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DISPOSITION OF STUDY TREATMEN#®5es

542 patients randomly assigned |

Pembrolizumab
270 assigned

266 trated

"+0 ongoing

.» 26 completed 2 years |

« 240 discontinued
« 192PD?
+ 29AE
« ANCR
* § physician decision
+ 3withdrawal of consent
+ 1 protocol violation

dncludes clinical PD.
Data cutoff date: October 26, 2017.

Chemothera ITT (efficacy population)
272 assigned

255 treated APaT (safety population)

+0 ongoing

+ 0 completed 2 years,

« 255 discontinued
« 160 PD?
+ 3B AE
+ 1CR
+ 27 physician decision
+ 29 withdrawal of consent
+ 2 excluded medication

AE: Adverse EvARETAIl Patients as Treated; CR: Complete Response; ITT: Intent To Treat; PD: Progressive Disease
Bellmurdt al. Abstract #Bt€sented at ASCO GU 2018
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OVERALL SURVIVAL: TOTAL

14.1 months of follow-up!
Events,n  HR (95% CI)? PP

100 Pembro 155 0.73 0.0022
Chemo 179 95000
- 0
o % éggc/z %7.8?/}) 27.7 months of follow-up
™ 60 - e 4 0 Events,n _ HR(@5%C)F P
) § § Pembro 199 070 0.00017
o i ; § Chemo 218 (0.57-0:69)
] Median (95% Cl):
20 ; 10.3 months (8.0-12.3)
; 5 7.3 months (6.1-8.1)
0 T T l: : T T 1

0 4 8 12 1'6 2'0 24 2'3 32 3 4 60.6% at 24 months in the chemotherapy arm

: received an immunotherapeutic agent,
No. at risk Tlme, months including those who received pembrolizumab

Pembro 270 194 147 116 98 8 67 32 6 0 o aspatofthecrossover.
Chemo 272 173 109 73 5 4 33 18 4 0 0

Based on Cox regression model with treatment as a covariate stratified by ECOG performance status {0/1vs 2). liver metastases (yesvs no), hemoglobin (<10vs 210 g/dL), and time
from completion of chemotherapy (<3 vs 23 months), "One-sided P value based on stratified log-rank test,

Data cutoff date: October 26, 2017.

1. Bellmunt J etal. N EnglJ Med, 2017:376:1015-1026
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ClI: Confidence Interval; ECOG: Eastern Cooperative Oncology Group; HR: Hazard Ratio; OS: Overall Survival
Bellmurdt al. Abstract #Bt€sented at ASCO GU 2018



KEYNO1HS5: OBJECTIVE RESPONS(EJ
AND RESPONSE DURATION

30 -

25 1

»n>
o
1

Patients, % (95% CI)
= >

o
'

Objective Response Rates

21.1% w
1% cr
-. PR
7/ 9.3%
(T.0%) 11,0%

2.9%
(3.3%)
8.1%

19% 7
(14.1%) //

Pembrolizumab
N=270

Chemotherapy
N=272

Assessed per RECIST v1.1 by blinded. independent central review.
Data cutoff date: October 26, 2017,
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Time to Response,  Duration of Response,
median (range) median (range)
2.1mo NR
Pembro (1.4:6.3) (1,64 t0 30,0+ mo)
2.1 mo 4.4mo
Sl (1.7-4.9) (14410 29.94)
T T T T T T
0 6 12 18 24 30 36
Time, months
57 46 35 32 13 1 0
30 8 5 5 2 0 0

Cl: Confidence Interval; CR: Complete Response; PR: Partial Response
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RESULTS OF POUT: A PHASE
RANDOMIZED TRIRERBPERATIVE
CHEMOTHERAPY VERSUS SURVE
IN UPPER TRACT UROTHELIAL CA

Birtleet al. Abstract #407
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Patients with invasive upper tract urothelial carcinoma (UTUC)
within 90 days following nephro-ureterectomy

Y Y
Platinum based
Surveillance chemotherapy typed by
GFR

A

(Follc-w up 3 monthly to 12 months, 6 monthly to 36 months \

and annually thereafter:
At each visit: chest imaging, biochemistry & haematology
(to 24 months)
6 monthly to 24 months: toxicity assessment (CTCAE v4),
cystoscopy (annually thereafter)
\ 3,6, 12,18, 24mths: CT abdo/pelvis (annually thereafter) j

llllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllll

-------------------------------------------------------------------------------------

GFR: Glomerular Filtration Rate; CT: Computed Tomography; CTCAE: Common Terminology Criteria for Adverse Events 9
Birtleet al. Abstract #407 Presented at ASCO GU 2018
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FREE SURVIVAL
Kaplan Meier Survival Curve by Arm
Disease Free Survival
0 Q|
A \
i \
: S
851 ™\
Lu \ .
D © '
5@
S < |
N o
5
g
2 HR (95% CI) = 0.49 (0.31-0.76), p=0.001
- O
& d 4 1 | I 1 1 I 1
0.0 05 1.0 15 20 2.5 3.0
Years from trial entry
N at risk (events)
Surveilance 129 (27) 81 (14) 48 (3) 37 (2 30 (2 22 (1) 14
Chemotherapy 131 (11) 100 (9) 78 (8) 55 (1) 42 (1) 26 (0) 18
Surveillance Chemotherapy
CI: Confidence Interval; HR: Hazard Ratio 10
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A Adjuvant platinum-based chemotherapy improved DFS in UTUC

A POUT is the largest randomized trial in this population and
chemotherapy demonstrated improved DFS compared to surveillance

DFS: Disease Free Survival, UTUC: Upper Tract Urothelial Carcinoma 1
Birtleet al. Abstract #407 Presented at ASCO GU 2018



ROGARATINNBREATMENT OF PATIE

WITH ADVANCED UROTHELIA

CARCINOMAS PRESCREENED FQ
FGFRRNA EXPRESSION

Joergeet al. Abstract #494
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A Activation of FGFR signaling is involved in a variety of malignancies
Including advanced urothelial cancer (UC)

A Rogaratinibis an oral panFGFR kinase inhibitor

A Results from a phase | expansion cohort in UC patients prescreened for
FGFR13 mRNA expression levels and activating mutations were
reported (NCT01976741)

A Patients with advanced UC with high FGFR2 mRNA expression in
biopsy specimens were treated witlrogaratinib 800mg twice daily until
tumour progression, intolerable toxicity, or withdrawal

FGFR: Fibroblast Growth Factor ReddpthisjiblCancer; mRNA: Messenger RNA

13
Joergeat al. Abstract #494 Presented at ASCO GU 2018



RESULTS

Screened UC

biopsies (FFPE)

n=240
(100%)

Invalid FGFR1-3
mRNA test

Valid FGFR1-3
MRNA test

n=233
(97%)

No FGFR1-3 mRNA
overexpression

n=123
(53%)

FGFR1-3 mRNA
overexpression

n=110
(47%)
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Mixed FGFR1-3 mRNA
overexpression

FGFR3

wild type

n=70
(80%)

FGFR3

FGFR3 mRNA
overexpression

n=97
(88%)

mutant

n=18
(20%)*

FGFR1 mRNA
overexpression

(5%)

47% of UC samples showed overexpression of at leastFIGFR (FGFR3);
all FGFR3 mutant patients had in parallel high FGFR3 mRNA levels

FFPE: Forméikad Parafembedded; FGFR: Fibroblast Growth Factor Réaghadia; CEBcer; mMRNA: Messenger RNA
Joergeat al. Abstract #494 Presented at ASCO GU 2018
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A 24% partial
response to
rogaratinib
treatment in UC
samples
overexpressing
FGFR43 mRNA

Best response in target lesion size
compared with baseline (%)

A 64% with partial
response and 80%
with stable disease

RECIST11 FEEEEEEE

FGFR1-3 mRNA® E1E]E] E1E] El E1 E1 El K1 E1 E1 El 22 E] E1 E1E1 E] EIE] E] El E1E2 E] E EIE1 E] El1 E] N 2 E1 El V2 El I El El D El El I E1 E T ENEd MRNA

[a = = e e = Rl e e e T O Y IR cm JO e O Y = O o O W T O O Y e O cm B == I e O = I B o i m o B o i | ShOWedFGFR3
NNV NANVNNNAE NNV NVLVNAEG MNNALKNnnL nNaaoaaaaao

PR
PR
PR"
PR’
PD
SD
SD
sD

FGFR3DNA HENEEEENEEEEEEEEEEEEEEEEEEEEEE EEEEEEEEEEEEEEEEEEEEn .
overexpression

O Positive [ Negative Ml Unknown [ Treatment ongoing without FGFR3

gene mutations or
*Confirmed partial response; ®1, FGFR1; 2, FGFR2; 3, FGFR3 .
PD, progressive disease; PR, partial response; RECIST 1.1, Response Evaluation Criteria in Solid Tumors version 1.1; SD, stable disease tranSIOcaU ons

FGFR: Fibroblast Growth Factor;ReBéprogessenger RNA; PD: Progressive Disease; PR: Partial Response; RECIST 1.1; Respon
Criteria in Solid Tumors version 1.1; SD: Stable Disease 15
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Best response  cPR cPR cPR PR SD SD PD? SD SD PD?
Treatment duration 211 167 190 224 105 105 42 56 112 86
(days)
= Best response PD PD PD PD SD PD PD PD PD PD
§ Treatment duration 42 42 109 22 275 41 106 106 153 120
= (days)

. Treatment ongoing

“New lesion
cPR, confirmed partial response; I/0, immuno-oncology treatment; PD, progressive disease; PR, partial response; SD, stable disease

FGFRpositive patients enrolled onrogaratinib had low benefit from prior
/O treatment

Newesion
FGFR: Fibroblast Growth Factor;REE&quinfismed partial response; I/0-amoalmgy treatment; PD: progressive disease; SD: s{gble dis
Joergeat al. Abstract #494 Presented at ASCO GU 2018
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A Selection of patients for treatment with rogaratinib based on FGFR
MRNA expression levels was feasible and identified drugensitive
patients with and without underlying DNA alterations

A Rogaratinibhad a favorable safety profile and showed promising

anti-tumor activity in UC patients, including those refractory to prior
I/O treatment

FGFR: Fibroblast Growth Factor;R&zejmonstoncologyeatmentmRNA: Messenger RNA; UC: Urothelial Cancer 17
Joerget al. Abstract #494
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