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Understanding IMDC Criteria

for Metastatic Renal Cell Carcinoma
(RCC: Heng criteria)
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2015-2017: Introduction of New Players in 2"d-line

Trial VEGF agent vs non RR (%) PFS (mo) 0% (mo)
VEGF

TARGET Sorafenib vs Placebo  10wvs 2 55vs 28 19.3vs 159

triall

RECORD 12 1ll 410 Everolimus vs Placebo 1wvs 0 49vs19 14 8vs 144

AXIS? {1} 723 Axitinib vs Sorafenib 194vs 94 6.8vs 4T 201vs 182

!I'-.ITDRS ECT 1Nl 512  Temsirolimus vs 4.28vs 3.9 1227 vs 1355
Sorafenib

METEOR= {1} 658 Cabozantinib vs 21vsh T4vs 38 21.4vs 165
Everolimus

CheckMate 1l 821 Nivolumab vs 21.5vs 39 46vs 4.4 25.0vs 18.6

0256 Everolimus

HOPE® Il 153 Lenvatinib+Eve vs 43vs 2Tvsh6 146vsT4vshh 255Hvs191vs154
Eve vs Lenvatinib

1.Escudier B et al., New Engl J Med 2007; 2. Motzer RJ et al., J Clin Oncol 2004; 2. Rini Bl et al, Lancet 2011; 4.Hutson TE et al, J Clin Oncod 20014; 5.
Choueiri TK et al.. New Engl J Med 2015; 6. Motzer RJ et al.,, New Engl J Med 2013 7 Motzer R et al., J Clin Oncol 2013



EAU 2018 Guidelines

First-line therapy Second-line therapy

IMDC favourable sunitinib or
risk disease pazopanib

ipilimumab/
nivolumab
IMDC intermediate
and poor risk
disease cabozantinib,
sunitinib or
pazopanib*

: Boxed categories represent strong recommendations
*pazopanib for intermediate risk only.

eresenenar: 2019 Genitourinary Cancers Symposium | #GU19

cabozantinib or

nivolumab

cabozantinib or
VEGF-targeted
therapy

VEGF targeted
therapy or
nivolumab

Third-line therapy

cabozantinib or
nivolumab

cabozantinib or an
alternative targeted
therapy

An alternative
targeted therapy or
nivolumab



ESMO Guidelines 2019

First lime’ | Risk gromp Standard Oplion

histalogy anbiype

Clear 21l ol sSumitin [L A) High dose IL2 [I11, B]
Pazopanib [I. A] Bevacizumab + low dose
Bevacimumaly + [FN [ A] IFH [I1I, E]

Tivozamb [II. Al
Intermecdate | Nivolmnabt+ Ipilimumab [L A] | Cabozantinib [11, A]
Sumitinib [L, B)

Pazopanily [1. B]
Tivozanib [I1. B]
Bevacizumab + [FX [IL ]
Poor Wivelmnab+ Ipdimmmak [I A] | Cabozantinib [11, B)
Sumitinib [IT, €]

Pazopanit [I1. ]
Temsmohimms [I. O

First line Standard Option

TKI Nivolumab [I, A] Axitinib [IIB]

Evns 15

Lenvatimb + Everolimus [V. C]

Nivolumab + Ipilimumab Any TKI [IV. C]
Lenvatinib + Everolimus [V. C)




Cabozantinib Targets Multiple Distinct Pathways!?

» (Cabozantinib is an oral small molecule
inhibitor of multiple tyrosine kinase
receptors, including:

* MET
« AXL
* VEGFR-1, 2, 3

» (Cabozantinib, by targeting more than just
the VEGF pathway, provides a multi-
targeted approach for the treatment of
RCC

* This may help to overcome resistance to VEGFR
inhibition?

1. Elaberited from Take MF, of . bl Concer Thar 2001106298308
2. Yoru WA, ol Covear M 200174 PE-RE, [P



Antl-Metastatic Effects of Cabozantinib in a Preclinical Mouse Model

* |n preclinical models, cabozantinib has been shown to inhibit MET, AXL, and VEGFR-
1, VEGFR-2, VEGFR-3, among others, and thereby inhibit tumour angiogenesis,
invasiveness, metastasis, and drug resistance!™

Anti-metastatic effect of cabozantinib in the liver®

R
[ 4
4

Proliferation (RAS-MAPE) ncreased
noreased invasieeness/EMT |RAS, FAK) ncrensed
rhibition of sgapteosis | P13 kinass) Jacranse 5P -1

®

- S RIP-Taz2 mous= model | pancrastic nevrosndocmine tumpour
CROWTH-IOTILTY- N vASION ANGIDGENESIS o 1 !

L. Yilos W, ol al Ao’ Concwr Phar 20011 D083,

4 Senrine B, o al. Mol Concey Ther JI00HS 1T Suppd jsstrad A13;

3. Buckanevich U, et ) Oy Oncal 20012513 Supplica bntract S00E Presandation vkl il:
bz eeating bririscosmnbent /B 188 medemvm



Cabozantinib Phase 3 Study (METEOR): Design

Phase 3, randomised, multicentre, open-label study to evaluate the efficacy and safety of cabozantinib vs everolimus in

patients with RCC who had progressed on prior VEGFR therapy

Cabozantinib

Patients _

& >18years of age 60mg oral 0D Endpoints

*  Advanced/metastatic clear-cell RCC

* Measurable disease Randamisation 1.1 Primary

* Recelved 21 prior VEGFR therapy and progressed No crossover allowed " Prs*
<f months after most recent dose Tumour assessment every 8 weeks (independent

* Karnofsky PS270 = (RECIST vL.1) review)

" Adequate organ and bone marrow function Treatment until loss of clinical benefit or Secondary

intalerable toxicity 05
Stratification factors * ORR
*  Number of previous VEGFR theraples T e " SAFETY

8 MSKCC criteria

10 mg oral QD
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Phase 3 METEOR Study: Primary Endpoint of PFS (Independent Review - PFS

Population)

Meadisn PFS
e [954% C1)

e (L abyiy 280 iy 187 T4[5.6-9.1) 111
s [yrolimius 188 18(17-54) 126

&

E HR = 0,58 (95% C1 0,450,735, P<0.001)
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Phase 3 METEOR Study Subgroup Analyses: PFS With / Without Bone
Metastases (ITT Population)

Patients With Bone Metastases Patients Without Bone Metastases
1.0 1.0
0.8 0.a
£ 06 0.6
: ).4 0.4
0.l 0.2
0.0 0.0
ad 3 b 9 12 15 18 0 3 b 9 12 15 18
lime {maniths| lime {manitts|

e {abiczantinit s | '/ 701 iV

Cabozentinib [n=77] W Cabozentinib [n=253) @

Everolins 1-65) 27 Everalimue (=163 41

HR = 0.33 [95% C10.21-0.54) HR=057 E5%CI045-0.71)

Bone metastases status was based on the presence of bone metastases by CT or MR per IRC at baseline
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Phase 3 METEOR Study Subgroup Analyses: PES by Selected Prior
Therapy (ITT Population)

Sunitinib Qnly Pazopanib Only Anti-PD-1/PD-L1
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Phase 3 METEOR Study Subgroup Analyses: PFS by Age (ITT Population)

Age <65 yr Ageb5to Jdyr Agez 75yr
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Phase 3 METEOR Study Subgroup Analyses
(ITT Population)

Favourable Risk Intermediate Risk
0.8 [LE
-\.-_' 11 h 11 b
u
a
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| D0ZANTND — OIS
Cabozantinib {n=150) NE tabozantinib (n=138) 199
Everelimus |n=150] 193 Everalima (1=135) 149

HA = 0,66 5% C1, 0.64-0.9) HA = 0,67 {0551, 0.48-0.54]
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Phase 3 METEOR Study Subgroup Analyses: OS by Metastatic Site (ITT

Population)

Patients With Bone Metastases
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Phase 3 METEOR Study Subgroup Analyses: OS by Tumour MET
Expression (ITT Population)

High MET Expression Low MET Expression
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Phase 3 METEOR Study: Overall Survival Rates at Selected Timepoints

" Proportion of patients alive at 6, 12, 18, and 24 months in the
cabozantinib group compared with the everolimus group

Estimate of Patients Alive: % (95% Cl}
Tl Cabozantinib Everolimus
N=330 N=328

6 months 01(87,93) 81 (76, 85)
12 months 73 (68, 79) 63 (58, 78)
18 months 58 (53, 64) 47 (41,52)

24 months 48(39,59) 31(23,39)

. 1. Chnsaifl T, ot al. N gl b 20154730315
Drtvarbol: 100203 o ohcnssir TX, it . Lot Civeed 200817401327



Phase 3 METEOR Study: Adverse Events Reported in 225% of Patients in Either Arm
(Safety Population)

o | oemapm

Adverse event, %

Any AE 100 11 09 60
Diarrhoea 75 13 29 ?
Fatigue 59 11 A8 !
Mausea 22 5 29 <]
Decreased appetite 4] 3 35 <1
PPE syndrome 43 8 b <1
Hypertension 37 15 8 4
Vomiting 3 3 13

Weight loss 34 3 15 <1
Constipation 27 <] 20 <1
Anaemia 18 b 3 1]
Cough 21 <1 3 <1
Dyspnea 20 3 30 4
Rash 16 <] 29 <1

1. Chousir] T, gt al. J e Oncal 201654 Suped | abutrict 4508

g - N
FPE, palmir-plantar anthoyeeithetls . o] T, ol Lt el 300817401937



Phase 3 METEOR Study: Grade 3/4 Adverse Events Reported in >5% of
Patients in Either Arm (Safety Population) by Age

Grade 3/4 adverse
event, % Cabozantinib Everolimus Cabozantinib Everalimus Cabozantinib Everolimus
(n=197) (n=193) (n=107) (n=93) [n=27) (n=36)
B8 B0 75 B0 78 28

Any AE

Diarrhoea 14 2 12 2 11 3
Hypertension 13 2 15 b 26 g
Fatigue 8 ! 11 10 30 b
PPE syndrome 8 0 10 3 0 0
Anaemia 5 15 I 18 7 22
Hyperglycaemia 0 5 3 5 0 ]
Hyponatraemia 1 1 b 3 183 8
Asthenia 3 2 3 3 13 3

P, pilmir-plantir edbrodyienithels 1. Donabowf, ot ol J Clie cincl 200738 pe atatrad 4578
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Phase 3 METEOR Study: Summary

Treatment with cabozantinib significantly increased 05, delayed disease progression, and improved the
objective response compared with everolimus in patients with advanced RCC post-VEGFR TKI therapy

Consistent PFS, OS and ORR benefit associated with cabozantinib was observed across all patient

subgroups included in the Phase 3 study

@EEWE{' survival benefit was applicable to patients in all MSKCC risk categories and irrespective of the extent of
gur burden and number of previous VERGFR TKIs

>

¢ The most common previous treatments were sunitinib and pazopanib, consistent with standard clinical practice

Cabozantinib maintains QoL over time in patients with advanced RCC to a similar extent to everolimus

The safety profile of cabozantinib was acceptable and tolerability was similar to other VEGFR TKls used in
this patient population

* The most common Grade 3/4 adverse events reported following treatment with cabozantinib were hypertension {15%),
diarrhoea (11%) and fatigue (3%)



ESMO Guidelines 2019
First lime/ | Risk group’ | Standard Option
histelogy | subrvpe
Clear cell | Giood Sugitioib [1, 4] High dese IL2 [IIL B]
Pazogaiiit [1, &) Bevisizninab + low dose
Bavacizniab =+ IFK [1, A) IFH [I01, B]
Tivozamib [T1, A]
Intexmedinte | Mivolneal-+ Ipdinnmal [1, A] | Caboezanting [IT, 4]
Suiting [T, 5]
Pazopanib [I. B]
Tivozasih [11, B]
Bevacizmmab + IFM [IT,
Poar Mivolneat Ipdinmmab [I A] | Cabozantingd [IL, B]
Sumitinit [IL, ]
Pazapanib [11, €]
Temsirolinms L €]
First line Standard Option
TKI Nivolumsb [I, A] Axitinib [TTB]

Cabozantib [L Al Everolimus [IIEB]
Lenvatinib + Everolimus [V, C)

Nivolumab + Ipilimumab Any TKI [TV, C]
Lemvatinily + Everolimms [V, C]




Nivolumab

fully human 1gG4 programmed death-1 (PD-1)
antibody that blocks PD-1 interaction with its

ligands, PD-L1 and PD-L2, releasing inhibition

of the antitumor immune response



Nivolumab Mechanism of Action

o d

@ -

Nivolumab

Blockade of PD-1 and PD-L1/-L2 results in
reactivation of antitumor immune response



Tolerability of I-O therapies

Chemotherapy I-O therapies Targeted
Target Target theraples
Rapidly dividing tumor Immune system Target
and normal cells AEs Specific molecules
Unique events can involved in tumor growth
AEs occur due to immune- and progression - AEs

Diverse due to non Reflect targeted nature

specific
nature of thera
2 py

system activity

Different spectrum of AEs with each modality

Some AEs with I-O may present like those with other therapies

BUT — AEs may have different etiologies (eg, diarrhea/colitis, fatigue,
rash/pruritus endocrinopathies)

Require different management strategies



Different toxicity

Result from increased
or excessive immune
activity

Systemic high-dose
corticosteroids*
may be required for
severe events

Can be severe or
life-threatening; may
involve various organs

Immune-
mediated

adverse Early diagnosis
Unless an alternate reactions and appropriate _
aetiology has been management essential
identified, consider all to minimise
signs and symptoms life-threatening
complications

Patient education for
early recognition

*With or without additional immunosuppressive therapy

Bristol-Myers Squibb. YERVOY (ipilimumab) REMS and Prescribing Information available at http:/fuww.yervoy.com accessed November 26, 2013



Quality of Life and Overall Survival in
Patients With Advanced Clear-Cell
Renal Cell Carcinoma Treated With

Nivolumab Versus Everolimus in
the Phase lIl CheckMate 025 Study

David Cella,! Viktor Griinwald,? Paul Nathan,3 Justin Doan,?
Homa Dastani,* Fiona Taylor,> Bryan Bennett,® Michael
DeRosa,>
Scott Berry,” Kristine Broglio,” EImer Berghorn,* Robert J.
Motzer,3

25



Figure 1. CheckMate 025 Study

Design'
Patient eligibility i WS  Study endpoints
* aRCC with clear-cell | 3 mg/kg » Primary
component | intravenously -0S
o KPS >70% ! every 2 weeks
|

* One or two prior — * Secondary

Randomize 1:1

6 months prior to
enrollment

anti-angiogenic | - ORR
therapies : - PFS
| _
* Progression within | ) aggtgL
|
|

KPS = Karnofsky performance status; ORR = objective response rate; PFS = progression-free survival



Introduction

In the phase Il CheckMate 025 study in previously treated
patients with advanced renal cell carcinoma (aRCC),
nivolumab demonstrated an overall survival (OS) benefit and
an improvement in quality of life versus everolimus

— Median OS (95% confidence interval [Cl]): 25.0 months versus
19.6 months

— Median change from baseline scores on the Functional
Assessment of Cancer Therapy—Kidney Symptom Index—Disease
Related Symptoms (FKSI-DRS) questionnaire was significantly
improved (P < 0.05) with nivolumab versus everolimus through

week 104



HRQoOL Assessment

HRQoL was assessed with FKSI-DRS? in the phase Il
CheckMate 025 trial

— HRQoL assessments with FKSI-DRS were done at baseline, on day
1 of each cycle, beginning with cycle 2, and at the first two follow-
up visits

— FKSI-DRS is a disease-related kidney cancer questionnaire
consisting of nine symptom-specific questions that address lack of
energy, pain, weight loss, bone pain, fatigue, dyspnea, cough,
fever, and hematuria

— Higher scores indicate better health state

— The HRQoL questionnaire was completed before treatment dosing
or any procedures



Summary and Conclusions

* In the phase lll CheckMate 025 study, HRQoL change
from baseline FKSI-DRS scores were significantly better
for the nivolumab versus everolimus treatment arm by
both descriptive and mixed-model analyses

 More patients experienced a clinically meaningful
improvement and a shorter time to improvement in
HRQolL when treated with nivolumab versus everolimus

* There was a positive association between baseline
HRQoL scores and OS, suggesting the



Immune-Mediated Adverse Reactions

Skinl24 Gastrointestinal Endocrine Respiratory
tract! system?* system?-2

" )

Liver24 kidneys Nervous Eyes'?
system?




Pneumonitis

Incidence

Pneumonitis (including interstitial lung disease)
All grades: 3,2% Grades 3: 0,8%
Grades 4: <0,1%

No grade 5 reported

Risk factor

Symptom

Onset

Assessment

Management

No underlying factor identified to date
No apparent relationship to tumor type

— Cases observed in multiple tumor types (Melanoma,
RCC, NSCLC, etc)

Cough, SOB/Dyspnea (rest or exertion), Fever
Asymptomatic radiographic changes

Median time to onset 3.6 months (range: 0.4-19.6)

Pulse oximetry (rest and exertion)
CXRor CT

Delay Nivolumab dosing
Corticosteroids

= if not improving 48 hrs or worsening, add
immunosuppressants

Call BMS Medical




Algorithm for Pulmonary Adverse Event

Rule out non-inflammatory causes. If non-inflammatory cause, treat accordingly and
continue I-O therapy. Evaluate with imaging and pulmonary consultation.

Grade of

Pneumonitis
(NCI CTCAE v4)

Management

Follow-up

Grade 1

* Continue I-O therapy

Mild to moderate
new symptoms

B

* 1.0 mg/kg/day methyl-prednisolone
IV or oral equivalent

N

I-O therapy

* Monitor for symptoms every 2-3 e
Radiographic changes CELR * Treat as Grade 2 or 3-4
only * Consider Pulmonary and Infectious
Disease (ID) consults
If improves:
. ) * When symptoms return to near baseline, taper
Grade 2 BelayiEOtherapy steroids over at least 1 month and then resume

* If not improving after 2 weeks or worsening:

* Treat as Grade 3-4

threatening

Grade 3-4 * Permanently discontinue I-O
Severe new therapy
symptoms; * 2-4 mg/kg/day
New/worsening methylprednisolone IV or IV
hypoxia; Life- equivalent

Patients on IV steroids may be switched to an equivalent dose of oral corticosteroids (e.g. prednisone) at start of tapering or earlier, once
sustained clinical improvement is observed. Lower bioavailability of oral corticosteroids should be taken into account when switching to the

Agtilinties godatifiofectbrercosteroids.




Skin Toxicity

Incidence

Manifestations

Onset

Management

Note

* Rash All grades: 28,0% Grade 3: 1,0%
* No Grade 4 reported

Rash typically focal with a maculopapular appearance occurring on the trunk,
back, or extremities
Pruritus
Erythema
Rash—maculopapular
Skin exfoliation
Urticaria
Ulcer
Vitiligo
* Median time to onset 1.4 months (range:0.0-17.2)

Symptomatic management
* Topical corticosteroids for rashes
* Anti-histamines for pruritus

Some skin reactions occurred in the context of infusion related reaction




Skin Toxicity Management Algorithm

Grade of

Rash Management Follow-up
(NCI CTCAE v4)

Grade 1-2 0 Svrtp:_tt:mv_therapv (e-g- Hiworsens:
Covering <30% sl sy * Treat as Grade 3-4
BSA* topical steroids)
If improves to Grade 1:
*Taper steroids over at least 1 month and add
Grade 3 ) Delay 1-0 therapy per protocol prophylactic antibiotics fOI' Opportunistic
Covering >30% « 1.0-2.0 mg/kg/day IV infections
BSA; methylprednisolone IV or oral *Resume I-O therapy per protocol
Life threatening equivalent
consequence*

For Grade 4:
*Discontinue permanently I-O therapy

Patients on IV steroids may be switched to an equivalent dose of oral corticosteroids (e.g. prednisone) at start of tapering or earlier, once
sustained clinical improvement is observed. Lower bioavailability of oral corticosteroids should be taken into account when switching to the
equivalent dose of oral corticosteroids.

*Refer to NCI CTCAE v4 for term-specific grading criteria.

Antibiotics = Anti-infectives



Gastrointestinal Toxicity

* Diarrhea or colitis All grades: 13,6% Grades
_ 3:1,6%
Incidence .« No grade 4 reported

* Most cases of diarrhea were low grade
* Colitis occurs less frequently than diarrhea

* Median time to onset 1.8 months (range:0.0-20.9)

Onset

e Use results of diagnostic evaluation to guide management

Assessment L : :
A negative diagnostic evaluation may need to be repeated
* Initiate treatment early
* Low grade diarrhea
— managed symptomatically + dose dela

Treatment sl Bl V= vy

High grade cases of diarrhea/colitis
— managed with corticosteroids (If steroids are
begun, taper slowly)

All cases of high grade diarrhea/colitis have resolved




Algorithm for Suspected GI Toxicity

Infectious causes to be ruled out! Opiates / narcotics may mask symptoms of perforation! No infliximab
in case of perforation / sepsis!

Grade of
Diarrhea/Colitis Management Follow-up
(NCI CTCAE v4)

* Close monitoring for worsening symptoms.
e * Educate patient to report worsening immediately

Diarrhea: < 4 stools/day over « Symptomatic treatment If worsens:

baselins; COI%iS: isy_q\ptomatic * Treat as grade 2/3 or 4

Grade 1 * Continue I-O therapy per

Diarrhea: 4-6 stools per day  Delay I-O therapy If improves to grade 1:
S maronng as, | |- G2 beris 9310 Resume O tharapyparprotocl
Colitis: abdominal pain; blood in mg/kg/day - If G2-G3 improves with corticosteroids thergp_y_:
I stool ! methylpr_edmsolone IV or * Taper steroids over at least 1 month, consider
Diarrhea (G3): > 7 stools per da oral equivalent prophylactic antibiotics for opportunistic infections,
S P v * If G3: 1-2 mg/kg/day and resume I-O therapy

over baseline; incontinence;

methylprednisolone IV or
IV fluids indicated 2 24 hrs; e

. If G2 worsens or persists despite of corticosteroids
oral equivalent

interfering with ADL therapy:
Colitis (G3): severe abdominal pain, *Treat as grade 3
medical intervention indicated, If G3 worsens or persists :
peritoneal signs *Treat as grade 4

* Permanently discontinue I-
O therapy

Grade 4 * 1.0 to 2.0 mg/kg/day

methylprednisolone IV or

G4: life-threatening, perforation oral equivalent

Antibiotics = Anti-infectives . ) . . . . . . -
Pattlents on IV stero{c?s may Ee switched to an equivalent dose of oral corticosteroids (e.g. prednisone) at start of tapering or earlier, once sustained clinical

improvement is observed. Lower bioavailability of oral corticosteroids should be taken into account when switching to the equivalent dose of oral
corticosteroids.



Incidence

Manifestations

Onset

Symptom

Management

Endocrinopathies

Thyroid abnormalities All grades: 8,6% Grades 3:

0,1% No Grade 4
More than one endocrine organ may be involved

Thyroid disorders

Adrenal disorders

Diabetes

Pituitary disorders

Median time to onset 2.8 months (range: 0.0-14.0)
Within weeks ~may occur many months
* Typically identified through routine periodic
monitoring or
e Part of work up of associated symptoms

Non-specific symptoms
* Headache, fatigue, weakness, memory loss,
impotence, personality changes, and visual-field
impairment
When encountering non-specific symptoms, think of
endocrinopathies

Nivolumab may be continued once appropriate hormone
replacement initiated

Subjects with endocrinopathy may require replacement dose
steroids rather than high-dose steroids




Algorithm for Endocrinopathy

Rule out non-inflammatory causes. If non-inflammatory cause, treat accordingly and
continue I-O therapy. Consider visual field testing, endocrinology consultation and imaging

Asymptomatic
TSH elevation

* Continue I-O therapy per protocol

* If TSH < 0.5 x LLN, or TSH > 2 x ULN, or consistently out of range in 2 subsequent measurements:
include fT4a at subsequent cycles as clinically indicated; consider endocrinology consult

Symptomatic
endocrinopathy

* Evaluate endocrine function
* Consider pituitary scan
Hypothyroidism, adrenal insufficiency and

diabetes:
* Delay I-O therapy per protocol
* Initiate appropriate hormone therapy

Hyperthyroidism and symptomatic with abnormal

lab/pituitary scan:

* Delay I-O therapy per protocol

* 1-2 mg/kg/day methylprednisolone IV or PO
equivalent

* Initiate appropriate hormone therapy

No abnormal lab/pituitary MRI scan but symptoms

Suspicion of adrenal
crisis (e.g. severe
dehydration,
hypotension, shock
out of proportion to
current illness

persist:
* Repeat labs in 1-3 weeks / MRl in 1 month

If improves (with or without hormone
replacement):
* Taper steroids over at least
1 month and consider prophylactic
antibiotics for opportunistic infections
* Resume I-O therapy per protocol
* Patients with adrenal
insufficiency may need to continue
steriods with mineralocorticoid
component

Antibietics  AnBiatestiyes

* Discontinue I-O therapy per protocol

* Rule out sepsis

* Stress dose of IV steroids with mineralocorticoid
activity

* IV fluids

* Consult endocrinologist

« If adrenal crisis ruled out, then treat as above for
symptomatic endocrinopathy

For all endocrinopathies G4 or adrenal insufficiency
G3-G4:
* Discontinue I-O therapy per protocol

s may be switched to an equivalent dose of oral corticosteroids (e.g. prednisone) at start of tapering or earlier, once sustained

clinical improvement is observed. Lower bioavailability of oral corticosteroids should be taken into account when switching to the equivalent dose of oral

corticosteroids.




Renal Toxicity

*Nephritis and renal dysfunction

Incidence All grades: 3,2% Grade 3: 0,5% Grades 4: <
0,1%

*No grade 5 reported

* Steroids generally lead to clinical

Management improvement/resolution




Renal Toxicity Management Algorithm

Rule out non-inflammatory causes! If non-inflammatory cause, treat accordingly and continue I-
O therapy

Grade of
Creatinine Management Follow-up
Elevation
. G_me 1 . If returns to baseline:
Creatinine > ULN and > Continue I-O therapy per » Resume routine creatinine monitoring per protocol
than baseline but < protocol i .
1.5x *» Monitor creatinine weekly e shiy
. * Treat as Grade 2 or 3/4
* Delay I-O therapy per If returns to Grade 1:
rotocol .
Grade 2-3 . P _ . * Taper steroids over at least 1 month and resume I-O
Creatinine > 1.5x znonltor IS G o therapy and routine creatinine monitoring per
o ays rotocol
baseline * 0.5 to 1.0 mg/kg/day 8 . . )
to < 6x ULN methylprednisolone IV or oral If elevations persist > 7 days or worsen:
equivalent Treat as Grade 4
* Discontinue I-O therapy per
protocol
Grade 4 * Monitor creatinine daily
Creatinine > 6x ULN * 1.0-2.0 mg/kg/day
methylprednisolone IV or oral
equivalent

Patients on IV steroids may be switched to an equivalent dose of oral corticosteroids (e.g. prednisone) at start of tapering or earlier,
once sustained clinical improvement is observed. Lower bioavailability of oral corticosteroids should be taken into account when
switching to the equivalent dose of oral corticosteroids.

Antibiotics = Anti-infectives



General Rules:
Management of Nivolumab-Related
Select AEs

Resume Nivolumab

Low Delay the dose when AEs resolve
to grade £ 1 or baseline
Administer Discontinue Nivolumab
Corticosteroids permanently
Moderate =+ (Delay in some
~ High Immunosuppressants situations)
(anti-TNF,

mycophenolate, etc)




Lessons Learned from ~1,570 Subjects
enrolled in Nivolumab trials

The majority of treatment-related AEs are
manageable with drug interruption * corticosteroid and reversible

1. Early recognition and consideration may mitigate severe
toxicity
= Patient education

2. Refer to specific algorithms (RMP)
e Endocrinopathy e Renal Toxicity

e Hepatic Toxicity e Pulmonary Toxicity
e Gl Toxicity e Skin Toxicity
e Neurological Toxicity




Awareness is Key




Management of nivolumab irAEs: general considerations

(J Consistent with randomized phase 3 trials, most treatment-related AEs
were of low grade and manageable with established guidelines

(] Delaying the use of corticosteroids or other immunosuppressive therapy
may allow the development of severe irAEs and/or life threatening
complications

] irAE treatment is dependent upon severity:
o Grade 1-2 irAEs: dose delays and observation
o Grade 3—-4 irAEs: immunosuppression with corticosteroids

(] After irAE improvement, corticosteroids should be tapered over 4—6 weeks
(depending on the severity of the AE)

J Good compliance with irAE management algorithms is essential

O Patients on IV steroids may be switched to oral corticosteroid at an
equivalent dose at start of tapering or earlier, once sustained clinical
improvement observed. Lower bioavailabilty of oral corticosteroids
should be considered when switching.



TKI

Standard:
Nivolumab [I, A; MCBS 5]
Cabozantinib [l, A; MCBS 3]

Option:
Axitinib [ll, B]
Everolimus [ll, B]
Lenvatinib + everolimus [ll, B; MCBS 4]*

A4

Nivolumab + ipilimumab

Option:
Any TKI [IV, C]
Lenvatinib + everolimus [IV, G, MCBS 4]
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CheckMate

Introduction
+ NIVO+IPI is approved for first-line treatment of intermediate/poor-risk aRCC, based on
superior OS and ORR over SUN in the randomized, phase 3 CheckMate 214 trial™-*

— At a minimum follow up of 17.5 months, OS was superior with NIVO+IPI vs SUN (median OS not
reached vs 26.0 months; HR, 0.63; P< 0.001)'

— Confirmed ORR per IRRC with NIVO+IPI vs SUN was 42% vs 27% (P < 0.001), with complete
responses in 9% vs 1% (P < 0.001)’

— Median PFS per IRRC was 11.6 months with NIVO+IPI vs 8.4 months with SUN, but the difference
did not reach statistical significance’



CheckMate 214

Overall Survival: by IMDC Risk

Intermediate/poor risk Favorable risk
Median OS, months (95% Cl) Median OS, months (95% Cl)
NIVO+PI  NR (35.6-NE) NIVO+IPI  NR(NE)
SUN 26.6 (22.1-33.4) SUN NR (NE)
HR (95% Cl), 0.66 (0.54-0.80) HR (85% Cl), 1.22 (0.73-2.04)

P<0.0001 P =0.4426
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0 3 6 9 1215 18 21 24 27 30 33 3% 39 42 4 0 3 6 9 1215 13 21 24 27 30 33 36 39 4 4
Month
No. at risk B No. at risk Months

NIVO+PI 425 399 372 348 332 317 306 287 270 253 233 183 90 34 2 0 NIVO+PI 125 124 120 116 111 108 104 102 101 98 94 8 71 24 2 0
SUN 422 388 353 318 200 257 236 220 207 194 179 144 75 29 3 0 SUN 124 119 119 117 114 110 109 105 103 101 96 88 70 26 2 0
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Patients with treatment-related grade 3-4 AEs (%)

=N
L

CheckMate 214

Treatment-Related AEs Over Time by Most

Common System Organ Class (All Treated Patients)
NIVO+IPI, N = 547 SUN, N =535

Blood and lymphatic system
Gastrointestinal

= Endocrine == Renal and urinary 5+
Gastrointestinal s Respiratory, thoracic, and mediastinal y

Respiratory, thoracic, and mediastinal
Skin and subcutzneous tissue

\ascular
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Hepatobiliary Skin 2nd subcutaneous tissue U
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Patients with treatment-related grade 3-4 AEs (%)

+ Inthe NIVO+IPI arm, 35% of patients received high-dose glucocorticoids (240 mg of prednisone per day or equivalent) for
select treatment-related AE management

+ No additional treatment-related deaths occurred 10



