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Agenda

e Cytoreductive nephrectomy for metastatic RCC
e Erdafitinib for TCC
® Enfortumab vedotin for TCC
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CARMENA

In the era of targeted therapy,
is cytoreductive nephrectomy

still necessary ?

e 208 A0

CARMENA: Prospective, multicenter, open-label,
randomized, phase 3 non-inferiority study

Arm A

» Confirmed metastatic 3-6 weeks Sunitinib

clear cell RCC / Bi nephrectomy
s i 50 mg QD 4 wks on / 2 wks off
= Amenable to nephrectomy
= Eligible for sunitinib R
« Brain metastases 1:1

absent/controlled by

treatment Stratification

= No prior systemic therapy * MSKCC risk group Sunitinib
for RCC * Center location 50 mg QD 4 wks on / 2 wks off

Primary endpoint: Secondary endpoints:
Overall survival Progression-free survival, objective response rate, clinical benefit, safety

LP1, last patient included; MSKCC, Memorial Sloan Kettering Cancer Center; QD, once daily; R, randomization; RCC, renal cell carcinoma
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Statistical hypothesis : non inferiority design

* The study was designed to have 80% power at a 1-sided significance
level of 5% (risk alpha)

» Non-inferiority margin of HR: upper 95% Cl <1.20 for sunitinib alone

» Enrolment of 576 patients needed to observe 456 events for
demonstration of non-inferiority

» Two interim analyses were planned (after 152 and 302 events)

* Monitored by independent DSMB

Cl, confidence interval; HR, hazard ratio

Study conduct

 From Sept. 2009 to Sept. 2017, 450 patients were enrolled
» Second interim analysis, cutoff Sept. 9, 2017: 326 events had occurred

» Median follow-up 50.9 months

« Based on overall survival results, the Steering Committee decided to
stop the trial and considered this interim analysis as final

mw 208ASCO 1o
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Patient disposition

450 patients
randomized

Arm A: Nephrectomy + sunitinib Arm B: Sunitinib alone
(n=226) (n=224)

6 inclusion criteria deviation 8 inclusion criteria deviation

40 did not receive sunitinib 0——' }—' 11 did not receive sunitinib

- Safety population
Safety population 2 iy
Arm A: Nephrectomy + sunitinib (186) e el

3 withdrawal of consent bt seFonda.ry
nephrectomy, including 3 not

16 not operated treated with sunitinib

165 deaths

161 deaths
e 2 lost to follow up

ITT, intention to treat Data cutoff : September 9, 2017

s

Patient population

450 patients ITT population
randomized

Arm A: (n=226) Arm B: (n=224)

Nephrectomy (n=205)
Sunitinib (n=206)
Nephrectomy + sunitinib (n=176)
ITT, intention to treat Data cutoff : September 9, 2017

208 ASCO
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Demographic and Clinical Characteristics of the Patients at
Baseline.*

Nophrectomy Suniirib Suntind Alone
Charadtarstic (N-226) N=226)
Medianage (snge) —yr & 3-8 620-87)
Male sex— no. (%) 60 (145) 67 (146)

VISKCC ok categony —n ot o, (91T
Intermediste isk 1251225 55.6) 131224 (585
poor ik 2007225 (454 93224 (1)

ECOG performance status score — ro. (1T
130(575) 22 (545)
1 96 (425) 02 (455)
Fuhrman grade o enalcel carcinoma — . total no. (%)
Lor2 71150 (515) 527156 (526)
sors 73150 (8 747156 (47.4)
Tumor-node-metastais stage — oot o. (%) 717207 (343) 507194 (255)
Tumor stage
s167.(75) 7749043
13/67194) 13749 @65)

7 g0 2505 510
217 00) 449 82)

23766 (143) 18749 (367)

13766 (197) 645 122)

7166 108) 13769 265)

23766 (345) 12749 @43)
5

"Median . of metastatic stes (ange) 205 )
Median mer burden (range) — mm) 140 23-399) 144 (33-313)
Location of metastases — o ot no. (%)
1727207 (793) L6121 (29)
T 59 S o)
767217 (559) w6/221 (59)
787217 (359) s0/221 (107)

3 comected serur " ter 2.5 mmol per ) and 3 tme
from diagnoss o reatment ofess than 1 year. Patients with one o two prognostic factors were dassfied 3 having
o more were clssifed s having poorrisk disesse,
formance-status scores range from 010 5, with igher scores indicat

smor-node- metastaisstage was determined sccording to the crteria of the Urion for Internationsl Cancer
‘Control TN Classication of Mal gnint Tumours. Metastses was an elgiilty rierion inal patient.
Tumor burden was assessed according o the Response Evalustion Citeria i Sold Tumrs, version

The NEW ENGLAND

A Méjean et al. N Engl ) Med 2018. DOI: 10.1056/NEJM0al1803675
JOURNAL of MEDICINE

Kaplan—Meier Estimates of Survival.

Nephrectomy-sunitirib  —— Sunitinib alone

A Overall Survival

Patients Who Were Alive (%)

No. at Risk

Nephrectomy- 226 110
itinib

Sunitinibalone 224 128

B Progression-free Survival
100
%0
30
70
60
50

Patients without an Event (%)

No. at Risk

Nephrectomy- 226
unitinib

Sunitinib alone 224

The NEW ENGLAND

AMéjean et al. N Engl J Med 2018, DOI: 10.1056/NEIMoal803675
4 = / JOURNAL of MEDICINE
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Overall survival by patient population

ArmA Arm B
Population HR (95% CI)
- (Nephrectomy + sunitinib) (Sunitinib) stratified by.

Median (95% Median (95% SIS
ts, n (% Events, n (%
n Events, n (%) ) vents, n (%) Cl), months group

13.9 18.4 0.89
. Lot (11.8-18.3) e ) (14.7-23.0) | (0.71-1.10)

14.5 20.5 0.87
e A2 54) (11.9-20.2) o o (15.6-25.2) (0.69-1.1)

18.3 20.5 0.98
176 122 (64) (13.7-23.2) 206 143 (69) (15.6-25.2) | (0.77-1.25)

“The PP1 analysis included only patients who had nephwectomy in Arm A, and patients who receive sunitinib in Arm B.
#The PP2 analysis included only pati who had nephrectomy and receive sunitinib after nephrectomy in Arm A, and patients who receive sunitinid in Arm B.
(1, confidence interval; HR, hazard ratio; IT1, intent to-tre MSKCC, Memorial Sloan Kettering Cancer Center; PP, per-protocol.

208 ASCO

Progression free survival by patient population

-

HR (95% Q1),
stratified by
median (95% C1), L RRE LA MSKCC risk group

(&) *»
Events, n (%) skl Events, n (%) months

7. 8.3
194 (86) , 196 (87) ‘ (0.67-1.00)
L~ o 9. -7}

178 (87) G 181 (88) , ¢ _ (0.66-1.01)

154 (87) ; S 181 (88) 7 .87 (0.70-1.08}

“The PP sraiyst Inchudcd onty pationts who had scphroctomy e &rme A, ond geticnts whe rocchec st n Armn B
#Thc PP sralyst inchudcd only pationts who had scphrociomy and roociet Ravitinid sNcr scphroctomy i Arm A, and peticnts who roochee martie® i A 8.
Q, cosfMdconce torwat; MR, haxoed ety T, etoed-to-troat; MEKCT, Momorisl Sioee Koticring Cancer Contior, PR, por-grotocol.

AR
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Tumor Response Outcomes.*

Table 2. Tumor Response Outcomes.*

Nephrectomy-Sunitinib Sunitinib Alone
Response (N=186) (N=213)

Best overall response — no./total no. (%)

Complete response 1/178

(0.6) 0/208
Partial response 50/178 (28.1) 62/208 (29.8)
Stable disease 64/178 (36.0) 97/208 (46.6)
Progression of disease 49/178 (27.5) 40/208 (19.2)
Could not be evaluated 14/178 (7.9) 9/208 (4.3)
Objective response rate — % (95% Cl) 1 27.4 (21.1-34.4) 29!1%(23.1-35.7)
Disease control rate — % (95% Cl)i: 61.8 (54.4-68.8) 74.6 (68.2-80.3)
Clinical benefit — no. (%)§ 68 (36.6) 102 (47.9)

* Tumor response was analyzed in patients who received sunitinib. Some patients could not be evaluated for tumor response
because of adverse events during treatment or deterioration of condition.
Objective response was defined as a complete or partial response.

i Disease control was defined as a complete or partial response or stable disease.

§ Clinical benefit was defined as disease control beyond 12 weeks (P=0.02 for this comparison).

AMéjean et al. N Engl ) Med 2018. DOI: 10.1056/NEJM0a1803675 Te NEW ENGLAND
JOURNAL of MEDICINE

Secondary nephrectomy in Arm B (sunitinib alone)

= 38 patients required secondary
nephrectomy
= For emergency treatment of the primary Secondary nephrectomy, n (%)
S—— No 185 (83.0)
= For CR or near CR in metastatic sites (> 6 Yes 38 (17.0)
months e
% ) Missing 1
* Median 11.1 months (range 0.7-85.4) Emergency
from randomisation to surgery Yes 7 118.9)

» 31.3% of patients with secondary No 30 (81.1)

Missing 1
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Summary of Severe Adverse Events in Sunitinib-Treated
Patients.*

‘Table 3. Summary of Severe Adverse Events in Sunitinib-Treated Patients.

Nephrectomy-Sunitinib Sunitinib Alone
(N=186)

Event (N=213)

no. of patients (%)
Any adverse event of grade 3 or 41 91 (42.7)
Asthenia

Inflammation of mucosa

Intratumoral hemorrhage
Pulmonary embolism

Severe high blood pressure

Left ventricular failure

Heart failure

Hepatitis

Liver failure

Severe hypothyroidism

Musculoskeletal or systemic disorder
Respiratory, thoracic, or mediastinal disorder

adverse events of grade 3 or 4 that were observed among patients who received sunitini

AMéjean et al. N Engl ) Med 2018. DOI: 10.1056/NEJM0a1803675 Te NEW ENGLAND
JOURNAL of MEDICINE

Author’s Conclusions:

Conclusions

* Sunitinib alone is non-inferior to cytoreductive nephrectomy
followed by sunitinib for OS, both in intermediate- and poor-risk
patients with mRCC

» Clinical benefit was significantly higher in sunitinib alone arm
» Cytoreductive nephrectomy should no longer be

considered the standard of care in mRCC, at least when
medical treatment is required

CN, cytoreductive nephrectomy; mRCC, metastatic renal cell carcinoma; OS5, overall survival; PFS, progression-free survival

208 ASCO
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Author’s Conclusions:

“Man is always prey to his
truths. Once he has admitted
them, he cannot free himself
from them.”

Albert Camus
The myth of Sisyphe

- 208 ASCO oo LI

Issues

® Population weight toward poor outcome (44% MSKCC poor risk), tumor
burden by RECIST 14 cm, median size of primary 8.8 cm

® 40/226 (18%) on nephrectomy arm didn’t receive sutent, 38/226 (17%)
on sutent arm had secondary nephrectomy

e Study took 8 years to enroll

® PATIENT SELECTION!!!

® Bottom line: this does NOT change the standard of care, consider
debulking nephrectomy with unchanged caveats: poor risk disease,
extensive RP or mediastinal LAD, extensive liver or bone mets, brain mets,
removal of 75% of disease
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Targeting FGFR Alterations in Bladder Cancer

« Urothelial carcinoma has high rates of somatic alterations including FGFR mutations and
fusions (15-20%)

* No current approved targeted therapies for urothelial carcinoma

FGFR targeted agents
Erdafitinib (JNJ-42756493)' oral pan-FGFR (1-4)
ARQ 0877 oral pan-FGFR (1-4)

e oral FGFR, VEGFR, PDGFRB, CSF-1R,
Dovitinib (TKI258) * CKIT, RET, TrkA, and FLT3

BGJ398* oral FGFR (1-3)

¢ al, J Clin Oncol 38, 2018 (suppl 6S; abstr 411); *Papadopoulos KP et al,, Br J Cancer 2017;117 (11) * Milowsky Mi ot al,, Eur J Cancer. 2014 Dec;S0(13); “Pal S ot a

2016 ASCO

Preliminary results presented at GU ASCO 2018:
Ongoing Phase 2 Study of Erdafitinib (JNJ-42756493) in Patients With Metastatic or Surgically

Unresectable Urothelial Carcinoma and FGFR Alterations

Primary end point
Regimen 1: 10 mg/d for 7 days Regimen 3: ORR
on/7 days off 8 mg QD
> Secondary end points
Regimen 2: 6 mg QD Patients were further up-titrated
_ e PFS, DoR, OS, safety, predictive

reached >5.5mg/dL serum biomarker evaluation, and PK
phosphate level by Day 14

Regimen 3
wneoma (abstract 411) “""""'"""

Evaluable patients, n
ORR n(%) 8(24) 27 (35) 25 (42)
Survival at 1 year 31% 32% 57%

ZO—=PN—-Z00ZP» D

fot Y et al, J Clin Oncel 38, 2018 (supp! 68; abstr 411)

2018 ASCO

9/4/18
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Phase 2 Study of Erdafitinib (JNJ-42756493) in Patients With Metastatic or Surgically
Unresectable Urothelial Carcinoma and FGFR Alterations

Secondary endpoints

PFS, DoR, OS, safety, predictive
biomarker evaluation, and PK

Primary hypothesis:
* Progression on 2 1 line prior systemic chemo or within 12 months of (neo)adjuvant chemo « ORR in Regimen 3 is > 25%
OR

* One-sided a = 0.025
« Chemo-naive: cisplatin-ineligible per protocol criteria «  85% power

* Prior immunotherapy was allowed

2018 ASCO

Phase 2 Study of Erdafitinib (JNJ-42756493) in Patients With Metastatic or Surgically
Unresectable Urothelial Carcinoma and FGFR Alterations

1. Clinical activity:

il

ORR n (%)
Complete response
Partial response

40 (40.4)
31(3.00
7374

8

ORR among patient subgroups, n (%)
Chemo-natve 5/12 (41.7) X ——————
Progressed or relapsed after 35/87 (40.2) : - 8mg

:he‘n-o 30/78 (38.5) - Irnumm ongoing
With visceral metastases 1021 (47.6) . P ,.'“ ¢ discontinuat s
Without visceral metastases ® Responder (Confirmed CR/PR)

&

g

Maximal Reduction From Baseline
(=}

8

2016 ASCO

11
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Phase 2 Study of Erdafitinib (JNJ-42756493) in Patients With Metastatic or Surgically
Unresectable Urothelial Carcinoma and FGFR Alterations

Clinical activity:

Median PFS = 5.5 months (95% Cl, 4.2-6.0)
\‘ Progression/death events = 77

Progression-Free Survival (%)

ORR (%)
mPFS (months)
*Belimunt J, ot al. NEJM. 2017;378:1015.28 Duration of Response (months)

Phase 2 Study of Erdafitinib (JNJ-42756493) in Patients With Metastatic or Surgically
Unresectable Urothelial Carcinoma and FGFR Alterations

2. Tolerable toxicity to continue drug?:

Most Common Treatment-Related AEs 7 patients discontinued therapy because of AEs of
special interest

Pationts with AES, n (%) T Ocular events, including blurry vision, increased

TSR 72(73) lacrimation, and conjunctivitis, were common, but

__— manageable

Dry mouth 43 (43)

Diarrhea 3@ _ Central serous retinopathy led to discontinuation in 3
——_ patients

Dry skin 0

Alopecia 27 (27)

‘Decreased appetite ~ 25(25) —

‘Hand-footsyndrome  22(2)  5(5§

Fatige  21@2) 20

2018 ASCO

12
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Enfortumab Vedotin, an
Antibody-Drug Conjugate Targeting Nectin-4

« Antibody-drug conjugates are made up of 3 parts:
* The antibody: Anti-nectin-4
* The payload: MMAE
+ The linker (stable in circulation, but releases the cytotoxic agent in the —— AetiNectin-4 monoconel ertbody

target cell) 0| 00— Fromaeceanble inke

] ) Monomethyl euristatin € (MMAE),
« The goal of antibody-drug conjugates is to highly select tumor antigen, microtubyle-darupting egent
have less off-target toxicity (from the cytotoxic payload).
« Payload must be cytotoxic to the tumor
* Nectin-4 is highly expressed in metastatic urothelial cancer patients not
necessitating tumor screening

* The payload MMAE (plus linker) is vedotin, a microtubule-disrupting
agent (200x more potent than vinblastine)

208 ASCO

paated > . B o ap vedao JSE
U . Fatie 0t 3 g D 2l1a 3
Part A (closed to accrual RP2D Part C (closed to accrual
Cohort 4: 1.25 mg/kg IV D1, 8, & 15 q28 days (N=23) 1.25 mg/kg Dose expansion: 1 cohort (N=89)
Nectin-4-expressing tumors, including mucC . * CPl-treated mUC patients (1.25 mg/kg)
Prior Cf Liver
Metastases
(n=69) =29 [ (=39
Confirmed complete response ™ 9% 0 - ‘
Confirmed partial response 7% 35% % '
Contirmed ORRA: (35% CI) 0% 4% 20% .
1
H)

20BASCO e

13
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Progression-Free Survival in Patients With mUC
Treated With Enfortumab Vedotin 1.25 mg/kg

5.4
All patients (5.1, 6.2)

Preliminary Overall Survival in Patients With mUC
Treated With Enfortumab Vedotin 1.25 mg/kg

Median 05,

10 Pepulation Months (95% CI)

58 /112 patients are still alive as of April 9, 2018

13.6
All patients (1.0, 15.4)

Estimated Overall Survival Rates

05 rate at 6 months, %

All patients

Probability of Survival

Patients with prior CPI

05 rate at 12 months, %
1.25 muC All patients
— 1.25 mUC-CPI
+ Censored

50 60
Time (Weeks)
0 P

. 1ASCO

Updated Results From the Enfortumab Vedotin Phase 1
(EV-101) Study in Patients With Metastatic Urothelial Cancer
2. Tolerable toxicity to continue drug?:
Treatment-Related Adverse Events (in 225% of Patients)
Patlents With mUC

Subjects continuing treatment
Treatment discontinuations
Disease progression (radiographic)
Disease progression (clinical
Decreased appetite )% X ')r("'rm

Dysgeusia

Subject withdrew consent
Investigator's decision
Other
Median time on treatment, weeks 237
(range) (1.1, 78.0)

Diarrhea 32%

Maculo-papular rash 26%

Adverse events listed are individual preferred terms.

14



Current status

e Both drugs with FDA fast track status (with expected approval 2019)

e Erdafitinib phase 3 compared with vinflunine, docetaxel, or
pembrolizumab (enrollment completion expected 2020)

e Enfortumab vedotin phase 2, also phase | in combination with
pembrolizumab or atezolizumab

e Both drugs will be in post-checkpoint inhibitor space







