New horizons of treatment of
bladder cancer
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Options for first-line cisplatin-eligible patients

e
—

Metastatic
urothelial cancer

Cisplatin-eligible

Paclitaxel/
Gemcitabine/ MVAC or

cisplatin high-dose intensity MVAC

cisplatin/
gemcitabine

Bellmunt et al. Ann Oncol 2014



Median survival with gemcitabine/cisplatin and
- MVAC in ‘fit’ patients is 14-15 months
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von der Maase et al. J Clin Oncol 2005



High-dose intensity MVAC is an alternative to
. MVAC EORTC 30924 (3.2 years)
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Sternberg et al. Eur J Cancer 2001



High-dose intensity MVAC is an alternative to
-~ MVAC

EORTC 30924 (3.2 years)
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Paclitaxel/cisplatin/gemcitabine is an option
- for some 1L patients

0OS (%)

100

80+

60~

EORTC 30987

=== Gemcitabine/cisplatin
== Paclitaxel/cisplatin/gemcitabine
Overall log-rank test p=0.075
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Exploratory analysis of patients with bladder as the primary tumour

Median OS was significantly longer after paclitaxel/cisplatin/gemcitabine:

15.9 vs 11.9 months; HR=0.80 (95% Cl: 0.66-0.97), p=0.025

Bellmunt et al. J Clin Oncol 2012



Options for first-line
“cisplatin-ineligible patients

Metastatic
urothelial cancer

MVAC or
high-dose intens ity MVAC

Carboplatin-based regimens or
single agents: taxane, gemcitabine

Bellmunt et al. Ann Oncol 2014
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Median survival with gemcitabine/carboplatin and
- M-CAVI in ‘unfit’ patients is <10 months
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De Santis et al. J Clin Oncol 2012



Options for second-line patients

Cisplatin-eligible

Gemcitabine/ MVAC or
cisplatin high-dose intensity MVAC

Progression <12 months
2L chemotherapy

1.Vinflunine
2.Taxane-based
3.Clinical trial

Metastatic
urothelial cancer

Cisplatin-ineligible

Paclitaxel/
cisplatin/
gemcitabine

Carboplatin-based regimens or
single agents: taxane, gemcitabine

Progression >12 months
1. Platinum-based

re-challenge

Bellmunt et al. Ann Oncol 2014



Median survival with second-line was <7 months

Survival probability
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Survivalin 2™ Line

Median
n (months) 1-year 2-year 3-year

— 1990-2000 810 4.0 21% 10% 8%
— 2001-2010 2,300 4.0 2% 1% 8%

Log-rank p-value: 0.1328

6 12 18 24 30 36 42 48 54
Disease specific survival (months)

60

OS (%)

0S in the eligible population*

100
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m—BSC
80 = HR=0.78

Log rank p=0.0403

Time (months)

Pal SK, et al. Plos One 2015
Bellmunt et al. J Clin Oncol 2009



Before 2016: substantial unmet medical need
-~ in the treatment of urothelial cancer

Chemotherapy was the standard of carel

First line Second line

Cisplatin-eligible Cisplatin-ineligible

Median OS Median OS Median OS

14-15 months? <10 months?

<7 months®

Poor tolerability profile3->

Few durable responses?

1. Bellmunt et al. Ann Oncol 2014; 2. von der Maase et al. J Clin Oncol 2005;

3. De Santis et al. J Clin Oncol 2012
4. Bellmunt et al. J Clin Oncol 2009; 5. von der Maase et al. J Clin Oncol 2000
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10, Balar A et al. ESMO 2016. Abstract #1BA32_PR; 20. FDA. Press release 2 Feb 2017. Available at http://www.fda.gov; 21. FDA. Press release 9 May 2017. Available at http://www.fda.gov. Al links accessed Sept 2017.



Role of immunotherapy in blad

CD8 tumor-infiltrating lymphocytes are predictive of survival in MIUC
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~ Immune Checkpoints inhibitors in platinum-refractory setting

—

Atezolizumab

Nivolumab

Pembrolizumab

Avelumab

—_

oA
Abee

Durvalumab

Phase Il single arm Phase Il
Phase & Phase Il Phase Il single arm . Phase Ib Phase I/II
. randomized
randomized
Number of 310 265 270 249 191
patients 467
Dosing 1200 mg q3w 3 mg/kg q3w 200 mg q3w 10 mg/kg q2w 10 mg/kg q2w

Duration of
response

Grade % TRAEs

84% ongoing at
median fu 11.7
months

16%
20%

77% ongoing at
median fu of 7
months

18%

72% ongoing at
median fu of 14.1
months

13.5 % (15% G3)

64% ongoing at
data cut

10.8% G3-5

NR at data cut

6.8%




IMvigor210 Cohort 2: study design

Locally

advanced
ormuC
Cohort 2 (N=310) TECENTRIQ
until loss of

OTEEREN

Plainum-treated muc

Co-primary endpoints
ORR (confirmed) per RECIST v1.1 by central review
ORR per immune-modfied RECIST by investigator

(median follow-up: 21.0 months)

10

(95% Cl)

OS (%)

(95%Cl)

Median OS = 7.9 months

Median OS, months

12-month OSrate, %

L} 1 1 Ll 1 1

> | 1
0 3 6 9 12 15 18 21
Time (months)

All
(N=310)
~
ORR 95% CI 16% (12, 20)
CRrate 6% (4,9)

95% ClI

Median DoR was not yet reached
in all patients

Ongoing responses were recorded in
32 (65%) of 49 responders

IC0M 1c23 All patients
(n=210) (n=100) (N=310)
v N "
6.7 119 79
(5.4-8.0) (9.0-NE) (6.7-9.3)
i 50 37

(24-37) @0-60)  (3142)

Rosenberg, et al. Lancet 2016
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- Atezolizumab in mUC: IMvigor 211 phase |

//g

Abee

Stratification factors
* Number of rigk factors' (0 vs 1/2/3)
* Liver metastases (yes vs no)
« PD-L1 status (0/1 vs 2/3)
* Chemotherapy (vinflunine vs taxanes)

Loss of
clinical
benefit

TECENTRIQ

1200 mg q3w

No ¢rossover parmitiod { Surival

per protocol 4 follow-up

RECIST v1.1
progression

Primary endpoint: OS, tested Additional endpoints: RECIST
hierarchically in pre-specified populations v1.1 ORR, PFS and DoR?, safety,
PROs (EORTC QLQ-C30)

Primary endpoint: OS

2-sided o =
0.05

Powles T, et al. ASCO GU 2018
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No. at Risk
Meaolicumab
Chamotheeapy

Atezolizumab

Chemotherapy

88/118

Median 0§ 12-mo 0S Rate
(95%C1) (95% CI)

106 mo (8.4,122)

HR =0.87 (95% CI: 0.63, 1.21)
P=041
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345 6 7 8 9 1011 121314151617 18 19 20 21 22 23 24 25

12
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14
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No statisticol differences in overall survival were found in the IC2/3 subgroups

OSinITT

Events/ Median 05 12-mo 05 Rate
Patients [95% ) (5%t

Aterohizumab 3244687  86moi7.8.96) 30% (35, 44

Chemotherapy 3501484 B8.0mo(7286) 32% (28,37)

*+ Median follow-up duration in ITT
population: 17.3 mo (range, 0 to 24.5 mo)

Overall Survival

HR = 0.85 (95% CI: 0.73, 0.99)
o, P=0038

2 1 16 18
Months

11213 1415 1617 18 10 20 21 2 8 4 25
N R
Aterorzamab
Chamathamay

Statistical significance needed to be achieved in the IC2/3 population in order 1o evaluste subsequent populations or secondary endpaints for
statistical significance, and therefore analyses beyond the IC2/3 papulation are descriptive anly

1"
10

Powles T, et al. ASCO GU 2018



Atezolizumab in mUC: IMvigor 211 phase Il

63% of responses were ongoing with
atezolizumab vs 21% with chemotherapy

g 80 =
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7.4 months!
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COGU 2018



Pembrolizumab in mUC: Keynote-045 phase Il

Key Eligibility Criteria

*Urothelial carcinoma of the renal pelvis,
ureter, bladder, or urethra

* Transitional cell predominant

*PD after 1-2 lines of platinum-based
chemotherapy or recurrence <12 months
after perioperative platinum-based therapy

« ECOG performance status 0-2

«Provision of tumor sample for biomarker
assessment

Stratification Factors

Pembrolizumab
200 mg IV Q3W

Paclitaxel 175 mg/m? Q3W
OR

Docetaxel 75 mg/m? Q3W
OR

Vinflunine 320 mg/m? Q3W

» ECOG performance status (01 vs 2) * Dual primary end points: OS and PFS?
* Hemoglobin level (<10vs 210 g/dt) + Key secondary end points: ORR, DOR, safety

* Liver metastases (yes vs no)

* Time from last chemotherapy dose (<3 vs 23 months) + Response. RECIST v1.1 by blinded, independent central review

~n w
w o

»
o

Patients, % (95% CI)
= o

w

+ Both unselected and biomarker-selected patients

Objective Response Rates

21.1% WY o

| | B

11.0%

Pembrolizumab Chemotherapy
N=270 N=272

Assessed per KECIST v1.1 by biinded, Independent oentralreview
Dats cuteffdate: Dctober 26, 2017

n

Remaining In Response, %
o
o

Pembro
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=y
o
1

o
1

Time to Response,  Duration of Response,

median (range) median {range)
21mo NR
Pembra 1.4-6.3) 1.6+ 10 30,0+ mo)
Z1mo 44 mo

Chemo

[1.74.9) (1.4 1020.9¢4)

o
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Time, months
35 32 3 1
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Events,n  HR (35% CIp’ P

Pembro 185 0.73 0.0022
Chemo 119 {0.550.91)

27.7 months of follow-up

Events,n  HR (95% CI)* P

Pembro 198 0.70 0.00017
{ 5)
Chemo 218 031-025)

Median (35% CI):
10.2 months (8.0-12.3)
7.3 months (8.1-8.1)

Ll L

8 1216 20 24 28 32 3% 4
Time, months

a0 198 W16 % W & R

60.6% at 24 months in the chemotherapy arm
recened an mmunotherapeulic agen,
includivg those who recenved pembeolizumab

§ 0 o 3sparolthecrossover, Pembio

Chemao

1800 (168028%
9.5% (E.:‘Z) 0'22\55%0 27.7 months of follow-up

Pembrolizumab in mUC: Keynote-045 phase Il

14.1 months of follow-up'

Events, n HR (95% CI)

Pembro 28 0.58
e (0.81-1.19)

Events, n HR (85% CI)

Pembro pAY) 0.96
(0.79-1.18)
Chemo 2%

Median PFS (5% Cl):
1 months (2.0-2.2)

- (24-35)

1 20 24 28 32 3% 4

Time, months

i 1 u 8

Bellmunt J, et al. AS(



PDL1 as a hiomarker

pe - Atezolizumab Nivolumab Pembrolizumab

SP263
Ventana
IC/TC
>25%

Antibody SP142 28-8

IHC platform Ventana Dako

Cell types IC/TC 1¢

Definition for + I[HC2/3 >1%
>5%

22C3
Dako

TC

>1%

ORR (%)

73-10
Dako
IC/TC

>5%TC
>10% IC

Issues with PDL1

Multiple assays

Primary vs met
Timing of testing
Patients with negative tests achieve CR

Cut off for positivity
Teston TC vs IC

Atezolizumab

Durvalumab

mPDLL+

Pembrolizumab

®POL1-

“ Ve
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Inconsistencies in the biomarkers with the same drug and asssay!!!

Platinum refractory setting front line setting
90 50
40 40
RR% 30 RRY% 30
20 20
o BN | B |
, ;
atezolizumab pembrolizumab atezolizumah pembrolizumab
BPD-L1-ve mPD-L1 +ve WPD-L1-ve WPD-L1+ve
Imvigor 211 Keynoted5 Imvigor210 Keynote52
Conclusion:  good prognosis not prognostic not prognostic good prognosis

Powles T et al. ASCO GU 2018



Atezolizumab in mUC: IMvigor 211 phase llI

TMB-High?
1001 — Atezolizumab
— Chemotherapy
80 HR = 0.68 (95% CI: 0.51, 0.90)
w
2
o
)
3
o 407
>
0
201
0 8.3mo 11.3mo
0 2 46 810121416182022 24
No. at Risk: Months

Alezolzumab 123107 94 85 74 61 54 39 271 20 12 7 1
Chemotherapy 151129110 94 77 62 48 34 21 10 4 1 1

Overall Survival

no
o

PD-L11C2/3 Population

— Atezolizumab
— Chemotherapy

HR = 0.81(95% CI: 0.59, 1.10)

10.6 mo

11.1mo

0 2 46 8101214 1618 202224
Months

11610085 77 71 58 51 38 27 1911 6 0

11810001 82 71 61 47 32 24 15 8 5 1

Overall Survival

80

60 -

40-

20+

TMB high and PD-L1 1C2/3

— Atezolizumab
— Chemotherapy
HR =0.50 (95% CI: 0.29, 0.26)
04 10.6 17.8
I 1 1 | I | 1 | I | 1 |
0246 8112141618222 24

Months

4238 33 32 3025 22 1813 8 6 4 0
54 46 42 39 34 20 22 16 11 4 2 1

« Improved OS benefit was observed in patients with high TMB as well as high PD-L1 IC scores

Unstratified HRs are displayed. Reprinted in part from The Lancet, Powles T, et al. 2017 Dec 18. [Epub), © 2017, with permission requested from Elsevier.

Powles T, et al. ASCO GU 2018



Hazard Ratio

w0 | | 166(120,22¢) | 0002
: Log-transformed ' } 1.73(1.14, 261) A 0.010
Yes vs No 160(1.17,221) 0.004

: Log-transformed 1.54(1.18,1.99) '

Prognostic factors with 10 second-line S —

IMvigor210 PCD4989g

— (L1 REKFACIONS w— ()] Ak A0
w23 RiskFactors = 2.3 REKFactors
= w J+RskFactors w = 4+RskFactors

Propartion Alive
Proportion Alive

Prognostic risk factors identified were NLR 25, ECOG PS21

and the presence of liver metastasis.
Median OS (months) for those with 0-1, 2-3 and 4+ factors was 19.6, 5.9 and 2.8 in Imvigor210 and 19.4, 7.2 and 2.6 in




ImVigor 210 (cohort 1)

e

Patients (N = 119)
* Advanced urothelial cancer
* No prior chemotherapy
+ ECOG PS 0-2
* Ineligible for cisplatin:
- CrCl <60 and >30 mL/min
- ECOGPS2
- Grade 22 neuropathy or hearing loss
- NYHA class Il heart failure

N

A

Continue until confirmed PD (RECIST
1.1)
* Intolerable toxicity
+ Patient withdrawal

Atezolizumab

1200 mg Q3W

+ Primary end point: confirmed objective response rate

N=119*
v
Median age, years (range) 73 (51-92)
280 years, % 21
Male / female, % 81/19
PD-L1 status on IC: IC2/3 /1C1/1CO 27140/33
Primary tumour site*; bladder or urethra / renal pelvis or ureter 71128
Metastatic disease 92
Lymph node only 26
Visceral § 66
Liver sites 21
Prior therapy: radiotherapy / perioperative chemotherapy 10/18
Cisplatin ineligibility criteria:
Renal impairment (GFR <60 and >30mL/min) 70
Hearing loss (25dB) 14
Peripheral neuropathy (Grade 22) 6
ECOGPS 2 20
Renal impairment and ECOG PS 2 7

Balar A, et al. Lancet 2017
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ImVigor 210 (cohort 1)

Subgroup Patients  Objective response 4
rate,n (% [95% CI))
Objective response rate by PD-L1 status on tumour-infiltrating immune cells All patients 119 77 (3% [16-31)
Demographics and prior treatment
Patients Complete  Partial  Objective response Median duration [12-49)
response  respomse .e. o (% (95% cm" of response (95% C1), Apayen 8 o
— ¢ » 8 (36% [17-59])
Penopemchmodrqw
All patients 119 1l 16 27(23%(16-31) NE (14:1-NE) -
Primary tumour sttes?
IC2/3 32 4 5 9 (28% (14-47)) NE (11 1-NE)
Bladder/urethra 85 14(17% [9-26))
IC1243 80 8 1 19(24% [15-35)) NE (NE) -
Upper tract 3 13 (39% [23-38])
IC1 48 4 6 10 1% ([11-35)) NE (NE) e
ICO 39 3 5 8(21% [9-37)) NE (12-8-NE) Lymph node only 31 10 (32% [17-51]
Viscerald 78 11 (14% [7-24))
100 Liver % 2 (8% [1-26)
8 e
P 80
{W 2 Impaired renal function 8 21 (25% [16-36]
;2 2] ECOG PS 2 x4 6 (25% [10-47)
:‘g’ ) b Hearing loss, 25 dB 17 2 (12% [2-36)
;; 20 Peripheral neuropathy, grade 22 7 1(14% [0-58])
-9
;g 401 Renal impairment and ECOGPS2 8 2(25% [3-63)
8 80 -
20 '
£ 1 B nsk factors
& ® Eal e
400 N ——— 0 35 12 (34% [19-52)
1 6 13 (20% [11-31]
0 9 18 27 3 45 S € 72 81 80 9 108 2 18 2(11% [1-35)

Balar A, et al. Lancet 2017
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ImVigor 210 (cohort 1)

Median overall survival, 12-month overall survival,
100 4 months (95% ClI) % of patients (95% ClI)
- Al patients (N=119) 159 (10-4-NE) 57 (48-66)
- |C2/3 (n=32) 12-3 (6-0-NE) 52 (35-70)
80+ - |CO/1 (n=87) 19-1 (9-8-NE) 59 (48-70)
2
g 601
2
8 st
7 404 i
[
6
201
0- +++ Censored
0 : g 2 18 20 2
Number at risk Months
All Patients 119 101 89 78 72 67 64 56 41 26 11 2 0
IC2/3 32 28 24 21 19 18 16 13 10 6 2 0 0

1C01 a7 73 65 o7 93 49 48 42 3 20 9 2 0

Balar A, et al. Lancet 2017



Keynote-052

Patients (N = 370)

+ Advanced urothelial cancer
* No prior chemotherapy
« ECOG PS 0-2
* Ineligible for cisplatin:
- CrCl <60 mL/min
- ECOGPS 2
— Grade 22 neuropathy or hearing loss

—~ NYHA class Il heart failure

Characteristic, n (%)

Age, median (range), years
280 years
Male

ECOG PS*
0/1/2

Primary tumour location®
Upper tract / lower tract

Metastases location$
Lymph node only / visceral / liver

Pembrolizumab
200 mg Q3W

Continue until:
« 24 months of treatment
+ Confirmed PD
* Intolerable toxicity
« Patient withdrawal

+ Response assessed at W9, then Q6W for 1y, Q12W thereafter

» Primary end point: confirmed objective response rate

Previous adjuvant / neoadjuvant platinum-based chemotherapy'

Reasons for cisplatin ineligibility
ECOG PS 2
Renal dysfunction®
ECOG PS 2 and renal dysfunction
Other reasons™*

* Analyses subgroups: 265y, 275y, 265y ECOG PS 2,275y ECOG PS 2

Total population
(N=370)
74 (34-94)
107 (29)
286 (77)

80 (22) / 134 (36) / 155 (42)
69 (19) /300 (81)

51 (14)/ 315 (85) / 77 (21)
37 (10)

120 (32)
183 (50)
34 (9)
33 (9)




Keynote-052

Median, 6-Month

100 Events,n  months 95% CI 0S,%

80- 247 1.5 10.0-13.3 67

oS, %
2

ns 29!%)

27%

2 1620 24 2 R
Time, months

No.atrisk 370 283 223 173 147 86 38 1 1"

o
e
©

%

6-Month
95% CI PFS, %

ORR, % (95% CI)

100~ Events,n  months

12-Month
PFS, %

90
ol 301 23

70-
eod
504
40
30-
275 years 265 years ECOG 75 years Total Population fg:
(n=179) PS2 ECOGPS2  (N=370) : ; ; S
(n=119) (n=78) 0 4 S | TR | S e (O
Age/ECOG PS 2 Time, months

Subgroups " No.atrisk 370 147 88 75 56 28 14 5

2134 34

PFS, %

265 years
(n=302)

L=}

Age Subgroups

22

Castellano et al. EAU 2018



What is the current paradigm?

Diagnostic
workup

c
€0
g3 Cisplatin eligible
&3

Gemcitabi d cisplatin OR
il et Gemcitabine and carboplatin OR other

(]

3l  DDMVAC with growth factor support Hon=Asplatin compinations
3
£ g with a PD-L1/PD-1 inhibitor
(Y
B
™=

g atezolizumab / nivolumab / durvalumab /

avelumab / pembrolizumab

Patient and disease reviewed by multidisciplinary team
Staging confirmed including pathology and imaging

—

Cisplatin ineligible

atezolizumab /

pembrolizumab

Paclitaxel / docetaxel /

other cytotoxic chemotherapy

Kamat et al .J Immunother Cancer 2017
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IMvigor130 study design
[ N\ ArmA
* Locally advanced or mUC B Atezo + pltigem
*No prior systemic therapy in the metastatic
setting
*ECOG PS £ 2 . — Bh
1L platinum-eligible tezo monotherapy
+N = 1200
Arm C
Placebo + plt/gem

KRandomised 1:1:1

Stratification factors: Co-primary endpoints:
* PD-L1 IC status (IC0 vs IC1 vs IC2/3) + INV-assessed PFS? and OS (Arm A vs C)
* Bajorin risk factor score including KPS < 80% vs + 0S (Arm B vs C, hierarchical approach)
2 80% and presence of visceral metastases
(0 vs 1 vs 2 and/or patients with liver metastases)
+ Investigator choice of plt/gem Key secondary endpoints:
(cisplatin + gem or carboplatin + gem) * INV-ORR* and DOR
* PFS® and OS (Arm B vs C; PD-L1 IC2/3
subgroup)

« Safety



100+
90 -
80 -

ERRESVD ™

Arm A Arm C

Atezo + plt/gem Placebo + plt/gem
, n = 451 n =400
'PFS events, n (%) 334 (74) | 326 (82)
Stratified HR 0.82 (0.70, 0.96)
(95% CI) P =0.007 (one-sided)

6.3 mo 8.2 mo
(6.2, 7.0) (6.5, 8.3)

No. at Risk

Atezo + pltigem 451
Placebo + pit/gem 400

| !
i i
| | | | | | | | | | |

3 6 9 12 15 18 29 24 271 30 33

Months
345 282 160 m 74 42 22 10 4 2 NE
317 246 116 73 40 18 1 4 NE NE NE

NE, not estimable. Data cutoff 31 May 2019; median survival follow-up 11.8 months (all patients).

SO O TN Pty e P e
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— EREMD
Interim OS: ITT (Arm A vs Arm C)

100+
90 ] ArmA Arm C
Atezo + plt/gem Placebo + plt/gem
80+ n = 451 n = 400
70- 0S events®, n (%) 235 (52) A 228 (57)
Stratified HR (95% 0.83 (0.69, 1.00)
~ 60- Cl) P = 0.027 (one-sided)®
™
é’ 50
40 4
30-
201
10 134 mo | 116.0 mo
0 (120, 15.2) (13.9, 18.9)

l ] l l l . L Ll T T T 1 |

0 3 6 9 12 15 18 20 24 27 30 33

No. at Risk MOnthS
Atezo + pltigem 451 408 360 301 229 163 "7 72 36 16 3 NE
Placebo + pit/igem 400 359 308 255 182 123 79 49 25 8 NE NE

Data cutoff 31 May 2019; median survival follow-up 11.8 months (all patients). * 5% of patients from Arm A and 20% of patients from Arm C received
non-protocol immunotherapy. ® Did not cross the interim efficacy boundary of 0.007 per the O'Brien-Fleming alpha spending function
IMvigor1 30—-ESMO 2019 (LBA14): presented by Dr Enrique Grande hitpJibit /2Z1bPbD



Molecular subtypes

Basal | Luminal

UNC
MDA

TCGA

Lund
GSC UNC MDA TCGA Lund
B Basal Claudin-Low [l Claudin-Low [l Basal B Cluster IV [l SCC-like
B Basal B Basal [ ps3-ike W Cluster il M Uro B
® Luminal B Luminal W Luminal @ ciusteril [ Infiltrated
B Luminal Infiltrated M Cluster | B uro A
Eacu

GSC: Seiler, Eur Urol, 2017
UNC: Daumrauer, PNAS, 2014
MDA: Choi, Cancer Cell 2014

TCGA: Nature, 2014
Lund: Sjodahl, Clin Canc Res, 2012



New drugs
New indications



New drugs:

Ramucirumab
Nab-paclitaxel
FGFR inhibitors

Enfortumab



Ramucirumab: RANGE phase llI trial (PFS)

R
A
Key Inclusion Criteria: YM| Ramucirumab 10 mg/kg + Docetaxel 75 mg/m? IV " Disease
* locally advanced, unresectable or metastatic UC > D e e e e progression or
. 1 < 1 H O X .
Prf)grfesswn <14 mo after platinum regimen Placebo 10 mg/kg + Docetaxel 75 mg/m2 IV ™* other W|f(hdrawal
* Prior immune CPI allowed M Dav 1 of 2 21.dav cvele. N =267 criteria met
+ ECOGPS0or 1 | Y fiesy
z
E
o I IDMC with two safety interims (>100 and >250 evaluable patients)
Stratification factors: . _ *Docetaxel 60 mg/m? in East Asia
* Geography (North America vs. East Asia vs. Europe/other) - #pocetaxel was limited to 6 cycles; up to 4 additional cycles could be given
* ECOG PS at baseline (0 VS. 1) after sponsor approval
* Visceral metastasis (yes vs. no), defined as liver, lung or

bone.

Primary Endpoint: Progression-free survival (investigator assessment)

Secondary Endpoints: OS, ORR, disease control rate, duration of response, safety, patient-reported outcomes, PK and immunogenicity

Petrylak D, et al. ESMO 2017



Ramucirumab: RANGE phase lll trial (PFS)

Progression-free Survival Probability

0.9 4

0.8

0.7 1

0.6 1

0.5 1

044

0.3 1

0.2 4

0.1 4

0.0 4

Investigator assessment

.
B Ramucirumab + docetaxel (n=216); median, 4.07 months
@ Placebo + docetaxel (n=221); median, 2.76 months
HR, 0.757 (95% Cl, 0.607 t0 0.943)
11\1 Log-rank P=0.0118
1'\‘\‘
\\1\.
\ 1#4 : 285 % 111.9 %
\, " N, | 18.9% | 4.5%
~ \\Q |
'\ I —. i
\u i
? l1 -‘ Nt —, E
T -
i " H_I_l— | %' * l s SR
0 2 s 5 8 10 » 14 15 18
Progression-free Survival (Month)
216 132 96 40 28 19 12 4 1 0
221 124 77 34 19 7 3 2 2 0

0.7 4
06 -
05 4
04 -
031
024
0.1+

0.0 +

216
221

Independent blinded assessment

B Ramucirumab + docetaxel (n=216); median, 4.04 months
@ Placebo + docetaxel (n=221); median, 2.46 months

HR, 0.672 (95% Cl, 0.536 to 0.842)

\ Log-rank P=0.0005
in
e
1, \1 | 28.6 % | 8.3%
oy (187% | 5.1%
' | |
p |
R ]
N i
i A LﬁTL—hi—i—l
i A e
2 4 6 8 10 12 14 16 18

Progression-free Survival (Month)

117 87 34 21 10 7
102 67 28 14 4 3

RO
o

Median follow-up duration in the full ITT population was 5.0 months (interquartile range [IQR], 2.3-8.9)

Petrylak D, et al. ESMO 2017



Ramucirumab: RANGE phase lll trial (PFS)

150

100

Ramucirumab plus docetaxel (n=216)
ORR, % (95% Cl); 24-5 (18-8 to 30-3)

CR, n (%); 9 (4)
PR, n (%); 44 (20)
SD, n (%); 84 (39)

CR
PR
SD
PD
NE

Not Assessed

Ramucirumab + docetaxel (n=14)  Placebo + docetaxel (n=19)

Progression-free survival
Median, months (35% CI) 5.29 (1.61-6.60) 2.76 (1.54-4.63)
Hazard ratio (95% Cl) 0.920 (0.409-2.067)
3-month PFS rate, % (95% CI) 50.8(21.4.742) 33.8(13.9-55.1)
6-month PFS rate. % (85% CI) 305(7.857.4) 20.3(54-41.9)
1.0+
09
P=0.864

08

07
06
054

Ramucirumab + docetaxel (n=14)  Placebo + docetaxel (n=19) 04
Prior ICI 03
Atezolizumab 9 (64) 9(47) 02
Pembrolizumab 4 (29) 8 (42) 01
BGBA317 (anti-PD-1) 1(7) 0 &
Nivolumab 0 1(5) x
Durvalumab 0 1(5)
ICl immediately prior to RANGE 13 (93) 17 (89) S b"?nﬁ:l Rigk:
. . amutiiumab + docelaxal 14
e ‘(’l‘g;‘)'“ ok prior 29(1.549) 35(285.6) Placebs doceare 19
Tumor response to ICI
Complete Response 0 0
Partial Response 1(7.1) 1(53)
Stable Disease 3(21.4) 6(31.6)
Progressive Disease 10 (71.4) 12 (63.2)
Objective response, n (%) 1(7.1) 1(5.3)
Disease control (CR/PR/SD), n (%) 4 (28.6) 7(36.8)

=1

9 12
Months

Petrylak D, et al. ESMO 2017



Nab-paclitaxel: phase Il trial

Key Eligibility Criteria nhab-Paclitaxel

260 mg/m2 IV
q3weekly

«  mUC of the renal pelvis, ureter, bladder
or urethra

+ Mixed histology, except small cell,
permitted if UC predominant

+ PD after 1 line of platinum-based
chemotherapy or recurrence <12 mos

Treatment Continued Until

Progressive Disease
Unacceptable Toxicity
Patient Request

after perioperative platinum-based Paclitaxel
chemotherapy 175 mg/m2 IV
ECOGPS 0-2 q3weekly

Primary Endpoint: Progression Free Survival (PFS)

Sridhar S, et al. ASCO 2018



Nab-paclitaxel: phase Il trial

Median PFS _ ffiadine e )

nab-P 3.35 months (90% Cl 2.69-4.30) 80 BR-s LAY mMAme (Wil St S MR}
P 3.02 months (90% CI 2.14-4.40) : P &TTTIOMNS (06 O 5.1010/51)
HR 0.94 (90% C1 0.70-1.27) HR 0.95 (90% C10.70-1.3)

w— NAB-PACITAXEL
— PACITAXEL

60

w— NAB-PACITAXEL

40 - —— PACITAXEL

Percentage
Percentage

20—

0 _|
40 -
#AT RISK
NAB-PACITAXEL 09 7 0 0
PACITAXEL 100 0

#AT RISK
NAB-PACITAXEL 99
PACITAXEL 100

Time (months)

Time (months)

Paclitaxel/

) ) y Phase lll Trial
Abstract 4505 nab-Paclitaxel n=99 | Paclitaxel n=100 KEYNOTE-045" Pembrolizumab I\)Ilo:fft:?\)l(:g

Complete Response n (%) 2(2) 2
Partial Response n (%) ORR (%) 21
| Overall Resp mPFS (months) 21

'Ballmunt J, et al. NEJM. 2017:376:1015-26. mOS (months)

Sridhar S, et al. ASCO 2018



GF b. I * FGFR3 most extensively described
F R lo ogy * Activating mutations are common (~86%) in low grade and early stage

bladder tumors'

* TCGA identified only 12% with mutations in muscle invasive bladder

2
b FGRR splicing cancer

a FGF-FGFR structure . :
* Also more common in upper tract disease’
* Oncogenic FGFR3 fusions more common in high grade, invasive

b
tumors*

isoform

e
isofo

c FGFR specificity
FGFR2

b llc

Nicholas Tumer & Richard Grose. Nat Rev Cancer 2010; 10: 116-29



FGFR inhibitors in advanced urothelial carcinoma

Drug(s) Phase Clinicaltrials.gov Other Details
AZD4547 (BISCAY) 1b NCT02546661 | Single agent or combined with durvalumab
BGJ398 2 NCT02160041 | Fully accrued
Debio 1347 1 NCT01948297 | Recruiting advanced solid tumors
INCB054828 g NCT02872714
LY3076226 1 NCT02529553 | Urothelial cohort after dose escalation
Rogaratinib (BAY1163877) 1 NCT01976741
Rogaratinib vs taxane (FORT-1) 2/3 NCT03410693
Rogaratinib + Atezolizumab (FORT-2) | 1b/2 | NCT03473756 | First-line cisplatin-ineligible
B-701 +/- Docetaxel (FIERCE 21) 1b/2 NCT02401542 | FGFR3 specific monoclonal antibody; Phase 2 is

docetaxel +/- B-701

B-701 + pembrolizumab (FIERCE 22) 1 NCT03123055 |[FGFR3 alteration not mandated

Apolo A, ASCO 2018



FGFR inhibitors in advanced urothelial carcinoma

o
c
[
7]
«
o
E
o
-
o
o
c
T
L
3]
o
o
[
3
c
@
o
e
@
(<%
w
@
a

B Progressive disease
Stable disease
B Partial response
Uncontirmed partial response
B Complete response
W Unknoun

Metastatic urothelial carcinoma patients unable to
receive platinum chemotherapy

FGFR3 alteration through central or local testing
mandated

BGJ398 125 mg/d 3 weeks on:1 week off

70.1% had received 2 or more prior antineoplastic
agents

17/67 (25.4%) ORR

in size of target lesions, %

BGJ398

Phase | expansion cohort of late-stage muscle-invasive UC
FGFR1-3 mRNA-positive pts treated with rogaratinib 800 mg
BID (continuous 21-day cycle)

FFPE tumor tissue FGFR1-3 mRNA overexpression screened
by RNA ISH and by NanoString® nCounter®

Somatic mutations in FGFR downstream signaling genes
detected by PCR

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

RECIST 1,1 Ctu.ﬁ(xuo_tco.a.&ug Soagoogooc

aan
R BRHEHEEEARBENRE AR RAE

oxocate: MANNNSNENNENENNANNERNNERNE
o lllllllllllllllllllllllllllllllllllllllllllIlllllll

.F siti . Negs lllnlrw . Treatment

tiwe ongoing

ORR 24% (1 CR, 11 PR); 49% SD, DCR 73%

Pal S, et al. Cancer Discov 2018; Joerger M, et al. ASCO GU 2018



Erdafatinib: BLC2001 phase Il

[95% CI]
Ongoing

Regimen 1. 10 mg/d for 7 days Treatment with i
on'7 days off in a 26-day cycle selected Regimen 3¢, Patients, n
8 mg/d In a 28-day cycle

e T ""ﬁ:f:‘:;%’”" esponse per investigator assessment®, n (%)

Screening
for FGFR
fusions/
mutations 40 (40.4) [30.7-50.1]

3(3.0)

37 (37.4)

ORR
Interim analysis 1, dose selection Com plete response
Partial response

Z20——PN—Z00=>r2

Chemo-refractory: progressionon 2 1 line prior systemic chemo or within Stable disease 39 (39.4)
12 months of (neo)adjuvant chemo

OR

Chemo-naive: cisplatinineligible per protocol criteria®

Progressive disease 18 (18.2)
21 FGFR2 or FGFR3fusion or FGFR3 mutation per central lab testing with a Unknown 7 (2.0)
customassay
No limit on prior lines of therapy Median time to response 1.4 months
Priorimmunotherapy was allowed Median duration of response 5.6 months [4‘2.7.2]
ECOG 0-2
ORR among patient subgroups, n (%) :

Chemo-naive 5/12{41.7)

Progressed or relapsed after chemo 35/87(40.2)

With visceral metastases 30/78 (38.3)

Without visceral metastases 10/21{47.6)

“Confirmed with second scan at least 6 weeks following the initial observation of response,

Siefker-Radtke et al. ASCO 2018



Erdafatinib: BLC2001 phase Il

Median PFS = 5.5 months (95% Cl, 4.2-6.0) Median OS = 13.8 months (95% Cl, 9.8-NE)
Progression/death events = 77 Survival events = 40

100 - 100 -

g

§ _—
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e L
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Siefker-Radtke et al. ASCO 2018
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Enfortumab Vedotin

Anti-Nectin-4 monoclonal antibody -
Protease-cleavable linker '4 r.
@~ Monomethyl auristatin £ (MMAE), “—‘
nmtubub-du srupting agent J :

© 2016 Soattle Genetics, Inc.

Bladder

Lung
cancet

Pancreatic
caner

Rosenberg J, et al. ASCO 2018



Enfortumab Vedotin

Efficacy Results e

Confirmed ORR 41%

Confirmed complete

f "",‘Nfr"l “"w

.
”' l I l Ill Confirmed partial response

Y-
| ffom——
)

et Bdacren B om Bemenne (A

351 3%

40 43! 3%

Confirmed ORR® (95 CI) 23.2,65.5) | (22.9,57.9)

Stable disease 34 17° 21%

74 e 61%

Q )
DCR® 955 CI 63.8,82.9) (38.5,80.3) | (42.1,77.1)

Median OS,
Months (95% CI)

13.6
(11.0, 15.4)

N

Population

All patients

Rosenberg J, et al. ASCO 2018



New indications

First-line setting
Neoadjuvant
Adjuvant



What’s coming up next in 1L?
~ Phase lll studies of immunotherapy % chemotherapy

IMvigor130 (NCT02807636)

TECENTRIQ
+ 1L, locally
advanced /
metastatic UC I t.TECE/NTRIO::b.
. ECOGPS0-2 platinum/gemcitabine
N=1200
Platinum/gemcitabine +
placebo
Co-primary Final data collection date Current accrual
endpoints: PFS  for primary endpoint: status:
and OS December 2018 recruiting

* 1L unresectable

KEYNOTE-361 (NCT02853305)

Pembrolizumab

or metastatic UC Pembrolizumab +
* ECOGPS<L2 platinum/gemcitabine
N=990
Platinum/gemcitabine +
placebo
Co-primary Final data collection date Current accrual

endpoints: PFS
and 0S

status:
recruiting

for primary endpoint:
January 2019

ClinicalTrials.gov (NCT02807636 and NCT02853305)



What’s coming up next in 1L?
- Phase lll studies of PD-L1/PD-1 inhibitors + anti-CTLA4

DANUBE (NCT02516241)

Nivolumab +
Durvalumab e
ipilimumab
* 1L unresectable
stage IV UBC * 1L unresectable
*  Eligible / ineligible Durvalumab + or metastatic UC
for cisplatin-based tremelimumab * ECOGPS<2
CcT N=897
N=1005
Platinum/gemcitabine Platinum/gemcitabine +
placebo
Co-primary Final data collection Current accrual Co-primary endpoints: Final data collection Current accrual
endpoints: PFS date for primary status: active, PFS and OS (cisplatin- date for primary status:
and OS endpoint: April 2018 not recruiting ineligible) endpoint: April 2020 recruiting

CheckMate 901 (NCT03036098)

ClinicalTrials.gov (NCT02516241 and NCT03036098)



Ongoing phase lll studies of adjuvant PD-L1 inhibitors

'IMvigor010 (NCT02450331)

* Patients with high-risk bladder or upper tract
muscle-invasive UC?

* Tumour stage TECENTRIQ
- If prior neoadjuvant chemotherapy: ypT2-T4a or ypN+ (ypT2-4 or
ypN+ for UTUC)
= In no prior neoadjuvant chemotherapy: pT3-T4a or pN+ (pT3-4
or pN+ for UTUC) No
If no prior neoadjuvant chemotherapy, patients must be crossover Recurrence/
ineligible for or have refused adjuvant cisplatin permitted survival follow-up
chemotherapy
* Radical surgical resection within previous
14 weeks with no residual disease '
* No prior adjuvant therapy Observation
* ECOGPSO0-2

N=700°

Primary endpoint: DFS

ClinicalTrials.gov(NCT02450331)



Ongoing phase lll studies of adjuvant PD-L1 inhibitors

CheckMate 274 (NCT02632409)

* Invasive UC at high risk of recurrence originating in the bladder, ureter or m

renal pelvis
* Radical surgical resection (e.g. radical cystectomy)

N=640 : .
Placebo

Co -primary endpoints: DFS in patients with tumours expressing 21% PD-L1 and in all randomised patients

’AMBASSADOR (NCT03244384) h

* Histologically confirmed muscle-invasive UC of the bladder or upper tract

- Neoadjuvant chemotherapy and pathologic stage at surgical resection is 2 pT2 and/or N+ OR
— Patients who are not cisplatin-eligible OR

— Patients that decline adjuvant cisplatin-based or other systemic

* Radical surgical resection

Pembrolizumab

N=739

Co-primary endpoints: DFS and 0OS

\
\

.

ClinicalTrials.gov (NCT02632409 and NCT03244384)



Phase Il neoadjuvant: ABACUS trial

Week 0

TURBT  Maximum of 8 week delay to surgery

atezolizumab

Week 3

atezolizumab

% pCR rate

45

ro

29%

(95% C1: 19% - 42%)

All comers*
20/68

40%
(95% C1: 21% » 61%)

PD-L1 positive
10/25

surgery

Standard of care

16%
(95% CI: 5% - 34%)

PD-L1 negative
5/31

% Patients

TO/TIS  T1

T2

13

T4

Pre-Treatment

Post-Treatment

N1

Powles T, et al. ASCO 2018



Phase Il neoadjuvant: PURE-01 trial

PURE-01 (NCT02736266): Neoadjuvant pembrolizumab before radical

CVStECtomy for M]BC _
Additional DD-MVAC x 4 cycles in non-
responding pts (investigator choice)

t
3x3 weekly cyclesof | . ccioc
+ Fit and planned for cystectomy 7 i pembrolizumab 200 mg IV i Siacoy ch (PD'L1 CPS’

]
* Predominant (Le. 50% atleast) UC | i+ Post-cystectomy
histology ! E management according to n=43,43
» cT<3bNO stage ' i EAU guidelines
+ Residual disease after TURB Pre-post ireatment tiseue/kiood sample colection for
(surgical opinion, cystoscopy or ECIM R RISTIS
radiological presence)

+ GFR 220 ml/min (Cockcroft - Gault Pre-post treatment imaging: multparametri bladder
fee “ MRI (MpMFRI). ¥FDG-PETICT 8o, TIACT scan

+ EC0650- y - Genomic Profiling
+ Pathologic complete response | n ITT population is the pnmary endpont ]
e e L PR R . » (FoundationONE)

» 71 pts will be enrolied, with 43 pts al first &lage docording lo MinMax design
« pl0lmits for HO rejection: 6 {1+ stage); 14 (2™ stage) -43,43
» B0% power and a one-sided 1est of significance at the 10% leve! n—

+ Data cutoff. May 10® 2018, Median Follow-up. 8 months

* Survival data collected
until 2-y post cystectomy

Pathologic response to pembrolizumab

All treated patients 22-gene qPCR
N=43 n=33/43
Pathologic complete response, n (%), 95% Cl 17 (39.5)
g P ponse, n (%), 997 26.3-54.4 Insufficient TURB tissue:
n=10

Secondary endpoint, n (%) 22 (51.2)
Pathologic downstaging to pT<2 (2 pTis: 2pTa: 1pT1)

Treatment failure, n (%)

ypT2-4 ypNO 7(16.3)
ypTany ypN+ 9(20.9)
“Clinical” failure (additional NAC*) 5(11.6)

Clinical PD (RECIST v.1.1) 0(-)
Powles T, et al. ASCO 2018




Current use of PD-L1/PD-1 inhibitors for metastatic

_urothelial cancer

Non-muscle invasive Muscle-invasive
p— bladder cancer > bladder cancer —
(NMIBC) (MIBC)

. . . Cisplatin- Cisplatin-

Metastatic
urothelial cancer

Cisplatin-
refractory

Maintenance

BCG-refractory

Figure adapted from Fakhrejahani et al. Curr Opin Urol 2015



- Take home messages

* Exciting times in the treatment of urothelial carcinoma
* Immunotherapy is a well tolerated and active treatment for our patients

* However... Only 15-20% of patients derive benefit and many open questions remain with
regards to understanding predicting factors

* Refining choices:
-10/10
-10/Inmune based therapies (vaccines, APC; CAR-T cells, ...)
-10 + targeted agents (cabozantinib, FGFR inhibitors, ...)
- Combination/sequential use of chemo and XRT
- Customized: biomarker/genomically driven design






