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o Change in domain scores from baseline were categorized as improvement, stable, Longitudina| Comparisons at Week 12 ® Patients receiving EV had significant (P=0.0268) reduction in reported pain symptoms Conc| usions
or deterioration using prespecified threshold values (Table 1) that connote clinicall . but significant (P=0.0256) worsening of appetite loss compared with chemothera
meaningul changes ?opr) patFi)ents ( ) y ® At Week 12, scores on the GHS scale were similar between groups, but chemotherapy (Figu?e 2) ( ) 9 PP P Py
® Enfortumab vedotin (EV) is an antibody-drug conjugate comprised of a fully human o In addition to the primary thresholds, a sensitivity threshold of 10 was used to define Y;iéiizc(lla:?ei rv:t;)numerlcally greater deterioration and variability in Qol. over the first . QOL.W.aS MENEES| e Ul CeRIES @) SR IS i [FEUEE
monoclonal antibody directed against Nectin-4 and monomethyl auristatin E, a one threshold unit for all domains and used for comparability 9 _ receiving EV
- et - - i Clarl . o . . | Figure 4. QLQ-C30 Symptom Scales at Week 12 by Treatment
microtubule disrupting agent, attached to the antibody via a protease-cleavable linker o For categorical data, statistical comparisons were made using two-sided tests at the : : : ® EV-treated patients had statistically significant reductions in pain
® EV received accelerated approval from the United States Food and Drug Administration a=0.05 significance level unless otherwise stated and no adjustments for multiple Figure 2. Adjusted Least Squares Mean Change From Baseline on Ty
in 2019 for the treatment of adults with locally advanced/metastatic urothelial carcinoma comparisons were made QLQ-C30 Global Health Status by Treatment Group Domain LSMean (SE) at W12 Contrast EV vs Chemo [95%Cl] ymp np S Py ' P ’ ’
(layfmUC) who have previously received a programmed cell death protein-1/programmed ® Mixed model repeated measures: to evaluate longitudinal changes from baseline at EV Chemo EV-treated patients had significantly more appetite loss
deathd_-l Iganctl,ld(-PD_liLP '”ﬁ"b'tg’ "and " platml:m;cgma”;;ng ghemotherapy in the Week 12, adjusted for covariates 21 —e—EV —e— Chemo Financial Difficulties | ® Significantly more patients had confirmed improvement in the majority
® In the phase 3, randomized EV-301 trial (NCT03474107), EV prolonged median missingness is independent of unobserved values - high : w fioni ] t t : :
i ianifi i — : : : : . - _ Igner aCrosSs all tunctioning and most symptom scores
overall survn_/al by 3.9 months and S|gn|f|cantly reduqed the _rlsk of death by 30% when ® Logistic regression models: to assess confirmed improvement, defined as clinically Fatigue Symptom Score 5.86 (1.75) 5.99 (1.92) — -0.13 [-4.87; 4.61] 9 9 ymp
compared with standard chemotherapy in patients with previously treated la/mUC? meaningful improvement (as per Tahle 1) over two consecutive visits Nausea and Vomiting
® Characterizing patient-reported outcomes (PRO) using a systematic process with a ® Kaplan-Meier methods, stratified log-rank test, and stratified Cox proportional Symptom Score 147 (1.05) 057 (116) - 0.90 [-1.96; 3.76] Confirmed Improvement
validated instrument provides evidence to support informed decision-making by patients, hazards model: to evaluate time to first clinical deterioration in symptoms, functioning, =
physicians, policy makers, and payers*> and health-related QoL o Pain Symptom Score 5.62 (1.86) 0.11 (2.04) — -5.73[10.80; -0.66] ® Significantly more patients reported a confirmed improvement on EV versus chemotherapy
® Examining patient perspectives and experiences is important to further contextualize the % in_ 10 out of 15 domains;_ clinically meaningful improveme_nt was 1.6 to 2.7 times higher
risks and benefits of EV compared with standard chemotherapy Table 1. Primary Thresholds for Defining Deterioration, Stability, and i Dyspnea Symptom Score 3.22(178) 7.12 (197) — . 3.90 [8.74; 0.93] with BV across all functioning and most symptom domains (Figure 6)
® Here, we report key prespecified PRO endpoints, a secondary objective of the Improvement on QLQ-C30 Domains g ® The greatest difference in confirmed improvement was reported for pain which showed
EV-301 trial, measuring quality of life (QoL), functioning, and symptoms O Insomnia Symptom Score 149(201) -L85 (223 | L : 0.37 [5.15; 5.80) that patients had a 2.7 times higher likelihood of achieving a clinically meaningful
Primary Threshold 2 | reduction in pain with EV compared with chemotherapy
@)
_ /\ Domain\Change Value of Stable E’E Appetite Loss Symptom Score 855 (2.34)  1.26 (2.57) | = : 7.29[0.90; 13.69]
Global Health Status <-10 -10 to +8 g Figure 6. Confirmed Improvements on QLQ-C30 Subscales Based
F. 1 S i d D . _—_— 9 Constipation Symptom Score  -2.89 (1.77) -2.03 (1.95) : _ i -0.85 [-5.62; 3.92] on Prl m ary Th r eSh OI dS
igure 1. study besign Higher
Role Functionin -14 to +12 >+12 _ _
scores _g___ -14 4 Diarrhea Symptom Score 4.79 (161) 1.13 (178) H—— 3.66 [-073, 804] . EV (N 301) . ChemOtherapy (N 307) ORa 959% CI
mean
Enfortumab vedotin “better” _ o7 L oo bl Pai 516 ] 2.76 1.81,4.22
1_(252231;)(9 Cognitive Functioning /10 +7 164 1 20 46 42 8 4 0 4 8 12 16 20 ain 588 : 81, 4.
of each 28-day cycle Fa“gue >+10 +10to -9 . : , . . .
of Li uesti I ; , W, w . : Sy O
e Open-label > prcf;?gggi?/gddiusrggse > surli/(i)\lllglvv;;l:cr:gfgsz\ifrﬁ‘lrlee é_:(\)l\rl:; Nausea and Vomiting >+11 +11t0 -9 Treatment - Physical Functioning 2.22 1.35,3.64
Investigator-preselected “better” [ — +9 10 -9 ® Higher proportions of patients improved and lower proportions of patients worsened Pyspnea significant 218 118,408
Key Eligibility criteria: chemotherapy ; : ; EV 177 167 157 180 170 151 141 149 152 135 127 . . . . . — confirmed
+ Histologically/cytogically confirmed UC (N=307) Primary endpoint: Overall survival _—_— Number across domains and symptoms with EV compared with chemotherapy, including GHS Emotional Funcioning improvements 515 133.3.48
+ Radiographic progression or relapse. | [ ngfor;?:gsfom?fegéngﬁ;vivaI Iwestiator ofPatients  pemo 129 148 152 142 141 127 112 112 10 110 102 (Figure 5)
- m?2 or - -
ED‘L!”SS refler P/ feamentlor ngﬁai):nsr:%/mz%r  Disease control rate }assessed per ConsipEllor 1S +1510-10 <10 o This was consistent across all domains except for appetite loss Social Functioning 1.97 1.19,3.28
« Prior platinum-containing regimen Vinflunine® 320 mg/m? * Overall response rate RECIST v1.1 _—_— Abbreviations: chemo, chemotherapy; Cl, confidence interval; EV, enfortumab vedotin; LS, least squares; QLQ-C30, Quality of Life
for la/mUC on Day 1 of each * Satety/olerability . Questionnaire Core 30. Coghnitive Functioning 1.91 1.16, 3.13
. ECOG PS 0ar 1 21-day cycle « Quality of life and patient reported outcomes Financial Difficulties >+10 +10 to -3 Fi 5 P rti fP ti ts R di GI bal H Ith
Abbreviation: QLQ-C30, Quality of Life Questionnaire Core 30. _ _ . o |g ure o. rOpO iIon O atients eSpon |ng on ona ea Constination 70 L0, 2.90
aStratification variables were ECOG performance status (0 or 1), regions of the world (United States, Western Europe, or rest of world), liver ® Numerical benefits were observed for EV on global health, physical functioning, and role Status by Treatment Group During Week 8-122 p . .00, 2.
metastasis (yes or no). . . .
®In countrliesywhere approved; overall proportion of patients receiving vinflunine capped at 35%. fUﬂCtIOﬂIﬂg (Flgure 3) Global Health Status . 1.67 1.11. 2.50
Abbreviations: BL, baseline; ECOG PS, Eastern Cooperative Oncology Group performance status; la/m, locally advanced or metastatic; B Deterioration | Stable B Improvement . _ ' T
PD-1/L1, programmed cell death protein-1/programmed death-ligand 1; PFS2, progression-free survival on subsequent therapy; RECIST, |  FREERANES B B LT € e T
Response Evaluation Criteria in Solid Tumors; UC, urothelial carcinoma. . . . . _ Financial Difficulties . 1.49 0.71, 3.12
Figure 3. QLQ-C30 Functioning Domains at Week 12 by Treatment H0 -
® Patients completed the validated European Organization for Research and Treatment of Baseline Characteristics and Questionnaire Compliance/Completion Rates 90- Nausea and Vomiting 1.35 059, 3.11
Cancer Quality of Life Questionnaire Core 30 (QLQ-C30) at baseline (Day -7 to -1), on : : Cnna. _ o , Domain LSMean (SE) at W12 Contrast EV vs Chemo [95%Cl]
Day 1 of each week for the first 12 weeks, and then every 12 weeks until discontinuation ® Ofthe 608 randomized patients ((,EV’ n—_301, SC, n—397), 77.3% were male, median age 80 Insomnia 1.26 0.78,2.04
_ _ was 68 (range: 30-88), and 30.9% had liver metastasis (Table 2) EV Chemo
® The QLQ-C30 assesses the following dornams: 20 Diarthea 114 050 2.61
o Global health status (GHS)/QoL (two items) Table 2. Patient and Disease Characteristics Global Health Status -2.83(1.35) -5.00 (1.48) S 217 [-1.48; 5.82] —
o Functional scales o 60 Appetite Loss : 0.96 0.57, 1.62
. e Enfortumab Vedotin| Chemotherapy > —
» Physical functioning (five items) N=301 N=307 g . | I I I I I I I I I |
. . . = - i ioni - - - | - : Q 7
o Role functlonlng (tWO |tems) Parameter Physical Functioning Score 2.86 (1.46) -6.18 (1.60) . u | 3.32 [-0.65; 7.29] E 0.0 10.0 20.0 30.0 40.0 50.0 60.0 70.0 80.0 90.0 100.0
o Emotional functionina (four items 404 Patients Achieving Confirmed Improvement (%)
 Cognitive functionin X Ewo items ) Sl 239 (79.1) 232 (75.6) o “OR >1.00 favors EV vs chemotherapy.
9 u g ( ) Sex Role Functioning Score -5.37(2.01) -9.93(2.21) ’ = ’ 4.56 [-0.91; 10.02] | Abbreviations: Cl, confidence interval; EV, enfortumab vedotin; OR, odds ratio; QLQ-C30, Quality of Life Questionnaire Core 30.
« Social functioning (two items) Female 63 (20.9) 75(24.4) %0
o Symptom scales/items 20 - Acknowledgements
« Fatigue (three items) Emotional Functioning Score  2.92(1.34)  2.26 (1.47) — 0.66 [-2.96; 4.28] This study is sponsored by Astellas Pharma, Inc. and Seagen Inc. Writing and editorial assistance was
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Na_u >ed ar.ld vomiting (two ftems) OPEN Health company, Parsippany, NJ), and funded by the study sponsors. The authors thank Mary
* Pain (two |_tems) | | o | _ —ceE pe 0 120 (39.9) 124 (40.4) Cognitive Functioning Score ~ -0.97 (1.34) -1.00 (1.47) — 0.03 [-3.58; 3.64] 0- Campbell, Maria Matsangou, and Konstantina Skaltsa for their valuable input on this abstract.
) F-inan[;yas;pi);ei ;P(s(;)r:r;niltz,m a;ppetlte loss, constipation, and diarrhea (one item each) 181 (60.1) 183 (59.6) EV  Chemo EV  Chemo EV | Ck-le-mo EV  Chemo EV  Chemo Disclosures
o P _—_ Social Functioning Score 4,77 (1.92) -4.83 (2.10) | . : 0.06 [-5.12; 5.23] Analysis Visit CV, DC, and SS held a consulting or advisory role with Astellas Pharma, Inc. ID held a consulting or
Statistical Analyses _—_ Week 8 Week 9 Week 10 Week 11 Week 12 advisory role with Seagen Inc. RM, JR, TP, GS, YL, MH, and DP held a consulting or advisory role with
. PP L - - - aThis fiaure i ot Astellas Pharma, Inc./Seagen Inc. MH reports travel, accommodations, expenses from Astellas Pharma,
This f hot of the descriptive analyses and shown as a sample of trends, not to represent all data.
o Dejcrlpltlve StatISIICdS. :O Sur? I’?]arIZfe Int?t;l{[m\?v?tthci?nmﬁlevtl?g E:.}I:d (t;gmﬂ“ag?%;?éii ’rg§$ Abbreviation: ECOG PS, Eastern Cooperative Oncology Group performance status. Summary Score 185 (1.08) 261 (L19) o 0.76 [-2.13; 3.65] Abtl>sre|\(/gil;rt?o|§:: Scr;lae?r?o,ocr?emc?therap;/; II\E/V, enfgrtumab vedorivn; QLQ-C30, Quiality of Life Questionnaire Core 30. Inc. YL reports travel, accommodations, expenses from Astellas Pharma, Inc./Seagen Inc. GS reports
and Stale SCOTes, ant proportions of patients provement, s Y . ® Questionnaire completion and compliance rates o o R other from Astellas Pharma, Inc. ID and JL received honoraria from Astellas Pharma, ]
o Completion (unadjusted) rates were calculated as the number of patients meeting _ P . P . . References Inc. TP received honoraria from Astellas Pharma, Inc./Seagen Inc. ID, NM and JB E E
the minimum requirements for scoring at least one domain divided by the number of o Completion rate was 60% for EV and 43% for chemotherapy on Day 8; rates fell to 44% L L B B A B . | received research funding from Astellas Pharma, Inc. JL received research funding
: : 0 : 141910 -8 -6 -4 - 1. Rosenberg J, et al. J Clin Oncol. 2020;38(10):1041-1049. 2. Center for Drug Evaluation and ) ) 1 "
patients that were randomized and 34% at Week 12, respectively 14-12-10-8 6 4 -2 0 2 4 6 8 10121416 . from Seagen Inc. JR, TP, MH, and DP received research funding from Astellas
_ _ _ o : : o/ : _ : Research. Application number: 7611370rig1s000 Approval Letter. https://www.accessdata.fda.gov/ DA ’ £ Astellas Ph Inc. ZH i
o Compliance (adjusted) rates Were.cak.'_;mated as the number of pa.t|ent3 at each visit o Compliance ratis at baseline wereo ~90% in both groups; during the study, average Chemo Better — — EV Better drugsatfda_docs/nda/2019/7611370rig1s000Approv.pdf. Updated December 18, 2019. Accessed Zr:laerrr:algnece/ifeggznell’r:CInSW and CM are employees of Astellas Pharma, Inc. is
who completed at least one domain divided by the number of patients who were rates were 70.2% for EV and 66.9% for chemotherapy Abbreviations: BL, baseline: chemo, chemotherapy: CI. confidence interval; EV, enfortumab vedotin: LS, least squares: QLQ-C30, Quality September 3, 2020. 3. Powles T, et al. N Engl J Med. 2021;384(12):1125-1135. 4. Basch E, et al. J Clin CMPIOYEE O SEagEn it | | E r
expected to have PRO assessments ® Baseline QLQ-C30 scores were similar between groups of Life Questionnaire Core 30; SE, standard error; W, week. Oncol. 2012;30(34):4249-4255. 5. Giesinger JM, et al. J Clin Epidemiol. 2016;69:79-88. This presentation is intended for a healthcare provider audience.

Please direct any questions or comments regarding this poster to Biplob Dass, PhD (Biplob.Dass@astellas.com).
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