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Early detection of FGFR alteration may provide new insights on treatment
40 sequence for patients with a/mUC, especially for those who benefit from
FGFR inhibitors.
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NAVIGATION

CONCLUSIONS @ @ @

@ The results showed a similar trend compared to prior studies, suggesting the
possibility of clinical application in Japan based on previous findings.
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INTRODUCTION

@ No difference was found in the PFS and the estimated survival rate of
FGFR2/3 GA-positive or -negative patients. METHODS

FIGURE 1
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@ Our data showed that treatment pressure may not alter the FGFR status. RESULTS
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NAVIGATION

INTRODUCTION @ @ @

« Gene alterations (GA) in fibroblast growth factor receptor (FGFR) may be oncogenic drivers in
urothelial cancer (UC) KEY TAKEAWAY

CONCLUSIONS

» The association between FGFR GA status and the prognosis with platinum-based INTRODUCTION

chemotherapy is unknown in Asian patients
METHODS

FIGURE 1
Study design

* This study aims to elucidate the proportion and prognosis of FGFR2 or 3 (2/3) GA-positive
advanced or metastatic UC (a/m UQ)

RESULTS
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NAVIGATION

Data source Patient flow
- MONSTAR SCREEN study1: 1) Genetic screening project by Patients registered in MSDB (Sep. 2019 - Feb. 2022) KEY TAKEAWAY

the National Cancer Center of Japan2, 2) Screening of genes (N =2,224) LTS

over 2,000 advanced solid tumor patients other than Lung Other ol tumor (= 2092

cancer, 3) Large volumes of prospective patient-level data \ 4 : INTRODUCTION

on cancer biomarkers, patient clinical characteristics, anti- Patients with a/m UC METHODS

cancer treatment history, and longitudinal clinical outcomes (N =142)

FIGURE 1
Study design

Under 18 years old or unknown (N = 4)

. . . \ 4
« MONSTAR SCREEN Database (MSDB): FoundationOneLiqid e i e T

(F1L) was used for detecting 324 cancer-related genes, (N = 138) Table 2
|nC|Ud|ng FGFR Proportion of FGFR2/3 GA (+) pts.

RESULTS

FIGURE 3, 4
Tx patterns & TTP in 15t line

- Study patients: registered in MSDB o T

Figure 5
Time to death by FGFR2/3 GA (+/-)

Figure 6, 7
Co-occurrence & mutual exclusivity
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METHODS

FIGURE 1: Study design
+ All patients: patients registered in MSDB between Sep. 2019 and Feb. 2022
« a/m UC patients: all patients with a/m UC and aged 18 years or older

« FGFR2/3 GA definition3: Amino acid variant (FGFR3); R248C, S249C, G370C, Y373C, Fusion variant; FGFR2-
BICC1, FGFR2-CASP7, FGFR3-TACC3, FGFR3-BAIAP2L1

* Registration date: the date that the patient was registered in MSDB
* Look-back period: the period from diagnosis of a/m UC to registration

« Follow-up period: the period from the registration date to the subject’s death, loss to follow-up, or the end
date of the MSDB study, whichever comes first

* First-line treatment date: the initiation date of the patient’s first-line treatment

* In the patient population, where the gene test results were used to make a decision, patients with a gene
test of “Fail” only were excluded
Database start July 2019 Database end Feb. 2022
1 1

v v

—

. ] L . l*

] ]
Look-back period = Registration date

Follow-up period Death or loss to follow-up
or end of study
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NAVIGATION

O®O

RESULTS

Table1: Patient characteristics in FGFR2/3 GA n (%) n (%) n (%)

| N=138 | N=16" | N=119"

Primary Bladder 70(50.7)  8(50.0)  62(52.1) KEY TAKEAWAY
“N-138 | N=16 | N=119 ] tumor site Uppertract UC  68(49.3)  8(50.0)  57(47.9) CONCLUSIONS
Sex Male/Female 95/43 11/5 82/37 Ne 69 (500 8(50.0) 29(49.6) INTRODUCTION
| 2.0 20.0 7 TNM staging (N)  N1-N3, NX 67(48.6) 8(50.0)  58(48.7)
Age (years) Median [rangel 145 gq; [50-86] [42-90] Unknown 2(1.4) 0(0.0) 2(1.7) METHODS
18-64 30(21.7)  3(18.8)  25(21.0) MO 96(69.6) 11(68.8) 83(69.7) FIGURE 1
Age Category  65-74 56(40.6)  8(50.0) 47(39.5)  TNM staging (M) M1 40(29.0) 5(31.3)  34(28.6) Study design
75 or more 52 (37.7) 5(31.3) 47 (39.5) Unknown 2(1.4) 0(0.0) 2(1.7) RESULTS
Smoking Yes 75(54.3) 7(43.8) 67(56.3)  No.of SACT (+) 22(15.9) 2(12.5)  20(16.8) T
status/history  No/Unknown 63(45.7) 9(56.3) 52(43.7)  Ppriortherapies  SACT () 52(37.7) 6(37.5)  44(37.0) e A A
0-1 90(65.2) 9(56.3)  79(66.4) F1L CDx 135(97.8) 16(100.0) 119 (100.0) 'I:'!(G;Ja|::e3r'n4s &TTP in 15t line
ECOG PS 23 10072 2025 867  ConelCtesing gy cpy 31225  5(313) 260218 e Y
Unknown 38(27.5) 5(31.3)  32(26.9) Other 68(49.3) 9(56.3)  59(49.6) —
Primary umor Pure UC 102 (73.9) 13 (81.3) 88 (73.9) 1L CDx Count 1 84 (60.9) 10 (62.5) 74 (62.2) Time to death by FGFR2/3 GA (+/-)
histopathology  Non-Pure UC 12(8.7)  2(125)  10(8.4) 2 or more 513700 6(37.5)  45(37.8) L M-
1 FoundationOne, SACT: systemic aarcanccr therapy TN Tumer, fiode and metastasis “Total of Positive/Negative: 3 patients of Fai in F1L were excluded TNM staging; test results a of the First-ine treatment date APPENDIX
Urothelial Cancer
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NAVIGATION

RESULTS
Table 2: Proportion of FGFR2/3 GA (+) pts. @ @ @
[ nn-133) | seceswan

11.9 CONCLUSIONS
FGFR2/3 GA (+) 16
c (69' 185) INTRODUCTION
ene .
Mutation AA variant METHODS
R248C 2 1.5(0.2, 5.2) ooy design
S249C 6 4.4 (1.6, 9.4) RESULTS
G370C 0 0.0 (0.0, 2.7)
FGFR3 Y373C 4 30 (08, 74) :rot;)loréon of FGFR2/3 GA (+) pts.
R248C & Tx patterns & TTP in 1= line
$249Ct 1 0.7 (0.0, 4.1) FIGI:JRE3,4 ——
Fusion Gene Fusion ID :‘g::t:m”‘m'"z i
F G F R3_ Time to death by FGFR2/3 GA (+/-)
FGFR3 TACC3 5 3.7 (1 .2, 8.4) Ei)g-::ceuft:;me & mutual exclusivity
AA; Amino acid, pts; patients: 'Cases with two variants FGFR2 was not detected APPENDIX
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RESULTS

FIGURE 3, 4: Treatment patterns & Time to progression by each line of therapy in FGFR2/3 GA

First-line

1] 20 40 60
First-line £ Avelumab

Total
(N=96)
GA (+)
(N=13)
GA (-)
(N=80)

80

10.4 9.4 2,

80

. Platinum (Pt) containing regimens
. Non-Pt chemaotherapy
. Pembrolizumab
. Investigational drugs
Other

B cc

B cc i+avelumab)

B ccarbo

B Gcarbo (+Avelumab)
Other Pt regimens

First-line
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KEY TAKEAWAY

CONCLUSIONS

Median (95% Cl)

INTRODUCTION

METHODS

=

‘g"’“ GA(+) 7.3(3.2,13.8)

o

E 80 - GA (-) 6.9 (5.3, 8.2)

% 60 -

& 40

S 20 i

]

@ Q 3 6 9 12 15 18
Time (months)

Mo. at risk

GA(+) 16 12 8 4 3 2 2

GA(-) 113 83 54 36 22 17 11

FIGURE 1
Study design

RESULTS

Table 2
Proportion of FGFR2/3 GA (+) pts.

FIGURE 3, 4
Tx patterns & TTP in 1st line

FIGURE 3, 4
Tx patterns & TTP in 2"d&3rd line

Figure 5
Time to death by FGFR2/3 GA (+/-)

Figure 6, 7
Co-occurrence & mutual exclusivity
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NAVIGATION

RESULTS

Second-line Third-line

T[\ng; . Platinum (Pt) containing regimens

(N=87) . Non-Pt chemaotherapy KEY TAKEAWAY

GA_(+) . Pembrolizumab

(N=10) B esisas CONCLUSIONS

nvestigational drugs
GA (-) Other
(N=75) INTRODUCTION
o 20 40 &0 80 100 (%) 0 20 40 60 80  100(%)
- - METHODS
Median (95% Cl) Median (95% ClI)
g 3 FIGURE 1
3 100 GA(+)  2.9(0,4.1) S 100 GA(+)  6.2(1.4,) study design
© e
3 801 GA(-) 3.1(2.3,4.2) E 80 1 GA(-) ©6.9(3.5,8.1) RESULTS
E 60 - g 60 - Table 2
a 7 .1_‘ Proportion of FGFR2/3 GA (+) pts.
o o
g 40 g 40 FIGURE 3, 4
c “E | Tx patterns & TTP in 1%t line
-E 20 - 2 20
b b FIGURE 3
:dn 0- @ | Tx patterns & TTP in 2"9&3'd |ine
:.E_) \ . . . 1.2 1. 1- :E_)D 04, - ' ' ' L ' Figure 5
0 3 6 9 5 8 o 0 3 6 9 12 15 18 Time to death by FGFR2/3 GA (+/-)
Time (months) Time {(months) .
No. at risk No. at risk Figure 6,7 N
GA(+) 10 5 0 0 0 0 0 GA(+) 6 3 3 2 1 0 0 Co-occurrence & mutual exclusivity
GA() 75 36 20 13 8 6 5 GA(-) 25 18 9 3 1 0 0
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NAVIGATION
RESULTS
Figure 5: Time to death (OS) of UC by first-line treatment and subgroups
100 - KEY TAKEAWAY
= 20 CONCLUSIONS
v i
E 1 * INTRODUCTION
© 60- : METHODS
= 12 months Survival (95% ClI)
g FIGURE 1
a 40~ GA (+) 73.3(24.3, 93.4)
% RESULTS
5 20 - GA () 81.1(69.0, 88.9) _—
5 Proportion of FGFR2/3 GA (+) pts.
0 - FIGURE 3, 4
T T T T T 1 T Tx patterns & TTP in 15t line
U 3 6 9 1 2 1 5 1 8 'II:':(G:aI:ItEes:"nl‘s & TTP in 2"9&3" line
Time (months) Figure 5
ND. Elt I'IS k Time to death by FGFR2/3 GA (+/-)
GA [+] 1 6 ‘l 4 9 5 4 2 2 Ei)g-::(ijft:;me & mutual exclusivity

GA(-) 113 91 64 42 30 23 19
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RESULTS

Figure 6: Co-occurrence and mutual exclusivity
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Figure 7: Sample-level concordance of gene mutation status;

Before vs. after treatment

a) FGFR mutation variants (n=2)

Patient ID  Before After
001 S249C
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b) FGFR fusion variants (n=2)
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Patient ID
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023
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011* FGFR3-TACC3 ‘
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