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0 thCO m ES Wlth ﬁ I'St' I I n E p I atl n u m = b a S Ed * Nectin-4 and HER2 are relevant therapeutic targets and potential biomarkers for the treatment of muscle-invasive bladder cancer (MIBC) and la/mUC! e JAVELIN Bladder 100 (NCT02603432) was an international, randomized, phase 3 trial that Figure 1. JAVELIN Bladder 100 study design™
h th d I b ﬁ t I - - Nectin-4 is the molecular target of enfortumalb vedotin, an antibody-drug conjugate (ADC) that is approved in MIBC (US: cisplatin-ineligible only) enrolled patients with unresectable la/mUC who were progression free after 4-6 cycles of
cnemao erd py dana aveiuma rst-iine and la/mUC in combination with pembrolizumab, as monotherapy for patients with prior PBC and PD-(L) 1 inhibitor tfreatment (US and Europe), 1L PBC (Figure 1) All endpoints measured post randomization (affer chemotherapy)
ma i nte nance i n I 0oca I I 3 dva n ced or and as monotherapy for cisplatin-ineligible patients with any prior treatment (US)?? — Patients were randomized 1:1 to receive avelumab + BSC or BSC alone until cancer
y — HER2 is the molecular target of disitamab vedotin, an ADC in clinical development for the treatment of HER2-expressing la/mUC* (approved in China progression, unaccepfable toxicity, or pafient withdrawal mmdry endpoint \
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m eta Stati c u roth el i a I ca rci n 0 m a as 1L Treo.’r‘men"r Ig com@nchon W.ITh ’ronpohmab)i an trastuzumab deruxtecan, an ADC that is approved as a later-line treatment for patients with — The primary endpoint was OS, measured from randomization after chemotherapy que::;% o? n‘::%g;aﬁc uC . . .
HER2-posifive {immunohistochemistry 3+) solid fumors {in the US)® * For the current analysis, whole-transcriptome profiles in fumor samples obtained prior to inferval rrimeny analyss popuiaton:
| o | | | | | | yab, P P P P CR, PR, or SD with 410 weeks Until PD, + Allrandomized patients
by NECTIN4 an d HERZ RNA * Nectin-4 and HER2 expression is heferogeneous in UC tumors, with the highest expression observed in luminal molecular subtypes’® 1L PBC were generated using RNA sequencing, and NECTIN4 and HER2 transcript levels standard 1L chemotherapy a unacceptable e PD-L1+ population
: . . 4-6 cycl N=700 toxicity, ithd |
* In previous studies, lower response rates to anti-nectin-4 or anti-HER2 ADCs were observed in patients with la/mUC whose tumors had low membrane were quanfified using Personalis ACE fechnology'™ Ero/EE P, O WInETES Secondary endpoints
= . o0 . . , ,  Cisplatin + gemcitabine or e PFS per RECIST 1.1
exp ression: Exp I 0 rato ry dnd Iys es expression of the farget protein — NECTIN4 and HERZ RNA. expresaor.w was assessed as a dichotomous variable for survival . Carboplatin + gemcitabine e alone . Safely
— However, it is unknown whether the reduction in response is due to reduced target engagement and/or inherent resistance of tumors to analyses and as a continuous variable for subgroups defined by response fo 1L PBC n=350 \ /
fro m IAVE LI N B I d d d er 1 0 0 freatment due to other mechanisms; the association between RNA expression levels of these targets and treatment outcomes with PBC and - Patients were categorized into subgroups with high or low NECTIN4 and HER2 RNA
C e : , Stratification
PD_(L) I inhibitors Is unclear expression by 2 methods: e Best response to 1L chemojrhercpy (CR or PR vs SD). .
* In the JAVELIN Bladder 100 trial, avelumab 1L maintenance + BSC significantly prolonged OS and PFS vs BSC alone in patients with advanced UC that  Median split: high, patients with = median expression (in relation to the overall » Metastatic site when infflating 1L chemotherapy (visceral vs nonvisceral
had not progressed with 1L PBC'"12 population); low, patients with < median expression
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outcomes with avelumab 1L maintenance tfreatment in subgroups defined by tumor NECTIN4 and HER2 RNA expression

RESULTS
CONCLUSIONS * In biomarker-assessable patients from both arms combined (n=560), best response to 1L PBC was CR in Table 1. Survival outcomes in subgroups with high or low NECTIN4 or HER2 RNA expression Figure 3. 0S in subgroups with combined high or low NECTIN4 and HERZ2 RNA expression
149 patients, PR in 261, and SD in 150
* We report exploratory biomarker analyses of patients with locally advanced : , . . A. Avelumab + BSC
e No significant differences in fumor NECTIN4 RNA expression were observed between patients who had CR, PR, Median split Lower quartile split

or metastatic urothelial carcinoma (la/mUC) in the JAVELIN Bladder 100

. . . . or SD with 1L PBC (Figure 2A) 100 | High High Low Low
phase 3 trial population to evaluate response to first-line (1L) platinum- NECTING/  NECTING/ NECTINA/ NECTIN4/
based chemotherapy (PBC) and survival outcomes with avelumab 1L e Slightly higher tumor HER2 RNA expression was observed in patients who had CR vs SD, whereas no significant AVf':Sn(\:Clb BSC alone AVf':S"(\:CIb BSC alone o o o P
maintenance treatment in subgroups defined by NECTIN4 and HER2 RNA differences were observed in comparisons between other response groups (Figure 2B) Events, n (%) 63 (63.0) 22 (56.4] 24 (60.0) 60 (57.1)
expression in tumor samples obtained prior to 1L PBC . . edian OS (95%

P P P Figure 2. NECTIN4 and HER2 RNA expression in subgroups defined by response to 1L PBC High NECTIN4 RNA expression n=139 Nn=140 n=214 n=206 /2 months 17813085 (13.04NE POSINE) (201 1-4688)
No significant differences in NECTIN4 RNA expression were observed in A NECTINA 3 HERS
patients who had complete response (CR), partial response (PR), or stable ' s ' s 5505 e 53 55 1= 5
disease (SD) with 1L PBC prior to avelumab switch maintenance treatment; | | Tp<0.01 *'* | Median OS (95% Cl), months 18.17.30.85 198810 49 19.91.30.82 14550418 B — 1,
HER2 RNA expression was slightly higher in patients with CR vs SD | | " | [18.17-30.85)  (12.88-19.42)  {19.71-30.82)  (14.55-24.18) S - HH"‘{EM
Overall survival (OS) and progression-free survival (PFS) improvements with ' 5. ' ' - =TT
avelumab + best supportive care (BSC) vs BSC alone were observed across Median PFS (95% CI), months ) 50-69500 3.2 45567 , , 03-532 B S =t
subgroups defined by high or low NECTIN4 or HER2 RNA expression alone (4.60-9.00) (1.97-3.75) (5.42-7.79) (2.07-3.75) 2 -
. . . 10+
— NECTIN4 and HER2 RNA expression were not prognostic for OS; median T _ .
OS was broadly similar in the BSC alone arms between subgroups 2 £ , Low NECTIN4 RNA expression N=145 n=136 n=70 n=70
N 5 '| i
— Patients with low NECTIN4 RNA expression appeared to derive the b o 0 - . . . . .
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greatest degree of OS benefit from avelumab + BSC = 3 A
| | S c Median Os {757 ClJ, months (21.42-35.15)  (13.67-25.49)  (1886-NE)  (9.43-18.83) Months
— Subgroups defined by combined low NECTIN4 and high or low HER2 o % No. af risk
RNA expression had pronounced OS with avelumab + BSC vs BSC alone Q =
() < 71 5 45 290 401 1 94 High NECTIN4/high HER2 100 75 52 27 16 3 0
Overall, exploratory analyses from JAVELIN Bladder 100 suggest that 3 5 jt’ Median PFS (95% Cl), months 3 81.—9 95) (0 9]'_3 71) 2 89;1 3.83) 1 9]'_3 48) High NECTIN4/low HER2 39 26 16 13 5 0 0
NECTIN4 and HER2 RNA expression are neither prognostic nor predictive of < e Z ' ' ' ' ' ' ' ' Low NECTIN4/high HER2 40 33 2% 19 7 0 0
survival with avelumab 1L maintenance treatment in patients with la/muUC < y Q Low NECTIN4/low HER2 105 77 59 41 16 3 0
without progression after 1L PBC; results are hypothesis-generating only 2 ) ) T High HER2 RNA expression n=140 n=140 N=215 n=204
< . ‘e 6 B. BSC alone
. . 23.75 14.78 24.05 17.08
' : ' Median O3 (75% Cl). months 19.91-3437)  (11.50-21.32) = (20.57-31.08) = (13.54-21.72) o e e e ow
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) CR PR SD CR PR SD . 7 20 3 29 6. 67 3 29 Events, n (%) 72 (71.3) 25 (64.1) 26 (66.7) 62 (63.9)
* In the JAVELIN Bladder 100 study, avelumab maintenance freatment helped (n=149) (n=261) (n=150) (n=149) (n=261) (n=150) Median PFS (95% CI), months _ edion OS (957 O 1432 N e -

i . . (5.42-9.66) (1.97-4.01) (5.32-9.23) (1.97-3.71) 75 (95% C1). : _ : _
people W|'I'h qdvqnced UrO'I'hellal cancer Ilve Ionger 1L, first line; CR, complete response; ns, not significant; PBC, platinum-based chemotherapy; PR, partial response; D, stable disease; tpm, transcripts per million. months (10.81-21.32) (13.96-NE) (7.30-41.92) (13.86-29.40)
= N!cﬁnfenance freatment means irea’ring Pe°.P|e whose cancer * In biomarker-assessable patients, median NECTIN4 RNA expression was 8.079 log, (transcripts per million [tpm] + 1) Low HER2 RNA expression n=144 n=136 N=69 n=72 o

disappeared, shrank, or stopped growing with chemotherapy in patients in the avelumalb + BSC arm and 8.135 log, (tpm + 1) in pafients in the BSC alone arm; median o ..
Nectin-4 and HER2 are proteins that are present in most urothelial cancers HER2 RNA expression was 8.425 log, (tom + 1) and 8.464 log, (fom + 1), respectively O -

2 2 Median OS (95% ClI), months 2471 18.63 2471 16.82 \L"L\_H_\_ .

— Both proteins are targets for drugs used to treat urothelial cancer * In subgroups with high or low NECTIN4 RNA expression defined by median and lower-quartile split, OS and PFS c (19.25-32.43) (14.29-26.91) (18.17-32.43) (13.67-26.74) '
— Some studies have found that people whose tumors have lower levels improve.me]:ﬁg with avelumab + BSC vs BSC alone were generally consistent with those observed in the overall - 1' | I .

of these proteins may potentially obtain less survival benefit when they population'! (Table 1) | 5 A5 5 43 491 5 30 Ly

. Median PFS (95% CI), months

receive these freatments — In the subgroup with high (= median) NECTIN4 expression, median OS was 22.05 vs 14.78 months and median ' (3.71-7.49) (1.91-3.68) (3.48-9.00) (1.91-3.71)

This new analysis from the JAVELIN Bladder 100 study looked at results PFS was 5.65 vs 3.29 months, respectively
° ° ° ° BSC, best supportive care; NE, not estimable; OS, overall survival; PFS, progression-free survival.
with avelumab maintenance freatment or prior chemotherapy in people ~ In the subgroup with low (< median) NECTIN4 expression, median OS was 29.96 vs 18.73 months and median o] A o0 20 10 o 50
whose cancers had combined high or low nectin-4 and HER2 levels PFS was 5.65 vs 2.20 months, respectively * When defined by median split, 201 patients (35.9%) had high NECTIN4 and HER2 RNA expression, 78 (13.9%) had Months
People whose cancer had disappeared with prior chemotherapy had — Results were similar in subgroups with high or low NECTIN4 RNA expression determined by a lower quartile split nigh NECTIN4 andl low HER2 express.lon, 77 (14.17%) had low NECTIN4 and high HERZ expression, and 202 (36.17%] No. atrisk
slightly higher HER2 levels than those whose cancer had stopped growing (high, 225%: low, <25%) had low NECTIN4 and HERZ expression High NECTIN4/high HER2 101 61 36 24 14 | 0
_ . . Z Z A 1% . High NECTIN4/low HER2 39 27 16 10 5 0 0
Researchers found that on average, people whose cancers had low e OS and PFS improvements with avelumalb + BSC vs BSC alone in subgroups with high or low HER2 RNA expression MOleCL;!Or lsub’rype was nonluminalin 41 (20.4%], 43 {55.17%). 40 (50.6%], and 176 (87.1%] patients, Low NECTIN4/high HER2 39 23 16 . 4 0 0
Pecrn:l |.et‘|:els C'Ind h'gh Or.l‘iw HER2 levels lived for =30 months when were also generally consistent with those observed in the overall population' (Table 1) respeciively Low NECTIN4/low HER2 97 61 42 3] 15 6 0
reated with avelumab maintenance o ' -
: . — In the subgroup with high (=2 median) HER2 expression, median OS was 23.75 vs 14.78 months and median PFS In the aveluman + BSC vs BSC alone arms, median OS was: BSC, best supportive care; NE, not estimable; 08, overall survival
These results suggest that tumor nectin-4 and HER2 levels do not predict was 7.20 vs 3.29 months, respectively - 23.03 vs 14.32 months in patients with high NECTIN4 and HER2 expression (HR, 0.73 [95% CI, 0.52-1.02])
benefit with avelumab maintenance treatment or prior chemotherapy in , , , , . (Figure 3) GET POSTER PDF
people with advanced urothelial cancer — In the subgroup with low (< median) HER2 expression, median OS was 24.71 vs 18.63 months and median PFS Conios of i o optained th  this QUICK R QR) cod : | Y and
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Was 5.45 vs 2.43 months, respectively 18.40 vs 17.41 months in patients with high NECTIN4 and low HERZ expression (HR, 0.84 [757% Cl, 0.47-1.50]) not be reproduced without permission from ASCO® and the corresponding author of this poster. Per ASCO
— Results were similar in subgroups with high or low HER2 RNA expression determined by a lower quartile split — 31.08 vs 15.77 months in patients with low NECTIN4 and high HER2 expression (HR, 0.66 [95% ClI, 0.38-1.15]) requirements you will be redirected to the ASCO meeting sife.
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