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EF2: S0 SBiE BhA (RAEHREHITY)

FoundationOne CDx#&ER

HRD signature - HRDsig Negative No therapies or clinical trials. See Biomarker Findings section
Microsatellite status - Ms-Stable No therapies or clinical trials. See Biomarker Findings section
Tumor Mutational Burden - 0 Muts/Mb No therapies or clinical trials. See Biomarker Findings section

THERAPIES WITH CLINICAL RELEVANCE | THERAPIES WITH CLINICAL RELEVANCE
2oLl (IN PATIENT'S TUMOR TYPE) (IN OTHER TUMOR TYPE)
FGFR2 - amplification, rearrangement intron 17 none Erdafitinib

Futibatinib

Pazopanib

10 Trials seep.8 Pemigatinib




EF2: S0 SBiE BhA (RAEHREHITY)

FoundationOne CDx#&ER

- == 55— — ———mmmm s 4444490909000
THERAPIES WITH CLINICAL RELEVANCE | THERAPIES WITH CLINICAL RELEVANCE
R R (IN PATIENT'S TUMOR TYPE) (IN OTHER TUMOR TYPE)

FGFR2 - amplification, rearrangement intron 17 none Erdafitinib

— e — . i Futibatinib
Exon 18% K D &xFHEHEA = Oncogenic
Pazopanib
10 Trials seep.8 Pemigatinib

THR)\—=KRILICHE T DIEEEE
- FGFR2AERHMERBEN A (C3F L Tpemigatinib, futibatinibhMRRERA =N TL\SD (EvbLv: C) .
Pemigatinib(3Z& P HEERERDOIIRERITH D,

* tasurgratinib&AE2H1



REGI3: 6045 BBiE

ERIRS DA (FAERITY)

GenMine TOP#5EER
3. RNAEZIR

3.1 SEIGF
No. S EETF
FZ2A2VUTRID

1 ETV6-NTRK3
NM_001987-ENST00000394480

2 FGFR2-PBLD
NM_023029-NM_022129

3 NTRK3-ETV6
ENST00000394480-NM_001987

FEEE

12p13.2 - 15¢25.3
chr12:11869969 - chr15:87940753

10g26.13-10g21.3
chrl0:121564502 - chrl10:68292238

15g25.3 - 12p13.2
chr15:88032857 - chr12:11884445

& Eh
(BYHT oV /2TovV )

exon 5/8 - exon 15/19

exon 2/16 - exon 5/10

exon 14/19 - exon 6/8

Y— K%

755
(3,186 - 519)

32
(228 - 4)

173
(592 - 2,641)



ERI3: 60K SB1E MERARD WD A (IRAEREHITY)

GenMine TOP#5EER

s
3.1 e EEF
No. S EEF FaEfiE ey )— k&
FZ2AL2UTRID (FHIoV> 2TV )
1 ETV6-NTRK3 12p13.2 - 15g25.3 exon 5/8 - exon 15/19 755
NM 001987-ENST00000394480 chr12:11869969 - chr15:87940753 (3,186 - 519)
2 FGFR2-PBLD 10g26.13 - 10q21.3 exon 2/16 - exon 5/10 32
NM_023029-NM 022129 chr10:121564502 - chr10:68292238 (228 - 4)
3 NTRK3-ETV6 15q25.3-12pl13.2 exon 14/19 - exon 6/8 173
ENST00000394480-NM 001987 chr15:88032857 - chr12:11884445 (592 - 2,641)
NTRK3RIEH D FGFR2 exon 2MMSPBLD exon 5(CDiahtd/\U7 > ~

=FGFR2 kinase domain(&fR&RFF =170

TFHXR)\— N CRIVICBIT DR EE
- NTRK3Ft &R EERZM AU ICX U Tentrectinib, larotrectinibhMRRERH N TLVD (EvbLv: A)
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RiEfl4: 7048 i FEEDA (RIEEEHITT)
FoundationOne CDx#&5R

THERAPIES WITH CLINICAL RELEVANCE § THERAPIES WITH CLINICAL RELEVANCE
BIOMARKER FINDINGS (IN PATIENT'S TUMOR TYPE) (IN OTHER TUMOR TYPE)

HRD signature - HRDsig Positive none Niraparib
Olaparib
Rucaparib
10 Trials seep.15 Talazoparib
—
Microsatellite status - Ms-Stable No therapies or clinical trials. See Biomarker Findings section
Tumor Mutational Burden - 5 Muts/Mb No therapies or clinical trials. See Biomarker Findings section

THERAPIES WITH CLINICAL RELEVANCE | THERAPIES WITH CLINICAL RELEVANCE
GaNOMIC FOMGS
FGFR2 - 5252W none Erdafitinib

10 Trials seep.21

AKT2 - amplification - equivocal none none

3 Trials seep.17




EH4: 7008 Lt F=EEHDA (REBAEHITY)

FoundationOne CDx#&ER

THERAPIES WITH CLINICAL RELEVANCE § THERAPIES WITH CLINICAL RELEVANCE
GENOMIC FINDINGS (IN PATIENT'S TUMOR TYPE) (IN OTHER TUMOR TYPE)

FGFR2 - 5252w none Erdafitinib

10 Trials seep. 21

AKT2 - amplification - equivocal none none

3 Trials seep.17

THR)\— N RILIES VT DHEREE
B FEE(CEHUTHEE NI EEEL U,

FGFR2ZERICH I DEAIMREET
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FGFR&EFGF

Acid box

Ligand binding
domain

Alternative
splice site

Transmembrane
domain

Juxtamembrane
domain

Tyrosine
kinase
domains

C

Subfamily |Members Specificity |

FGF15/19 |[FGF19.21.23 |FGFR1- 4l Klotho
Canonical|[FGF4 FGF4 .56 FGFR1-2 4
secretion|[FGF7 FGF3.7**.10.22 |FGFR1-2(/4!11b)

FGF8 __ |FGF8,17.18 IFGFRI-Z( 7). IHSPGs

Non-canonical|[F GF9 FGF9,16.20 FGFR3.4

secretion 1 FGF1,2** All FGFR

|IFGF

FGF11.12,13,14|Not secreted |

(P)Y653/Y654
(PIYE77 <+ STAT‘IINS;

HR. Fergson et al. Cells 2021

FGF subfamily FGF

FGF1 subfamily ——— FGF1,

_— FGF4*
FGF4 subfamily ——

FGF7 subfamily < FGF7

FGF22

FGF8 subfamily —— FGF17

FGF9 subfamily -

FGF16

FGF19 subfamily =

FGF11# —_

~~ — FGF12 —
T FGF13*
~ FGF14 —

FGF11 subfamily <=

FIGURE 5. Diagram showing relative activity of FGFs grouped by subfamilies. *, data

from Ornitz et al. (12); #, not tested.

— FGF5* —
~ FGF6* —

- FGF3* ~

FGFR activity

All FGFRs
FGFR 1c, 3c > 2¢, 1b, 4A

== FGFR 1c, 2¢ > 3c, 4A

“FGF10 — = FGFR2b> 1b

- FGF8

——= FGFR 3¢>4A>2c>1¢>>3b

~— FGF18 —
_FGF9

= ———— FGFR 3c>2c > 1c, 3b >> 4A
~— FGF20 —

_ FGF19
FGF21 > FGFR 1c, 2¢, 3¢, 4A
— FGF23 (weak activity)

—= No known activity




FGFREGFESE

Ig-1 Ig-2 Ig-3
Gene fusion e R |
g Y YY Y Y
- - W FGFR2 Illb C1/WT
m Grb2-binding
Breast cancer Breast cancer Myeloproliferative Bladder cancer A A
Gastric cancer Endometrial cancer syndrome Cholangiocarcinoma 770 773
Lung cancer Ewing sarcoma Glioblastoma ¥ ¥y
Lung cancer Peripheral T-cell Lung cancer : ™ 70w
e 1 W FGFR2 lllb C2
YLDL
A A
@ 770 773
@ ii - - M FGFR2 llb C3
BCR-FGFR1 FGFR1-TACC1
CNTRL-FGFR1 FGFR2-AFF3 = 1 "E:' E KINASE DIMERIZATION FGFR2 lllb Fusions
CUX1-FGFR1 FGFR2-BICC1
ETV6-FGFR3 FGFR2 CASP7
FGFR10P-FGFR1 FGFR2-CCAR2 Li F, et al. Cytokine Growth Factor Rev, 2020
FGFR10P2-FGFR1 FGFR2-CCDC6
LRRFIP1-FGFR1 FGFR2-CIT
MYO18A-FGFR1 FGFR2-OFD1
RANBP2-FGFR1 FGFR2-PPHLN1 =hAN °___ —H\xZz T2
TPR-FGFR1 FGFR3-BAIAP2L1 F GF R2 Fﬂm':' (j:} \ I\j_ 73 A
TRIM24-FGFR1 FGFR3-JAKMIP1 b\j
ZMYM2-FGFR1 FGFR3-TACC3

FGFR2 intron 17 COE#&ERk (4E18) t©oncogenic

Kato M et al. Int. J. Mol. Med. 2016

D. Zingg et al, Nature 2022
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Pemigatinib - FGFR2RES / AB&jE FoundationOne CDx - FGFR2®RYS - FBBiéERk./ REE7E
- FGFRI1FYS / K AES - FGFR1 8485k / KBS
Futibatinib - FGFR2REE / RHEdE NCCA> )\ I)L - FGFR2RE - FBtERk ./ AE1E7=
Tasurgratinib - FGFR2mES / HEEYE AmoyDx FGFR2 Gene
Break-apart FISH —
Erdafitinib - FGFR3EE / Fri§ L 7= - FGFR2 - 328 /FRig L%
(EINEREET) (CDx: therascreen®FGFR RGQ

RT-PCRFwv )



Best change in target
lesion eize (%)

Frequency

Best change in target
lesion size (%)

Frequency

Pemigatinib: P1/2 FIGHT-101

FGFR fusions and rearrangements

FOFR3-TACCS

FAFR3-TACCS
FOFR3-TACCS

3
z
Q
g
8

S0*SD S0 E0 80 SD 85D S0 PD PD SD PR PR PR PA PR

FAFRE-CODCE
FaFR1-PLAGT
FOFR2-WAC
FOFR2-USP33

FaFR2-BICOT
FEFRZ-LPXN
FaFR2-BICCT
FOFR2-NA
FAFARZ-KIF14
FaFR2-BICCT
FOFR2-NA
FOFR2-NA
FaFRE-CLIPT
FAFR-CODCE
FAFRE-BICCT

A E

FGFR amplifications

P} PO FO FD Na PD PO PD FD S0 NE PD NE FD PO PD S0 50D

pEazite

COKNZA/B

BAP{

PIKICA

Buunoaoso-og

TP53

| CoHNzAB

KRAS
PIK3CA
PTEN

FUDRRISYE

B upu nasno-og

Best change in target
lesion aize (%)

Frequency

Best change in target
leaion size (&)

Frequancy

PD S0 S0 PR PA PR

soe: (I COKNZA/E
0% TF53
10% BAP1
10% |l KRAS
FGF amplifications
2o aoand
Qe e ol ww=w
Frif i Bl Il ol vl vl
TP PRPERRERTERER
100
a0
&0
an

PD PO FD PO FD 3D S0 3D PD PD 5D

a

FEF34,19

FUDRERISYE

Bujunaoo-og

TPS3 wd
COKN2A/S !g
KRAS EE
PIK3CA B E

A

FGFR2-USP33
FGFR2-LPXN
FGFR2-CCDCE
FGFR1-PLAGY
FGFR2-NA
FGFR2-NA
FGFRRZ-BICC
FGRRZ-BICCH
FGFR2-WAC
FGFR2-NA
FGFRZ-CTNNAS
FGFR2-CLIPY
FGFRE-CCDCE
FGFR1-CP110
FGFR3-TACCE
FGFR2-BICCH
FGFR2-BICDA
FGFRZ-KIF14
FGFR3-TACC3
FGFR3-TACCE

FGFR fusion/rearrangement

-

I
0

T
3

T
g

T T T T T
2 45 18 H 2

T
27

Treatment duration {months)

FGFR amplification

T T 1T
30 33 3B

B FGFR mutation

FGFR{ N546K
FGFR3 Y3730
FGFR3 52400
FGFR2C382R
FGFR3 5249C
FGFRZ C382AR
FGFR3 52400
FGFRZ S252W
FGFR3AZ48C .
FGFRZ NS49K
FGFR3R394C

FGFRZ EFTTK

FGFRZ KB59E
N5495 | T T T T T T T T T T T T
0 3 & 9 42 45 18 21 24 T 30 33 36
Treatment duration {months)

D FGF amplification

FGF3.4,19
FGFE23
FGF3.4,19
FRS2
FGF19
FRS2
FGF3,4,19
FGF3,4,19
FGF3,4,19
FGF14
FGF14
FGFZ3
FGF3,4,1923
FGF3,4,10
FGF3,4,10
FGFE23
FGF3,4,10
FGF3,4,10
FGF10
FGFIO

T T T T T T
i2 15 18 21 24 27 30 33 36

V. Subbiah et al Ann. Oncol., 2022



Pemigatinib: BBi&h'A, P2 FIGHT-202

FGFR2 fusions or Other FGF/FGFR  NoFGF[FGFR
rearrangements alterations alterations
(n=107) (n=20) (n=18)
Proportion of patients with an objective 35-5% (26-5t0 45-4) 0 0
response
Best overall response®
Complete response 3(2-8%) 0 0
Partial response 35(32:7%) 0 0
Stable disease 50 (467%) 8 (40-0%) 4(22:2%)
Progressive disease 16 (14-9%) 7 (35-0%) 11(61-1%)
Not evaluable 3(2-8%) 5(25-0%) 3(167%)
Duration of response
Patients with events 21/38 (55%)
Patients censored 17/38 (45%) 0
Median duration of response, months 7-5(57 to14.5)
Kaplan-Meier estimated probability of retaining a response
At 6 months 68% (4910 82)
At 12 months 37% (19 to 56) . .
Proportion of patients with disease control ~ 82% (74 to 89) 40% (19 to 64) 22% (610 48)
Progression-free survival
Patients with events 71(66%) 17 (85%) 16 (89%)
Patients censored 36 (34%) 3 (15%) 2(11%)
Median, months 6-9(6-2t0 9-6) 21(12t04-9) 17(13t01.8)
Kaplan-Meier estimates of progression-free survival
At 6 months 62% (5210 70) 25% (810 47) 6% (<1t0 25)
At 12 months 29% (19 to 40) 0 1]
Overall survivalt
Patients with events 40 (37%) 16 (80%) 14 (78%)
Patients censored 67 (63%) 4(20%) 4(22%)
Median overall survival, months 21-1(14-8to not 67 (2-1t0 10-6) 40(23t06:5)
estimable)
Kaplan-Meier estimates of overall survival
At 6 months 89% (8110 93) 51% (26 to71) 31% (11to 54)
At 12 months 68% (5610 76) 23% (710 43) 13% (210 33)

Data are % (95% Cl), n (%), or months (95% Cl). FGFR=fibroblast growth factor receptor. * Assessed and response
confirmed by independent reviewer (95% Cls not available for individual response values). tOverall survival data were
not mature at data cutoff.

Abou-Alfa GK et al. Lancet Oncol., 2020

A 1.0

PFS probability
=]
o
|

Cohort A
Assessable patlents, n 108
Events, n (%) 85(78.T)
Censored, n (%) 23(21.3)
Median (35% CI) ime, months 7.0 (6.1-10.5)

Cohort B
20
17 (85.0)
3 (15.0)
2.1 (1.2-4.9)

Cohort C
17
15 (88.2)
2 (11.8)
15 (1.4-18)

+ Censored

Patients at risk, n

Cohort A 108 63 34
Cohort B 20 4 0
Cohort C 17 1 0

B 1.0 +

0S probability
=
o
|

0.1 q + Censored

15 20 25 30 35

Time to event, months
17 10 7 5 1

Cohort A
Assessable patients, n 108
Events, n (%) 76(70.4)
Cansored, n (%) 32 (29.6)
Median (85% CI) time, months 17.5 (14.4-22.9)

Cohort B
20
18 (80.0)
2 (10.0)
6.7 (21-10.8)

50 55

Cohort C
17
15 (88.2)
2 (11.8)
4.0 (2.0-4.6)

0.0 T T
0 5 10

Patients at risk, n
Cohort A 108 93 75

Cohort B 20 9 3]
Cohort C 17 4 2

Time to event, months

55 43 34 29 20
2 1 ]
2 1 1 0

A. Vogel et al Ann. Oncol., 2024
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Pemigatinib: kg EEH A P2 FIGHT-201
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FGFR3 S249C M'52.5% & &%

A. Necchi et al Ann. Oncol., 2023




Best percentage change from baseline in target lesion size

Pemigatinib: kg _ERIZE P2 FIGHT-201 (&)

100 -

80

60

40-

20

0

—20

—40

60 -

—80 4

—100-

:
F
z
H
b
|

FGFR3 mutations
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NE (n = 1)
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ORR : 18%
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B FGFR3 mutations
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ORR: 23%

A. Necchi et al Ann. Oncol., 2023



Pemigatinib: Ef2h'A, P2 FIGHT-207

, . Urothelial . \
Chelangiocarcinoma tract/bladder CNS Gynecologic  Pancreatic NSCLC  Breast Other Alteration
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& 8 m FGFRT mutation
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J. Rodon et al. Nat med., 2024



Futibatinib: B8j

HMNA P2 FOENIX-CCA2

FGFR2 Fusion Partners

FGFR2 Alteration
Tissue Testing

Tumor Response

Progression-

Best Percent Change in
Target Lesion Si

free Survival
[mo)

593
OOM3

o
R R, ey Pl
— (=1 o
s&sw“uﬁ e e ﬁ” g2

[ri==t{wiv i :uut}ﬁaw!ﬁ

ﬂ-l

L
G G ~25 o - LS & o om =
Lt N L ot TR, SR . N i . M- ey
- 2 D=US32000 E 33us S00n ® Lz UO¥CED, 3
SSUBEE LIUSTULY SorTEOTEILON § U glay BBEHNE

FGFR2 Alteration

ﬂEE » Rearrangement

= Fusion

LI llllIIllllIIlllllllllllllllllllllll-llllllIIIIIIlllIIIllllllllllllllllll-llllllllllllll Testing

Median Duration
€0 of Response
Objective Response Disease Control (95% Cl)
30 no. (%6) mo
All Patients (N=103) 43 (42; 95% CI, 32-52) 85 (83; 95% Cl, 74-89) 9.7 (7.6-17.0)
Sk i T e i e
-60-
—5p-
20
15
10
5
0

L. Goyal et al. N Engl J Med., 2023

= Central 324-gene-panel
assay

= Local 324-gene-panel
assay

= Local laboratory test

Best Overall Response,
Assessed by ICR
= Complete response
(N=1)

= Partial response
(N=42)

= Stable disease
(N=42)

= Progressive
disease (N=16)

= Could not be
evaluated (N=2)




Tasurgratinib: BB EH'A - Bh'A P1

Age, years; mean
(standard deviation)

Age, years; min, max
Sex, n (%)
Male

Female

Cholangiocarcinoma
(N=46)

53.7 (10.65)

40, 65

5(83.3)
1(16.7)

ECOG performance status, n (%)

0
1
Mo. of prior regimens, n (%)
1
2
3
z4
Prior surgery, n (%)
Prior radiotherapy, n (%)
FGFR2 abnormality, n (%)
Rearrangement
Amplification

Overexpression

3(50.0)
3(50.0)

1(16.7)
3(50.0)
1(16.7)
1(16.7)
3(50.0)
1(16.7)

6 (100.00)

Gastric
cancer
(N=10)

671.5(9.07)

55,79

7(70.0
3(30.0

5(50.0)
5(50.0)

0(0.0)

1(10.0)
1(10.0)
8(80.0)
3(30.0)
1(10.0)

2(20.00
8(80.0

BOR, n (56)
CR
PR
sb
PD, n (%)

ORR (CR+PR), n (%)

DCR (CR+PR+5D),

n (%)

PFS (months), median
(95% CI)

PFS rate, % (95% Cl)

At 6months
At 12months

0S5 (months), median
(95% CI)

OS rate, % (?5% Cl)

At 6months
At 12months

Cholangiocarcinoma
(N=26)

0(0.0)
5(83.3)
1(16.7)
0(0.0)
5(83.3)
6 (100.0)

8.26 (3.84, NE)

66.7 (19.5,90.4)
33.3 (4.6, 67.6)
22.49 (6.37, NE)

100.0 (100.0, 100.0)
83.3(27.3,97.5)

Gastric cancer
(N=9)

0(0.0)
1(11.1)
4 (44.4)
4 (44.4)
1(11.1)
5 (55.6)

3.25(0.95, 4.86)

0.0 (NE, NE)
0.0 (NE, NE)
4.27 (2.23,7.95)

22.2(3.4,51.3)
11.1 (0.6, 38.8)

Morizane C et al. Cancer Sci., 2024
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Table 1. therascreen FGFR RGQ RT-PCR Kit assays targets: Point mutations

Gene Amino acid variant Cosmic ID
FGFR3 p-R248C COSM7T14
FGFR3 p-5249C COSM715
FGFR3 p-G370C COSMT14
FGFR3 p-¥373C COsSM718
Table 2. therascreen FGFR RGQ RT-PCR Kit assay targets: Fusions

Fusion ID Genes involved Genomic breakpoints* Exons

FGFR3 Clehrd:1741428] 17
FGFR3:TACC3v]

TACC3 Jehrd: 1 808661]1G 11

FGFR3 Clehrd: 1739324 17
FGFR3:TACC3v3

TACC3 Jehrd:1808661)G 10

FGFR3 Clehe7 979917 44] 17
FGFR3:BAIAPZLY

BAlAP2L] Jehrd:1808&61]T 2

FGFR2 C[&0461834] 17
FGFR2:BICC1

BICC] [chr10:123243211[A 3

FGFR2 Clehr10:115457252] 17
FGFR2:CASFY

CASP7 [chr10:123243211[G 2

therascreen® FGFR RGQ RT-PCR*w

Genomic coordinates determined using the human assembly GRCh37 [also known as hg19).
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