin following enfortumab vedotin in combination
with pembrolizumab; 24 patients were confirmed to be positive at baseline for ADA, and in
patients that were negative at baseline (N=466), a total of 14 (3%) were positive post baseline.
The incidence of treatment-emergent anti-enfortumab vedotin antibody formation was consistent
when assessed following enfortumab vedotin administration as monotherapy and in combination
with pembrolizumab. Due to the limited number of patients with antibodies against pabcev, no
conclusions can be drawn concerning a potential effect of immunogenicity on efficacy, safety or
pharmacokinetics. Skin reactions: In clinical studies of enfortumab vedotin as monotherapy, skin
reactions occurred in 57% (452) of the 793 patients treated with enfortumab vedotin 1.25 mg/
kg. Severe (Grade 3 or 4) skin reactions occurred in 14% (108) of patients and a majority of these
reactions included rash maculo-papular, stomatitis, rash erythematous, rash or drug eruption.
The median time to onset of severe skin reactions was 0.7 months (range: 0.1 to 8.2 months).
Serious skin reactions occurred in 4.3% (34) of patients. Of the patients who experienced skin
reactions and had data regarding resolution (N=366), 61% had complete resolution, 24% had

partial improvement, and 15% had no improvement at the time of their last evaluation. Of the 39%
of patients with residual skin reactions at last evaluation, 38% had Grade =2 events. In clinical
studies of enfortumab vedotin in combination with pembrolizumab, skin reactions occurred in 70%
(392) of the 564 patients and a majority of these skin reactions included rash maculo-papular, rash
macular and rash papular. Severe (Grade 3 or 4) skin reactions occurred in 17% (97) of patients
(Grade 3: 16%, Grade 4: 1%). The median time to onset of severe skin reactions was 1.7 months
(range: 0.1 to 17.2 months). Of the patients who experienced skin reactions and had data regarding
resolution (N=391), 59% had complete resolution, 30% had partial improvement, and 10% had
no improvement at the time of their last evaluation. Of the 41% of patients with residual skin
reactions at last evaluation, 27% had Grade 22 events. Pneumonitis/ILD: In clinical studies of
enfortumab vedotin as monotherapy, pneumonitis/ILD occurred in 26 (3.3%) of the 793 patients
treated with enfortumab vedotin 1.25 mg/kg. Less than 1% of patients experienced severe (Grade
3 or 4) pneumonitis/ILD (Grade 3: 0.5%, Grade 4: 0.3%). Pneumonitis/ILD led to discontinuation of
enfortumab vedotin in 0.5% of patients. There were no deaths from pneumonitis/ILD. The median
time to onset of any grade pneumonitis/ILD was 2.7 months (range: 0.6 to 6.0 months) and the
median duration for pneumonitis/ILD was 1.6 months (range: 0.1 to 43.0 months). Of the 26 patients
who experienced pneumonitis/ILD, 8 (30.8%) had resolution of symptoms. In clinical studies of
enfortumab vedotin in combination with pembrolizumab, pneumonitis/ILD occurred in 58 (10.3%)
of the 564 patients. Severe (Grade 3 or 4) pneumonitis/ILD occurred in 20 patients (Grade 3: 3.0%,
Grade 4: 0.5%). Pneumonitis/ILD led to discontinuation of enfortumab vedotin in 2.1% of patients.
Two patients experienced a fatal event of pneumonitis/ILD. The median time to onset of any grade
pneumonitis/ILD was 4 months (range: 0.3 to 26.2 months). Hyperglycaemia: In clinical studies
of enfortumab vedotin as monotherapy, hyperglycaemia (blood glucose >13.9 mmol/L) occurred
in 17% (133) of the 793 patients treated with enfortumab vedotin 1.25 mg/kg. Serious events of
hyperglycaemia occurred in 2.5% of patients, 7% of patients developed severe (Grade 3 or 4)
hyperglycaemia and 0.3% of patients experienced fatal events, one event each of hyperglycaemia
and diabetic ketoacidosis. The incidence of Grade 3-4 hyperglycaemia increased consistently
in patients with higher body mass index and in patients with higher baseline haemoglobin A1C
(HbA1c). The median time to onset of hyperglycaemia was 0.5 months (range: 0 to 20.3). Of the
patients who experienced hyperglycaemia and had data regarding resolution (N=106), 66% had
complete resolution, 19% had partial improvement, and 15% had no improvement at the time
of their last evaluation. Of the 34% of patients with residual hyperglycaemia at last evaluation,
64% had Grade =2 events. Peripheral neuropathy: In clinical studies of enfortumab vedotin as
monotherapy, peripheral neuropathy occurred in 53% (422) of the 793 patients treated with
enfortumab vedotin 1.25 mg/kg. Five percent of patients experienced severe (Grade 3 or 4)
peripheral neuropathy including sensory and motor events. The median time to onset of Grade
=2 peripheral neuropathy was 5 months (range: 0.1 to 20.2). Of the patients who experienced
neuropathy and had data regarding resolution (N=340), 14% had complete resolution, 46% had
partial improvement, and 41% had no improvement at the time of their last evaluation. Of the
86% of patients with residual neuropathy at last evaluation, 51% had Grade =2 events. Ocular
disorders: In clinical studies of enfortumab vedotin as monotherapy, 30% of patients experienced
dry eye during treatment with enfortumab vedotin 1.25 mg/kg. Treatment was interrupted in 1.5%
of patients and 0.1% of patients permanently discontinued treatment due to dry eye. Severe (Grade
3) dry eye only occurred in 3 patients (0.4%). The median time to onset of dry eye was 1.7 months
(range: 0 to 30.6 months). Special populations: Elderly: Enfortumab vedotin in combination with
pembrolizumab has been studied in 173 patients <65 years and 391 patients 265 years. Generally,
adverse event frequencies were higher in patients =65 years of age compared to <65 years of age,
particularly for serious adverse events (56.3%, and 35.3%, respectively) and Grade >3 events
(80.3% and 64.2%, respectively), similar to observations with the chemotherapy comparator.
Prescribers should consult the full SPC in relation to other adverse reactions.

Overdose: There is no known antidote for overdosage with enfortumab vedotin. In case of
overdosage, the patient should be closely monitored for adverse reactions, and supportive
treatment should be administered as appropriate taking into consideration the half-life of 3.6 days
(ADC) and 2.6 days (MMAE).

Cost (excluding VAT): rancev 20 mg powder for concentrate for solution for infusion x 1 vial: £578
papcev 30 mg powder for concentrate for solution for infusion x 1 vial: £867

Legal classification: POM

Marketing Authorisation numbers:

papcev 20 mg powder for concentrate for solution for infusion PLGB 00166/0432.

rancev 30 mg powder for concentrate for solution for infusion PLGB 00166/0433.

Marketing Authorisation Holder:

Astellas Pharma Ltd. 300 Dashwood Lang Road, Bourne Business Park, Addlestone, United
Kingdom, KT15 2NX.

Date of Preparation of Prescribing Information: February 2025

Job Bag Number: MAT-GB-PAD-2025-00017

Further information available from: Astellas Pharma Ltd, Medical Information 0800 783 5018.
For full prescribing information, refer to the SPC, which may be found at: https://www.medicines.
org.uk/emc.

Adverse events should be reported. Reporting forms and information can
be found at www.mhra.gov.uk/yellowcard or search for MHRA Yellow Card
in the Google Play or Apple App Store. Adverse events should also be
reported to Astellas Pharma Ltd. on 0800 783 5018.

The hyperlinks on this page will take you to non-Astellas websites. Astellas does not endorse or
accept liability for sites controlled by third-parties.





