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Table 1. The ICg, of pazopanib against the indicated enzyme in a
cell-free assay system

> Pazopanib D EFA#

Enzyme Kinase ICS[‘}
(umol/L)
— ==
& VEGFR, PDGFR, KIT (X9 B BHZEEMA, VEGFR1 0.010
_ —— VEGFR2 0.030
& FGFRICW L CTHHEEERZH T 5, VEGFR3 0.047
PDGFRa 0.071
PDGFRP 0.084
c-Kit 0.074
FGFR1 0.14
" Host e:éinothlial A SYO-1 HS-SY—" FGFR3 0.13
23 4 =
2 lewirs & - . FGFR4 0.8
% A :E ‘L ca T — 1: EGFR C—ffﬂs 014’6
PD‘vG.F VEGF FGF  Angl  Ang2 d>> 6 ?.‘: 2: ErbB2 LCK 0.411
Y ¢ i 3EwB3 1K 0430
Bevacizumab Ang1 7 23 2 g -1 4:FGFR2a  FAK 0.8
Ang2 g @&&7 5 = 5 5:PDGFRa  p38a 1.056
| o| & & e 6: VEGFR2  Abll 2
................... g . .o 7: EphA7 JNK1 2.466
Ret 2.8
Src 3.090
PDGF receptor REGE rieptor FGFIceptor TIE receptor B SYO-1 HS-SY-II GSK3 3.460
oo o oo L IET JNK3 4.065
(] 12 3 4 5 8 {..2 3 4 5 6 1: AKT1
\ / g weew ﬂ’[%:Z]: l e :‘_6: :;‘;":; we ; 2 AKT2 A'LKG 4266
(@ g = & 8 die 8 9 3 E;n-AKT Tie-2 4.520
4: ERK1 Met 6
1 Proliferation \ o) 5: ERK2 IGE-IR 8
N e E[®nt 2 td ™[ et A[EGSKB i 10233
1 Permeabilit 2 = - o - — |7Pan-INK Akt3; CDK1 and CDK2; >20
Pl b Lo 3 [ oo N © " lshmor  EpMBLEBLE®R2and
by .+ Flt-3; -R; 1 an
Hosaka S, et. al. J Orthop Res. 2012 Sep;30(9):1493-8. PLK3; PKC-pl and PKC-p2; Syk; Weel

Davidson BA, et. al. Int ] Womens Health.
2014 Mar 13:6:289-300.

Kumar R, et. al. Mol Cancer Ther. 2007 Jul;:6(7):2012-21.



TUMOR VOLUME

TUMOR VOLUME {mm?)

> xenografts

HT29 (Colon) A375P (Melanoma) PC3 (Prostate)
2000-  _w VEHICLE 4500 - 3500
oy :;::z:: < ::: c ™ Tumor type Starting dose (mg) Final dose (mg) Response* Duration of response or
1900~ = 100 mgig £ o0 stable disease (mo)
1200~ 1% 1
1000 - /'/- i -y § :: g 3% Renal cell carcinoma 300 twice daily 300 twice daily PR 12.8
-y / B 10 € ;j,,’/””“ Pancreatic islet cell tumor 1,000 once daily 1,000 once daily PRT 7.3
w g~ e 3 'gf 5w 7t Renal cell carcinoma 1,400 once daily 800 once daily PR 6.0
ol , 0- o= . Melanoma 50 three times weekly 400 once daily sD 9.0
A e T T T Harthle cell 50 once daily 800 once daily SD 26.6
Caki2 (Renal) W32 (Lung) Leiomyosarcoma 50 once daily 800 once daily SD 9.0
800- 2000 1200 Non-small cell lung cancer 200 once daily 800 once daily SD 13.6
7007 | z oo g o Chondrosarcoma 400 once daily 800 once daily SD 7.6
** £ 1 E Renal cell carcinoma 300 twice daily 300 twice daily sD 17.1
o £ 3 Pancreatic islet cell tumor 300 twice daily 800 once daily SD 18.3
w00+ ) _ E 800 E “ Ovarian cancer 600 once daily 800 once daily SD 6.8
0 . %""‘ _355 E g Gastrointestinal stromal tumor 600 once daily 800 once daily SD 15.8
w{ CE ST oo Renal cell carcinoma 800 once daily 800 once daily SD 7.8
. - - - ‘e @ % % a3 m m m = Rectal carcinoid 800 once daily 800 once daily sD 19.0
DAYS DAYS oAYS Hepatocellular carcinoma 800 once daily 400 once daily SD 15.6
Prostate 800 once daily 800 once daily SD 10.0
Chondrosarcoma 2,000 once daily 800 once daily sD 19.8

Kumar R, et. al. Mol Cancer Ther. 2007 Jul;:6(7):2012-21.

N
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> Phase | (dose escalation 43 A, dose expansion 20.A)
¢ PR3A. SD 14 A

Table 4. Patients receiving pazopanib with partial response or stable disease of =6 months” duration

Abbreviations: PR, partial response; SD, stable disease.

*Respunse was summarized by the dose to which the patient was originally assigned. Dose adjustments were permitted; therefore, patients in
the lower-dose groups may also have received higher doses of pazopanib during the course of their treatment.

T Unconfirmed PR.

Hurwitzz HI, et. al. Clin Cancer Res. 2009 Jun 15;15(12):4220-7.
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® PALETTEEER

¢ RR: 6%
& DCR : 73%

R ERIES

Progression-free survival (%)

Number at risk
Placebo
Pazopanib

Overall survival (%)

Number at risk
Placebo
Pazopanib

oo
88 83

Wt
T

20

JINZ T DIREE

> B

Median progression-free survival (months)

—— Pazopanib  4-6 (95% C13.7-4-8)
—— Placebo

1.6 (95% C10-9-1-8)

HR0-31, 95% C1 0-24-040
p<0-0001

0 24

123 15 6 1 0 0 0 0

246 103 63 30 12 4 1 1
B

100 Median overall survival (months)
a0 —— Pazopanib  12-5(95% C110-6-14-8)
—— Placebo 107 (95% C18.7-12.8)
80|
HR 0-86, 95% Cl 0-67-1-11
707 p=0-2514
60
50
40
30
20
10+
V]
0 i é é 1‘2 1|5 1|8 2|1 2|4
Time (months)
123 103 87 70 55 40 37 24
246 216 185 149 119 103 87 57

Graaf V, et. al. Lancet. 2012 May 19;379(9829):1879-86.

® COMPARZE&

[

Sunitinib

Pazopanib

[ o |
- 1.0+
=
2
g
a 08+
Q
&
5 o6
@
g
bo
£ 04
e
o
Fn
=
I 0.2
[
2
0.0
No. at Risk

Pazopanib 557 361 245 136 105 61 46 19 13
Sunitinib 553 351

& PFS
® RR:

T T T T T T T T 1
4 & 12 16 20 24 28 32 36 40

Months since Randomization

—

249 147 111 69 48 18 10

[¥%)

8.4+ A
31%

& M0S : 284+ R

® A —-_F=

71X LTI

Motzer RJ, et. al. N Engl J Med. 2013 Aug 22;369(8):722-31.



FGFRI amplification

> ER+, PR-, HER2- #LA'A
47 E

cStage IIIA (T1cN2MO0)
B TEC (DTX, EPI, CPA) 3.5+ F
goserelin + tamoxifen 24

Z D%4SEE

2.5FHID U > NEERIZRIETACTOncoETT
FGFRI amplification copy number 9
FGFRID FRODEEFOEE IFEREINT

JBENR
Response: PR
TTF: 7.5 R

Copy Number

Before pazopanib

3 months after pazopanib

some

ng/mL

U/mL

1] 2 X
40
35| CEA 134.4
30
25
20
15 137
10
5 17 23
0
07/2015  08/2015 0472016  06/2016
80
20 | CA-153 l'ﬂ-s
60
0 415
40
30
20
10 57 I2
0

07/2015 082015  04/2016  06/2016

Cheng FT, et. Al. J Natl Compr Canc Netw. 2017 Dec;15(12):1456-1459.



FGFRI amplification

> F=iEWiE

b4k Ik

%84, B fEBEE, FEBEHRE &/ LFil

PTX+CBDCASE#adj& L T6a—RAEITT 2 b T64 BRICHHEBZ AR bz

NCCH > a3 /X JLTFGFRI amplification
ITHFRRN=FRFILTRYNRZTDIREDH V)

BEMR
TTF 230 days

Sawayama S, et. al. Gynecol Oncol Rep. 2022 May 2:41:100993.
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17 B

PR S I BRITHEIT pT1bN1MO
2 B2 BTEnt% & HERR

S-1+CDDP : PD

7 LI~ T74+PTX 1 SD
—RIL<7 :PD

NCCH > O/ % JILEFE

FGFR2 amplification (23.66-fold)
TP53 R209*

AKT3N127D

NOTCHI A2036T

POLD M161I

FGFRZ amplification

&/ RZTE5 PR, 154 ARIBE

Hayashi H, et. al. BMC Gastroenterol. 2022 Jul 28:22(1):360.



Relative

% Survival

FGFRZ amplification

n]

> B cell line T &t

g
>

PD173074 Pasopant 0 01 10 0 01 1.0umolL
G 150 120 B Control B Control J 1 umol
3 [IPD173074 1 pmollL OPazopanib 1 ymoit. 120 3T3/Vector
: - 100 I § 100 1 N
o . ' 80
: . . s
O g0 s : z %0
-8 g ;
s S &0 1 i 2 40
E " X o
S 20 3 R 2
S 45 2 ¥ »
w
(12 i 2 120 3T3FGFR2WT
5 ) | §100
0 Vector FGFR2 WT FGFR2 S252W Vector FGFR2 WT FGFR2 S252W g 80
ARPENAROPAFDEA S BN 160 gh D &s\%‘.ﬁe PRI ATE T FCR E o
W NS IR RN A 8 I TG 2
ot O W EEE SR E TS TSNS RN VFEEEEELES S a
B PD173074 Pazopanib 8
] —— | 2 20
0 0.1 1 (umolL) * °

120 3TIIFGFR2 s252wW

0 0.1 1
120 1
Z - -~ FTaector
100
FGFR2 80
Nonamplified Sroreawy 60
. H IH
o

g

80 1

% Colony formation

00 MKN-45 3TIFGFR2 $252W

60 3 :::1;7 PD173074 Pazopanib
SNU-638 =
40 ?:ﬁ’fm“ i $ e . : ou P o — —N -
- _— & FGFRZ amplification®cell line T/YY /X272 L%
1 S — [ SEIEHIHINR 5 Y -
g ——_ ® FGFR2S252W 7B A L 7zcell line T/X/ /X Z 7 D)
8‘001 0.0'033 0.61 0.0.33 071 0.;33 1?0 3.'3 1'0 %% U o

Pazopanib ymol/L Kim ST, et. al. Mol Cancer Ther. 2014 Nov;13(11):2527-36.




FGFR2Z mutation

> & (SCC)
52 B

FGFRZ2P253R

&
A y
T o Ig-like domain _ 2 wks. pazopanib
FeFR2 DI ZE . ] o oo oman
1 200 400 600 800 @ Alternate exon

FGFR2 sequencing reads

aoonononooononnnnnn

G c

i
11
i

Number Number < >
ReferencecONA 3, 786 CAGTCCGGCTTGGAGGATGGGCCGGTGACGCGATCGCT 749 ‘CBDCA’ PTX, CDDP,’E\\/:\:‘/77,$\E\5L(\jJT§
Reference protein  ~ = 262 P | l 25 o0 P, 0 — — N ~
I INZTEEG THRIDE b T,

Mutant cDNA 3:_786 CAGTCCGGCTTGGAGGATGGGCCGGTGACGCGATCGCT 749 -5’

Mutant protein 262 =P R 25

Liao RG, et. al. Cancer Res. 2013 Aug 15;73(16):5195-205.



BESEER SOCC cell line T #5T

€ VEGFR1-3, FGFR1-4DHIT & /X /= 7 D3 RIZHEEE%R L

0.0025

Expression level (%)

0.006

0.004

0.002

Expression level (%)

Expression level (%)

VEGFR1
L

PCI-1  PGL9 PCL13  PCLE2 PGl€8
Cell line

VEGFR3
L_ﬁ_ij

PCI-1 PCI? FCI-13  PFCKEZ FCI-68
Cell line

PCI1 PCl8  PCI13  PCIE2  PClG8

Cell line

0.08

0.06

0.04

0.02

Expression level (%)

0.00

— 0.000025 VEGFR2
Ea
= 0.000020
5 O
5
= 0000015
[
=]
ﬁ 0.000010
2
a 0.000005
-y
W 5000000 . . . .
PCI1 PCI-9 PCI-13 PCl§2 PCI-68
Cell line
—0.3
g o FGFR1
F
Bo2
c
=]
8 04
2
&
0.0 T T T T
PCI1 PCI9 PCK13 PCELSZ PCI-68
Cell line
= 0008 FGFR3
2
2
0.004
K]
c
2
1 o002
@
e
a
]
W 000
PCI1 PCI-3 PCI-12 PCI-62 PCl&8
Cell line
FGFR4
-

PCI1 PCI8  PCK13  PCI-5Z  PCI-B8
Cell line

Rell cell number (%)

Rell cell number (%)

Rell cell number (%)

200+

1504

100+

50

150+

PCI-1

1%

SOPPRS O OIPRS O WBPHS
Concentration (M)

PCI-13

e ok
M M

SRRSO PR O ABPLS

150+

1004

504

Concentration (uM)

* PCI-68

ke
m

]t

SLBPRS O LOPRS O BHSS

Concentration (uM)

PCI-9

1504

Rell cell number (%)

SORBRS S OBPRS S CBHKS

Concentration (M)

150+ PCI-52

= ficod "
M =l

Rell cell number (%)

S UOPRS O GBPRS O WOHSS

Concentration (uM)

@B Nintedanib
@8 Dovitinib

BB Pazopanib

Brands RC, et. al. Oncol Rep. 2017 Sep;38(3):1877-1885.
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> BRESNIEIC T /8 /=7 + h T X F =7 DPhase Ib/ll

Table 1. Baseline characteristics and best responses of patients enrolled in the

trial (N = 25)
Characteristics Number of patients (%)
Median age (range) 49 years (22-77 years)
Sex
Male 13 (52)
Female 12 (48) 0%
Median number of prior lines of 3 lines (1-10 lines)
chematherapy (range) 60%
Median number of prior radiation 1 treatment (0-2
treatments (range) treatments) 40%
Sarcoma subtype =
Leiomyosarcoma 6 (24) £ 2%
Liposarcoma® 4(16) g
Ewing sarcoma 4(16) e 0% L
Spindle cell sarcoma 4(16) £
Other® 7 (28) S -20%
Best response g
Partial response 2(8) —0%
Stable disease 12 (48)
Progressive disease 1 (44) ~60%
—80%

Table 3. Amplification of three genes in patient with Ewing sarcoma from a
previous study who responded to treatment with pazopanib, compared with a
patient with Ewing sarcoma in the current study who did not respond to

combination treatment

Amplification
Ewing sarcoma Ewing sarcoma
Gene responder nonresponder
FGFR3 87 26
FoFR4 5.2 28
FLT4 4.8 26

Best responses per RECIST 1.1

) q-||||||||

5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24

mPartial response = Stable disease m Progressive disease

X

KM Estimate

KM Estimate

S -
i ] N =25 Median = 2.27
2 mo: 63 (47-86) 4 mo: 21 (10-46) 6 mo: 17 (T—41)
(= L]
i
S - —
=1
a 7 i 1 .
- 1

=

1 I I 1 1 I I |

0 2 4 6 8 10 12 14

Months
o _
N=25Median= 9
- . | 2 mo: 84 (71-100) 4 mo: BO (65-97) 6 mo: 59 (42-82)
=4
L
w ............. '\_.
== | I
.....

2= m
= L
(']
= ..._| |
(=)
=g

I T | T 1

0 5 10 15 20

Months

Subbiah V, et. al. Clin Cancer Res. 2017 Aug 1;23(15):4027-4034.
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VHL mut BYEICX T 5 /83Y /X2

A 1
= > i Irdanaity scors
=1 ~/\ o N 0 — AN I .‘ f o
> VEG10261658% (clear cell RCCEHEICX T 5/8Y/X=7) D225 AD ol M as
~ ‘L\b - - l"ql X
2 HDNAHIHE RIBE T - 7278 N DFEAT L o
g - -
Table 2. Correlation between HIF-2a intensity & ‘
Table 1. VHL gene status and ORR score and ORR ¢ E % % = = »
SoTDe ® ul
! by 1 L 7 s 1
Patients with IHC intensity analysis ok I . S, S
VHL gene
mutation or Patients with Response status, n (%) Tomal
Response category I'“:elh'-ﬂ:hm ;I:;trnpil;ﬂ. Intensity score  Nonresponder  Responder
Responder, n (%) 29 (41.9) 3(37.5 1+ . 15 (56) 12 (44) 27
Nonresponder, n (%) 34 (48.5) 4(50) 24 and 3+ 26 (67) 13 (33) 39
Not evaluable, n (%) 7 (10) 1(12.5) Total 41 25 66
P value 0.1673 NOTE: 2 test, P — 0.36.
224 and 3+ were combined because only 1 sample was 3+.
E 104 —I-i_—'aI — Mutation
= — Wild type ) ) )
g 0487 o Table 3. Correlation between HIF-1o intensity
E, 05 -] score and ORR
g
:' 0.4
5 F‘_‘_ﬁ‘ IHC intensity analysis
2 02
& 0 Response status,
s T T T T %o
0 5 10 15 20 n[ }
Number at risk Menths Intensity score  Nonresponder Responder  Total
Mutation 70 8 25 12 2 14 8 (47.0) 9 (52.9) 17 { Tt R
Wikd type # ? ? ! 24 and 3+ 34 (70.8) 14 (28.1) 48 R iy -
Total 42 23 85
Figure 1. PFS by VHL status. Pgum 2 A, Hr2a xcore st PRS0,
NOTE: »° test, P = 0.13. i ki sagh g o AR et b

« 50 . G, cormeiation Betwsen MF-Ta rtarstty xcore and FFS O,

Mmmammmm
wrir-la 1 (e or ot

® VHLOZ R, HIF-la. HIF-2a DERIGAEHELAEELA L &=

Choueiri TK, et. al. Clin Cancer Res. 2013 Sep 15:;19(18):5218-26.
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— e e Np 1 s _ Post-hoc subgroup analysis of progression-free survival
> ARTFT. RAZFZT7HEDNEZEOGISTICN T 5
INIRZ T T TR EEE (Phase II) ot it e st

events/patients events/patients
Primary tumour site
Stomach 10/11 12/13 —— 077 (032-1-83)
‘ 4 /7_ ﬁ PF S Small intestine 1517 s —J— 0.46 (021-1.03)
A Other 10712 1010 — J— 0-48 (0-18-1-26)
0 0 100 . ) Liver metastases at diagnosis
4 5 . 2 A) VS. 1 7 . 6 A) H R 7 - gs‘t’z”'bir_':ebs';supp"”'“e“m ves 7 v «JJ— 020 (013-067)
0 _. 904 PP Mo 22/23 22724 —m— 0-85(0-46-1.57)
0_59 [95 A)Cl 0.37— i 80 Other metastases at diagnosis
g 704 Yes 5/6 W — 051(0-15-178)
O 9 6] p= O O 2 9) 2 60| No 30134 32734 —- 060{036-1.02)
- - ﬁi 504 Age atinclusion, years
S 404 =63 1617 25726 — B 077(0-40-1.48)
ﬁ 30 =63 19/23 14/15 — B 053 (0-26-1.09)
g 204 Sex
‘ m P FS = ol Male 275 ™2 B 059(033-103)
. L Female 13715 719 S — 0.84(032-219)
T T T T T T T T T T T T T T T T T T T T 1
34- I\/l VS. 23 I\/l (H R 00123 45 67 8 9 1011 1213141516 17 18 19 20 21 Previous treatments recefved
Time since randomisation (months) z Wiz 19720 —— 0-68(033-1-41)
O 5 9 9 5 0/ C | O 3 7 - Number at risk -2 3 0m — B 054 (0.20-1.03)
. (0] . Pazopanibandbest 40 32 22 22 7 16 11 10 6 6 3 3 3 3 3 3 3 2 1 Previous gastrectomy
supportive care
0.96] p=0 03) Bestsupportivecare 41 36 3016 7 6 4 33 3 3 1 1 0 - N R e
. . o . 138 (0-22-0-
B Trough plasma pazopanib concentration, pg/mL
100— <20 11 9/9 —a—— 070(0:26-1.84)
80 =30 13/15 w10 «JJ—— 0-25 (0-09-074)
F 20 No available data 11714 20/22 —— 074(034-158)
%’ Mutations
2 707 KIT exon 11 mutation 1517 20/20 —B—— 055(0-27-111)
Z 60 KIT exon § mutation 3 EEIR » 062(0-10-383)
‘ P D G‘ F R /4 D8 42\/ 0) = % & so- PDGRFA mutation 44 34 — o mp 255(046141)
LN 5 40+ Wild type 44 22 4———— 1§ 064(000-462)
§PF S 4 9 I\/l % = 2 30 Unknown 912 m <jJ—— 0.23(007-071)
. 1E J& 2 20 overall 35/40 39141 - 0-59 (0-37-0-96)
10+ , T T T T 1
} ] 015 030 060 2 4
1] T T T T T T T T T T T T T T T T T T T T 1
001 2 3 45 6 7 8 0 10111213 141516 17 18 19 20 21 F4—_b F—I:s
t
Number at risk Time since randomisation (months) wo::m]rm su;;zurﬁrzecam
Pazopanibandbest 40 33 20 1816 14 8 7 4 4 3 3 3 2 1 1 1 1 1 supportive care
supportive care

Bestsupportivecare 41 33 28 14 7 7 6 4 3 3 3 2 2 1 1 0O

Mir O, et. al. Lancet Oncol. 2016 May;17(5):632-41.




PDGFR

> FhENARPIBR P RE O 2451 D AR Y

@ PDGFR-a. PDGFR- 8 (%% Case 10 FHH
PFSHEND - 7=,

Case 1

‘v s -9
’I’r" ,gl ;‘t. b ;"‘

Case2 ro"'

Sequential therapy Immunohistochemical staining
Metastatic Adjuvant RFS Best PFS (ON] PFS
Case Age Sex lesion Resection  therapy  (months) Regimen response  (months) (months) PDGFR-a PDGFR-ff VEGFR-2 (months)
1 33  Male Lung R1 RT + Al 75 1st: Pazopanib SD 5.8 18.0 Moderate Strong Negative 58
2nd: Eribulin PD 04 Positive Positive
2 44 Female Lung R2 - 3.1 1st: Doxorubicin SD 4.7 14.3 Weak Weak Negative 1.1
2nd: Eribulin SD 10 Positive Positive
3rd: Pazopanib SD 1.1

RFS. recurrence-free survival; PFS, progression-free survival; OS, overall survival: RT, radiation therapy; Al. adriamyecin + ifosfamide; SD, stable disease; PD, progression disease;: PDGFR. platelet-
derived growth factor receptor; VEGFR, vascular endothelial growth factor receptor.

Sai S, et. al. Mol Clin Oncol. 2021 Jan;14(1):6.
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> BRERANEIC B 1T B /XY NRZTONRNA, F~v—H—IER

Table 3. Copy number alterations and mRNA expression of advanced soft tissue sarcoma cases with pazopanib treatment

Case number Pazopanib response Copy number alteration Quantitative-PCR and/or CNA of GLI1
1(CR) CR CDK4 AMP, GLIT AMP Very high

2 Long SD PDGFRA AMP (2.69), Very high

12q13-14 (CDK4 AMP (3.66), MDM2
AMP (5.74))

3 Long SD No copy number alteration Low

4 Long SD No copy number alteration Low

5 PD EGFR AMP (2.01) Low

6 PD PDGFRA AMP (6.40), KIT AMP (5.28) Low

CR = complete response; PD = progressive disease; long 5D (long-temn 5D) = SD over 6 months;
AMP = amplification; CNA = copy number alteration.

Suehara Y, et. al. Clin Orthop Relat Res. 2020 Nov:478(11):2461-2476.
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