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Learning Objectives

1. Plan how to best utilize immunotherapy in renal cell
carcinoma (RCCQC)

2. Explain the use of tyrosine kinase inhibitors in the adjuvant
setting in patients with advanced RCC
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Debates in RCC Therapy
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ESMO 2017: Nivolumab/Ipilimumab vs Sunitinib Primary Analysis

GUCS 2018: Bevacizumab/Atezolizumab vs Sunitinib Primary Analysis

ESMO 2018: Axitinib/Avelumab vs Sunitinib Primary Analysis
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A Banner Year for Immunotherapy in RCC

ESMO 2017: Nivolumab/Ipilimumab vs Sunitinib Primary Analysis
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CheckMate 214: Study Design

Patients

¢ Treatment-naive
advanced or
metastatic clear-cell

RCC

* Measurable disease

* KPS 270%

* Tumor tissue
available for PD-L1
testing

Randomize 1:1

Stratified by

*IMDC prognostic score (0vs
1-2 vs 3-6)

*Region (USvs
Canada/Europe vs Rest of
World)

Escudier et al. ESMO 2017.

Treatment

Arm A
3 mg/kg nivolumab IV +
1 mg/kg ipilimumab IV Q3W for four
doses, then
3 mg/kg nivolumab IV Q2W

Arm B
50 mg sunitinib orally once daily for
4 weeks
(6-week cycles)

Treatment until
progression or
unacceptable toxicity
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| Co-primary endpoint
CheckMate 214: Study Design

Median OS, months (95% Cl)

1.0+
— 0.0 NIVO + IPI NR (28.2—-NE)
s O
5 08+ SUN 26.0 (22.1-NE)
©
2 0.7 .
s 06 Hazard ratio (99.8% Cl), 0.63 (0.44-0.89)
= o P<0.0001
S 057
S 04
[72]
= 0.3 Outcome an:)44-2I5PI
2 027 Confirmed ORR,2 % (95% Cl) | 42 (37-47) | 27 (22-31)
© 0.1 P <0.0001
| Confirmed BOR,? %
00 T T T T T T T T T T T 1 Complete response gb 1b
0 3 6 9 12 15 18 21 24 27 30 33 Partial response 32 25
. Month Stable disease
No. at Risk onths Pro ) ) 31 45
gressive disease
NIVO +IPI 399 372 348 332 318 300 241 119 44 0 Unable to determinefnot 20 17
SUN 387 352 315 288 253 225 179 89 34 3 0 reported 8 12

alRRC-assessed ORR and BOR by RECIST v1.1.

bP< 0.0001.

Escudier et al. ESMO 2017.
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ORR and PFS: IMDC Favorable Risk

NIVO +IPI

Outcome
N =125

Confirmed ORR,* % (95% CI)

PFS,c median (95% CI), months

a11% pf patientsin both arms had tumor PD-L1 expression 21 %. ?IRRC-assessed by RECIST v1.1. ©IRRC-assessed.

Escudier et al. ESMO 2017.
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Patient Disposition: All Treated Patients

NIVO +IPI
N =547

Treatmentdiscontinuation, %

Median duration of therapy (95% CI), months 7.9 (6.5-8.4) 7.8 (6.4-8.5)
Median doses received (range), no.
Nivolumab 14 (1-63) NA
Ipilimumab 4(1-4) NA
Median daily dose (range), mg/day NA 31 (14-50)

 In the NIVO + IPl arm, 79% of patients received all four doses of IPI
* Median follow-up was 25.2 months

Escudier et al. ESMO 2017.
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Secondary endpoint

Treatment-related adverse events in 225% of patients 93 46 97 63
Fatigue 37 4 49 9
Pruritus 28 <1 9 0
Diarrhe= 27 A 59 I3
Ne . . . .

Hy 60% of patients treated with NIVO + IPI required systemic

De corticosteroids for an adverse event

Dy

Stomatitis 4 0 28 3

Hypertension 2 <1 40 16

Mucosal inflammation 2 0 28 3

Palmar-plantar erythrodysesthesia syndome 1 0 43 9
Treatment-related AEs leading to discontinuation, % 22 15 12 7
Treatment-related deaths n=7b n =4¢

aTwo patients had grade 5 cardiac arrest. PPneumonitis, immune mediated bronchitis, lower Gl hemorrhage, hemophagocytic
syndrome, suddendeath, liver toxicity, lung infection. cCardiac arrest (n = 2), heart failure, multiple organfailure

ESMO 2017.
0%
®,°2018
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PFS by PD-L1 Expression: IMDC
Intermediate/Poor Risk

PD-L1 <1% (n = 562)

Median PFS, months (95% CI)

PD-L121% (n = 214)

Median PFS, months (95% CI)

=1.0- NIVO + IPI 11.0 (8.1-14.9) 10 4 NIVO + IPI 22.8 (9.4-NE)
£ SUN 10.4 (7.513.8 9 (4.4-7.
509 ( ) 094 SUN 5.9 (44-7.1)
g08- HR (95% CI)1.00 (0.74-1.36) 0.8 1 HR (95% Cl) 0.48 (0.28-0.82)
o P=0.9670 =
574 07 P=0.0003
206 0.6
E . -1 .
@ 0.5 0.5 4
804 0.4 4
[T
£ 0.3 - 0.3 4
9
$0.2 4 0.2 4
8
§70.1 - 0.1 1
n- 0.0 h T T T T T T T T T T T O.O L T T T T T T T T T T T
No. at 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 271 30
olii:k Months Months
28MIVO 202 155 119 102 920 70 23 9 1 0 100 77 61 54 50 48 41 21 2
278UN 200 138 105 83 67 43 25 1 1 0 114 63 40 24 17 13 9 4 0

Escudier et al. ESMO 2017.
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OS by Tumor PD-L1 Expression:

1.0 PD-L1 <1% (n = 562) 1.04 PD-L1 21% (n = 214)
0.9 0.9-

E 0.8 4 0.8 -

E 074 0.7 -

£ 064 06

_TEU 0.5 - 0.5-

3 044 0.4-

g 031 Median OS (95% CI), months 034 Median OS (95% CI), months

0 0.2 NIVO +IPl  NR (28.2-NE) 024 NIVO+IPI  NR(NE-NE)
01 SUN NR (24.0-NE) SUN 19.6 (14.8-NE)

] HR (95% Cl), 0.73 (0.56-0.96) 019 THR (5% CI), 045 (0.29-0.71)
0.0 P =0.0249 004 P <0.001
1 1 1 1 1 1 1 1 1 1 1 1

0 3 6 9 12 15 18 21 24 27 30 33 L L

No. at Risk Months Months
TYS 284 251 223 200 76 0 100 87 83 76 33 2
13
SUN 278 239 198 157 61 1 114 90 72 55 21 2

Motzer, et al. SITC 2017.
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44-year-old male with no past medical history presents
with headaches

1.6-cm cerebellar lesion and a 7.5-cm left renal mass
Resection of CNS lesion followed by nephrectomy
Progressive disease in the retroperitoneum

Received IL-2, pazopanib, bevacizumab, and then
enrolled in phase | clinical trial with nivo/ipi

0%,
®,°2018
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Case Study 1

Nivolumab/Ipilimumab begins:
* Presents for C2, D1
« ALT 658 after one dose of nivo/lpi (7-56 IU/L)

* No other symptoms

» Grade 3 transaminitis without elevation of bilirubin

2018
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NCCN Immunotherapy Guidelines

National
Comprehensive NCCN Guidelines Version 2.2018 e
NCCN C s _sgs M
ancer Management of Immunotherapy-Related Toxicities Discussion
Network”
HEPATIC ASSESSMENT/GRADING MANAGEMENTP
ADVERSE
EVENT(S) Mild (G1) + Continue immunotherapy
<3 x ULN + Assess transaminases and bilirubin with increased frequency
* Rule out viral q ;
etiology, disease- * Hold immunotherapy!
related hepatic gﬂzderat_m(GZ)_» * Monitor liver function tests (LFTs) every 3-5 days
dysfunction, other —> X » If LFTs worsen, consider prednisone 0.5-1 mg/kg/day??
drug-induced
Transaminitis? transaminase
without elevated elevations * Permanently discontinue immunotherapy
bilirubin « Consider GI « Initiate prednisone 1-2 mg/kg/day?®?
evaluation * Consider inpatient care
« Limit/discontinue Severe (G3) * Monitor liver enzymes every 1-2 days
hepatotoxic >5-20 x ULN —____~ |* Hepatology consultation
medications « If steroid refractory or no improvement after 3 days,
consider mycophenolate
« Infliximab should not be used for hepatitis
* Permanently discontinue immunotherapy
« Initiate methylprednisolone/prednisone 2 mg/kg/day®@
Grade >‘] o . . * Inpatient care
tr_atr':s;.l;r.lm;)t_ls (Lg:)—threatenmg « Monitor liver enzymes daily
wi thrubin « Hepatology consultation
>1.5xULN > See IMMUNO-6 >20 x ULN « If steroid refractory or no improvement after 3 days,
(unless Gilbert’s consider mycophenolateP?
syndrome) « Infliximab should not be used for hepatitis

T verson 22018, 02118113 © National Comprehensve Cancer Network, Inc. 2018, All rights reserved. The NCCN Guidelines® and this dustration may not be reproduced in any form without the express written permission of NCCN®.

Reproduced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for Management of Immunotherapy-
Related Toxicities, V2.2018 © 2018 National Comprehensive Cancer Network, Inc. All rights reserved. The NCCN Guidelines® and illustrations herein
may not be reproduced in any form for any purpose without the express written permission of the NCCN. To view the most recent and complete 2018

version of the NCCN Guidelines, go online to NCCN.org. National Comprehensive Cancer Network®, NCCN Guidelines®, and all other NCCN Content
are trademarks owned by the National Comprehensive Cancer Network, Inc. J AD PRO
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Case Study 1

Early toxicity ~

ALT values rose
immediately
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Adverse Events FAQs

Will taking steroids stop the treatment’s
response against the tumor?
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Case Study 1: Subsequent Treatments
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Dizman et al. Eur Urol 2017.
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Immunotherapy FAQs

- Endocrine, thyroid adverse events are the only class that may
not need steroids. Generally only replacement is necessary

- Remember that if your steroid dose is > 20 mg/day for 4
weeks, pneumonia prophylaxis is advised

* Ifitis > 20 mg for >6-8 weeks fungal prophylaxis is
recommended

- PPIs are advised for steroid induced gastritis

2018
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Immunotherapy Side-Effect Timing

4 — Rash, pruritis

— Liver toxicity

— Diarrhoea, colitis
(] "
'8 — Hypophysitis
(@)
2
S
3
|_

T T T T T T T >
0 2 4 6 8 10 12 14

Time (weeks)
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A Banner Year for Immunotherapy in RCC

I

GUCS 2018: Bevacizumab/Atezolizumab vs Sunitinib Primary Analysis
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Atezolizumab 1200 mg IV q3wb

Key Eligibility

+

+ Treatment-naive advanced Stratification: Bevacizumab 15 mg/kg IV q3wb
or metastatic RCC *MSKCC risk score

e Clear cell and/or Liver metastases

sarcomatoid histology PD-L1 IC IHC status

- KPS 270 (<1% vs 2 1%)a

* Tumor tissue available for
PD-L1 staining

= 1% IC: 40% prevalence using SP142 IHC assay

No dose reduction for atezolizumab or bevacizumab

0%,
®,°2018
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PFS: PD-L1+ and ITT

Median PFS, mo (95% Cl)

Median PFS, mo (95% Cl)

Atezo + Bev 11.2 (8.9, 15.0) Atezo + Bev 11.2 (9.6, 13.3)
1.0 Sunitinib 7.7 (6.8, 9.7) 1.0 Sunitinib 8.4 (7.5,9.7)
0.9 HR, 0.74 (95% Cl: 0.57, 0.96) 0.9 HR, 0.83 (95% Cl: 0.70, 0.97)
= 0.8 P=0.02 = 08
2 2
2 0.7 2 07
3 =3
7] "
o 0.6
o
Y 0.5 . - -
Y Consistent PFS results in PD-L1+ and ITT population
2 0.4
%] - - "
£ 03] by investigator review.
o
T 0.2
0.14
0 T T
0 3 27
Months Months
No. at Risk No. at Risk
Atezo+Bev 178 137 17 94 79 55 22 5 Atezo+Bev 454 355 294 236 196 126 57 15 1
Sunitinib 184 135 110 83 64 44 15 7 1 Sunitinib 461 346 281 211 166 105 42 14 1

PFS assessed by investigators. Minimum follow-up, 12 mo. Median follow-up, 15 mo.

Motzer et al. ASCO GU 2018.
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Objective Response Rate

. Ongoing
PD-L1+ PD-L1+ MedlanoDOR, mo Responders, n
(95% Cl) %)
(1)
Atezo 1+7gev SUfiﬁigif Atezo +Bev NR (12.4, NR) 49 (65%)
n= n= Sunitinib 12.9(9.8, NR) 34 (53%)

Confirmed ORR, % 43% 35% 7.0
95% Cl (35, 50) (28, 42) : 0-9-_H

Higher CR rates than associated with VEGF-TKIls

. . - V.0
Progressive disease 19% 21% -
o .
o
Not evaluable? 7% 10% 0.1
0+ T T T T T T T T T
0 3 6 9 12 15 18 21 24 27
Months
No. at Risk
Atezo + Bev 76 71 60 47 31 15 6 1
Sunitinib 64 55 48 37 25 9 2

NR, not reached. 2 Including patients with no post-baseline tumor assessment. ORR assessed by investigators in patients with
measurable disease at baseline. Minimum follow-up, 12 mo. Median follow-up, 15 mo.

Motzer et al. ASCO GU 2018.
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Overall Survival in ITT and PD-L1+

ITT Median OS, mo (95% ClI)

PD-L1+ Median OS, mo (95% Cl)

Not reached
23.3 (21.3, NR)

HR, 0.68 (95% CI: 0.46, 1.00)

Atezo + Bev Not reached Atezo + Bev
Sunitinib Not reached Sunitinib
HR, 0.81 (95% CI: 0.63, 1.03)
P =0.09
1.0
1.0
0.91
0.94
0.81
0.84
0.7
0.74
— 0.64
< 061 S
2 S 0.5
S 0.51 5
3 @ 0.4
@ 0.4
0.3
0.34
0.2+
0.24
0.14
0.14
0
0 T T T T T T T T T 0
3 6 9 12 15 18 21 24 27
Months No. at Risk
No. at Risk Atezo + Bev 178
Atezo + Bev 454 428 398 371 341 246 141 69 18 Sunitinib 184
Sunitinib 461 422 384 357 331 227 126 65 15

3 6 9 12 15 18 21 24 27
Months
169 160 147 139 109 55 26 6
169 154 141 134 96 51 27 6

Minimum follow-up, 12 mo. Median of follow-up, 15 mo. Event/patient ratio: 27% for atezo + bev, 31% for sunitinib
The OS analysis did not pass the P value boundary of alpha = 0.0009 at the first interim analysis.

Motzer et al. ASCO GU 2018.
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Overall Survival in ITT and PD-L1+

Atezo + Bev Sunitinib

Diarrhea
PPE
Hypertension

Fatigue

Nausea

Discontinuation rate due to AEs lower with bev/atezo;
16% of patients required steroids.

Asthenia ‘
All-grade AEs

Vomiting - All-grade AEs
Grade 3-4 AEs

Grade 3-4 AEs
Proteinuria M

60% 50% 40% 30% 20% 10% 20% 30% 40% 50% 60%

Motzer et al. ASCO GU 2018.
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Case Study 2: Bev/Atezo

s
* 91 years young female diagnosed in 2011 — radical nephrectomy

- Comorbidities of hypertensionand osteoporosis

* She initiated a front-line study of bevacizumab with MPDL3280A
(atezolizumab)on 11/25/14

* Fatigue and proteinuria — over the course of her treatment
- 3-year durable PR
* Able to maintain her QOL and her work as a museum docent

2018
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CTCAE 5.0 Toxicity Grading for Proteinuria

Proteinuria

Renal injury and proteinuria (bevacizumab package insert):

dipstick; urinary
protein <1.0 g/24
hours

. Monitor urine protein

g/24 hours

Pediatric: Urine
protein/creatinine
(P/C) ratfio 0.5t0 1.9

*  Discontinue for nephrotic syndrome

Pediatric: Urine
protein/creatinine
(P/C) ratio >1.9

«  Withhold until less than 2 g of protein in urine

Adverse event Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Adult: 2+ and 3+
proteinuria on Adult: Urinary
1+ proteinuria on dipstick; urinary protein 23.5 g/24
protein 1.0 fo 3.4 hours

2018
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A Banner Year for Immunotherapy in RCC

I
I

ESMO 2018: Axitinib/Avelumab vs Sunitinib Primary Analysis

2018

JADPRO




The Current Landscape...

100%
80%
£ 60%
5 60%
an mCR
o 40% = CR+PR
4 u CR+PR+SD
20%
0%
Bevacizumab + Axitinib + Axitinib + Lenvatinib + Tivozanib + Cabozantinib +
Atezolizumab Avelumab Pembrolizumab Pembrolizumab  Nivolumab Nivolumab*
(n=454) (n=55) (n=52) (n=30) (n=14) (n=13)
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Objective of Combination Therapy

A
) ) ) \
o) o) o)
— — | -
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o Ke) o
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[72] [72] N
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— —_ | -
[@)] [@)] (@)]
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S S | .
o o o
R IS X
Time Time Time
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Key eligibility criteria: Avelumab 10 mg/kg IV Q2W
* Treatment-naive aRCC +

with a clear cell Axitinib 5 mg PO BID
component Stratification: (6-week cycle)

« ECOGPS(0vs1)

2> 1 measurable lesion as

: » Geographicregion
defined by RECIST v1.1 (USA vs Canada/Westem

: : Europe vs ROW)
Tumor tissue available for Sunitinib 50 mg PO QD

PD-L1 staining (4 weeks on, 2 weeks off)
ECOGPS 0 or 1

BID, twice per day; ECOG PS, Eastern Cooperative Oncology Group performance status; IV, intravenous; PO, orally; Q2W, every 2
weeks; QD, once per day; ROW, rest of the world.

®,°2018
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Primary

PFS IRC in the PD-L1+ G oo
100 -
R g9 - Median PFS (95% Cl), months
g 80 - Avelumab + Axitinib 13.8 (11.1, NE)
e Sunitinib 7.2 (5.7,9.7)
o 70 —
§ 60 - Stratified HR, 0.61 (95% CI: 0.475, 0.790)
"é' P <.0001
[}
© 40 -
g
& 30
20 -
10
0 1 1 1 1 1 1 1 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24
Months
Number atrisk
Avel + Axit: 270 227 205 154 120 76 53 32 23 13 3 1 0
Sunitinib: 290 210 174 119 85 49 35 16 13 5 0

Minimum follow-up, 6 months. Median follow-up, 9.9 months (avelumab + axitinib) and 8.4 months (sunitinib). The PFS analysis crossed the prespecified
efficacy boundary based on the alpha-spending function (P =.001)
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Key

Secondary

PFS per IRC in the Overall Population

100

Median PFS (95% Cl), months
Avelumab + Axitinib 13.8 (11.1, NE)
Sunitinib 8.4(6.9,11.1)

Stratified HR, 0.69 (95% CI: 0.563, 0.840)
P=.0001

© O
o O
1 1

70 -

Progression-free survival, %

- N W N O O
© o o o o o o
1 1 1 1 1 1

10 12 14 16 18 20 22 24

o
N
N
»
o

Number atrisk

Avel + Axit: 442 364 321 250 193 127 94 57 42 24 8 1 0
Sunitinib:444 329 271 192 144 90 64 29 20 8 2 0

Minimum follow-up, 6 months. Median follow-up, 10.8 months (avelumab + axitinib) and 8.6 months (sunitinib). The PFS analysis crossed the
prespecified efficacy boundary based on the alpha-spending function (P =.001)
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PFS per Investigator Assessment

PD-L1+ group

Median PFS (95% Cl), months

Avelumab + Axitinib

13.3 (9.8, NE)

Overall population

Secondary
endpoint

Median PFS (95% CIl), months

Avelumab + Axitinib
Sunitinib

12.5(11.1, 15.2)
8.4(8.2,9.7)

Stratified HR, 0.64 (95% CI: 0.525, 0.775)

P<.0001

Sunitinib 8.2(6.9, 8.5)
1004 Stratified HR, 0.51 (95% Cl: 0.396, 0.653) 100
2 g P<.0001 R gp-
g S 8o
e £
3 70+ 3 70
§ 60 - E 60 1
5 507 5 507
w 0 -
g 40 - § 40
§’ 30 ? 30 1
o 20 - o 20 -
10 10 7
0 T T T T T T T T T T T T 0
0 2 4 6 8 10 12 14 16 18 20 22 24 0
Months
Number at risk Number at risk
Avel + Axit: 270 235 216 166 127 78 57 36 25 15 4 1 0 Avel + Axit: 442
Sunitinib: 290 227 191 138 100 51 32 12 10 5 0 Sunitinib: 444

2 4 6 8 10
Months

380 344 270 211 140
348 299 225 170 95

104
62

14 16 18 20

64 45 26 8
26 20 10 3
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OS in the Overall Population Wadian G5 (85% CI, months

100 AV?I_U':nab * Not reached
Axitinib
90 Sunitinib Not reached
80 — Stratified HR, 0.78 (95% Cl: 0.554, 1.084)
P=.0679
°\o“ 70 = -l—-n—n-n—u—l
ﬁ —rr—ttr—t
> —
S 60
=2
» 50
E
o 40 OS data are immature
(o) *  14% of patientswith event in the avelumab + axitinibarm
30 *  17% of patientswith event in the sunitinib arm
20
10 Median follow-up, 12.0 months (avelumab + axitinib) and 11.5 months (sunitinib).
- 0 T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26

. Time since treatment initiation, months
Number atrisk

Avel+Axit: 442 426 412 396 319 252 187 121 93 70 27 8 1
Sunitinib: 444 426 401 373 295 224 175 113 84 59 17 5 1 0

o
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Secondary

endpoint

TRAEs in All Treated Patients (N = 873)

Avelumab + Axitinib Sunitinib
(N =434) (N =439)
All grades Grade 3 (4) All grades Grade 3 (4)
All TRAES, % 95 51 (4) 96 48 (7)
Diarrhea 54 5(0) 45 3(0)
Hypertension 48 24 (0) 32 15(0)
Fatigue 36 3(0) 36 4(0)
Hand-footsyndrome 33 6 (0) 34 4 (0)
Dysphonia 27 1(0) 3 0(0)
Nausea 25 1(0) 34 1(0)
Hypothyroidism 24 <1(0) 13 <1(0)
Stomatitis 22 2(0) 23 1(0)
Decreased appefite 20 2(0) 26 1(0)
Dysgeusia 13 0(0) 32 0(0)
Increased alanine aminotransferase 13 4(1) 10 2(0)
Thrombocytopenia 3 <1(0) 18 5(1)
Anemia 2 <1(0) 17 5(<1)
Neutropenia 1 <1(0) 18 7(1)
TRAESs leading to discontinuation of all study drugs, %* 4 8
TRAESs leading to death, %" 1 <1

Treatment-related adverse events (TRAESs) of any grade occurring in 220% of patients orgrade 3-4in =3% of patientsare shown. * No events occurred
in = 1% of patients. T Grade 5 events occurred in 3 patients in the avelumab + axitinib arm (myocarditis, necrotizing pancreatitis, sudden death; n = 1
each); in 1 patientin the sunitinib arm (intestinal perforation).
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Secondary

endpoint
AEs of Special Interest in All Treated Patients
Avelumab + Axitinib
(N =434)
All grades Grade 3 (4)

All immune-related AEs, % 38 8 (1)

Hypothyroidism 21 <1(0)

Liver function test abnormalities 5 4 (<1)

Adrenal insufficiency 2 1(0)

Diarrhea 2 1(0)

Acute kidney injury 1 1(0)

Colitis 1 1 (0)

Hepatotoxicity 1 1(0)
Infusion-related reaction, % 12 1(0)

High-dose corticosteroids® were administered to 11% of patients who experienced an immune-related AE.

Immune-related AEs of any grade occurring in = 5% of patients or grade 3 in = 1% of patients are shown. * 240 mg total daily prednisone or equivalent.
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Case Study 3: Avelumab/Axitinib

[/ 7-year-old male diagnosed in 11/14 — had
nephrectomy and developed med LN’s and lung mets

- 6/21/18 started avelumab/axitinib

+ 8/16/18 developed left sided facial droop with no other neuro
symptoms — Treatment held

- Differential dx: thrombosis, stroke r/t axitinib

2018
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Neuro Workup

- Head CT negative
- Brain MRI negative; neurology referral

» Suspected myasthenia gravis (autoimmune disorder of the
proteins in the post synaptic membrane of the NMJ)

- Marked improvement in symptoms with physostigmine 60 mg
TID over 3 months and resumed therapy with
lenvatinib/everolimus
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A Banner Year for Immunotherapy in RCC

B 1< there arore for (NI

TKI monotherapy?

. S
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Cabozantinib

* Clear cell histology
* Measurable disease
* Intermediate/poor risk

Metastatic renal cell
carcinoma G
* No prior systemic trx
N

Sunitinib

Primary endpoint of progression free survival.
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®,°2018
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Table 1. Adverse Reactions Occurringin2 10% Patients Who Received Cabozantinib in METEOR

Adverse Reaction

CABOMETYX(n=331)

Everolimus(n=322)

All
Grades

Grade
3-4

All
Grades2

Grade
3-4

Percentage (%) of Patients

Gastrointestinal Disorders

Diarrhea
Nausea
Vomiting
Stomatitis
Constipation

Abdominal pain
Dyspepsia

11
4

N

28
28
14
24

19
13
5

Fatigue
Mucosal inflammation

Asthenia

Decreased appetite

Rash4
Dry skin

Metabolism and Nutrition Disorders

Palmar-plantar erythrodysesthesia

<1

®,°2018
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PFS per IRC and Overall Survival

Subgroup Analyses of PFS per IRC

1.0+ No. of ) '
Median PFS Events All patients —a—
ﬁ =+ Cabozantinib (N=79) 8.6 mo 43 IMDC Risk Group '
0.8- Int diat —_—
o ~+~ Sunitinib (N=78) 53mo 49 ntermediate .
q6 Poor - :
0.6- HR=0.:18 (95% CI: (_).31-0.74), Bone Metastases '
.Z‘ p=0.0008 (2-sided) Yes - )
= No = :
o]
® 04 MET Status '
'8 Positive = :
E 0.2+ Negative - :
L} ] L] ] 1 L}
0625 0.125 0.25 0.5 1 2
0.0 T T T L] T T T L] T 1 < >
Favors Favors
o 3 6 9 12 15 18 21 24 27 30 cabozantinib  sunitinib
No. atrisk Time Since Randomization (Months)
Cabozantinib 79 51 37 24 22 18 12 5 2 1 0 .
Suniinb 78 3% 21 12 9 5 3 2 1 0 0 Overall Survival (OS)

HR=0.80 (95% Cl: 0.53-1.21); p=0.29 (2-sided)

Data cutoff : PFS, Sep 15,2016; 0S, July 1,2017;IRC, Independent Review Committee; Median OS: Cabozantinib 26.6 mo. Sunitinib 21.2 mo
IMDC, International Metastatic RCC Database Consortium. : . ’ .
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Case Study 4: Managing TKI Toxicity

* 64-year-old male auto mechanic with met RCC; pT3a clear cell RCC
had a laparoscopic nephrectomy on 6/2015

+ 12/2017 he presented with progression to brain, mediastinum, bone
» Cabozantinib: oral inhibitor of TKs including VEGF, MET, AXL
- Started 1/18 at 60 mg and was decreased to 40 mg for fatigue

- 5/18 developed PPE/HFS, which was maintained as a grade 1 with
good hand care

2018

JADPRO




Palmar-Plantar Erythrodysesthesia (PPE)

* In RCC trials, PPE occurred in 42% of cabozantinib patients;
grade 3 PPE occurred in 8% of cabozantinib patients

- Withhold cabozantinib in patients who develop intolerable grade
2 PPE or grade 3 PPE until improvement to grade 1

- Resume cabozantinib at a reduced dose

2018
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Management Strategies for Keeping Patients
on TKils

- Start strong and provide a close system of patient feedback

- Manage patient and family expectation around dose adjustment
and reassure them that we want to maintain QOL while getting
the most of the treatment as possible

» Oral therapies can require as much teaching/support as IV
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Beyond the Current Debate ...

=

2007 2009 2011 PAVNES
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Kidney Cancer

Key Eligibility (n=664)
* High risk OR limited metastasis
s/p metastasectomy
s/p nephrectomy < 12 weeks
No evidence of residual disease
Clear cell or sarcomatoid
histology

Stratification Factors

» Disease stage (T2/T3a vs.
T3b/c/T4/N+ vs metastasectomy)

« PD-L1 (ICO vs IC1/2/3)

* Region (US/Canada vs ROW)

Atezolizumab 1200 mg
IV g3wk x 16 cycles

Placebo g3wk x 16
cycles

H Cit\/of
Hope

NCT02450331: A Phase Ill, Open-Label, Multicenter, Randomized Study of Atezolizumab (Anti-PD-L1 Antibody) Versus Observation
as Adjuvant Therapy in Patients With High-Risk Muscle-Invasive Urothelial Carcinoma After Surgical Resection

®,°2018
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Cabozantinib with Atezolizumab

Dose Expansion

RCC with clear cell histology who have not
received prior systemic anticancer therapy

UC with progression on or after platinum-
containing chemotherapy

Dose escalation
» UC (including renal pelvis, ureter,

bladder, urethra) after prior platinum-

based therapy, or
» RCC (clear cell, non-clear cell) with or
without prior systemic anticancer therapy

UC not eligible for cisplatin-based chemo and no
prior platinum-based chemotherapy

——/

UC eligible for cisplatin-based chemotherapy
with no prior platinum-based chemotherapy

Now expanding to 18
i I AT S Dose Escalation in ncRCC Planned

NCT03170960: A Phase 1b Dose-Escalation Study of Cabozantinib (XL184) Administered in Combination With Atezolizumab to Subjects With K Eiié\é”é
Locally Advanced or Metastatic Solid Tumors

0%,
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' mMPRCC

+ Histologically confirmed
diagnosis of PRCC

» Measurable disease

* 0-1 prior lines of therapy
* No prior therapy with
sunitinib
A\ * Zubrod 0-1

Sunitinib

Cabozantinib

Crizotinib

Savolitinib

« Tackles a rare subtype of kidney cancer called papillary

Supported by NCI grants

NCT02761057: A Randomized, Phase Il Efficacy Assessment of Multiple MET Kinase Inhibitors
(Cabozantinib [NSC #761968], Crizotinib [NSC #749005], Savolitinib [NSC #785348], and
Sunitinib [NSC #736511])in Metastatic Papillary Renal Carcinoma (PAPMET)

| Primary Endpoint:

* Progression-free survival
Secondary Endpoints:
» Overall survival

* Response rate

+ Adverse events

» Exploratory evaluation of:
+ MET mutational status

* MET expression

0%,
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Second- and Third-Line Therapy Trial

N =306

Key Inclusion Criteria

= Advanced clear cell RCC

* Progression on/after 1 prior
VEGF-targeted treatment

= Prior PD-1/PD-L1 inhibitor
treatment is allowed S
= Measurable disease Lenvatinib 14 mg qd%

= KPS 2 70 +

Lenvatinib 18 mg qd

+
Everolimus 5 mg qd

Everolimus 5 mg qd

*On Cycle 2 Day 1: Lenvatinib will be escalated to 18 mg qd if

no intolerable G2 or G3/G4 AEs or SAEs are observed in the
first 28 days

International study:

Lead sites in US, Korea, Europe
FDA mandated study that may change dosing of an approved regimen

Heng
(Calgary)

Puente
(Spain)

og Cityof
kK Ho}l)oe
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Thank you to our patients and their families for
their continuing interest in progress

Without deviation

progress’is not possible.
' Frank Zappa

j @montypal
/  @kanurkkooo
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SMARTIE

This has been a SMARTIE presentation.
SMARTIE participants, you can now go to smartie2018.com
or visit the SMARTIE booth to answer the post-session
questions for this presentation.

If you would like more information about this program, please ask
a conference staff member or visit the SMARTIE booth.
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