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FIRST-LINE THERAPY FOR CLEAR CELL HISTOLOGY
Risk Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Favorable? + Axitinib + pembmlizumabb (category 11) + Axitinib + avelumab® * Active surveillance®
+ Cabozantinib + nivolumabP {rﬁ‘ate ory 1) * Cabozantinib (category %B} » Axitinib {categgr 2B)
* Lenvatinib + pembrolizumab® (category 1) «| ilimum_atl: + nivolumab * High-dose IL- ()«’:at&g‘c:nr!.ir 2B)
* Pazopani
. Sunit?nib
Poor/ * Axitinib + pembmlizumabb (category 1} « Axitinib + avelumab® » Axitinib {categgr 2B)
intermediate? |+« Cabozantinib + nivolum%bh (catego ) * Pazopanib » High-dose IL- ()c’:ategory 3)
+ [pilimumab + nivolumab® (category 1) * Sunitinib » Temsirolimus® (category 3)
s Lenvatinib + pembrolizumab® (category 1)
* Cabozantinib

SUBSEQUENT THERAPY FOR CLEAR CELL HISTOLOGY (IN ALPHABETICAL ORDER BY CATEGORY)

Immuno-oncology (10) Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Therapy History Status
10 Therapy Naive * None * Axitinib + pe.-ml::rolizumal:»b » Axitinib
» Cabozantinib » Everolimus
» Cabozantinib + nivolum%bb » Pazopanib
« [pilimumab + nivolumab » Sunitinib
» Lenvatinib + everolimus « Tivozanibf
* Lenvatinib + pe:mbrt::alizumal:»b » Belzutifan (category 2B)
* Nivolumab * Bevacizumab¥9 ‘category 2B)
» High-dose IL-2 for selected atientsd (category 2B)

» Temsirolimus® {category 2B
» Axitinib + avelumab" (category 3)

Prior 10 Therapy *» None « Axitinib » Axitinib + pu.amt:-r'::clizumalztb
* Cabozantinib » Cabozantinib + nivolumabP?
* Lenvatinib + everolimus » Everolimus
» Tivozanib s |pilimumab + nivolumab®
* Lenvatinib + peml:vrc:vlizumabb
*» Pazopanib
» Sunitinib

» Belzutifan (category 2B)

» Bevacizumab9 }category 2B)

» High-dose IL-2 for selected atientsd (category 2B)
» Temsirolimus® {category ZB?

» Axitinib + avelumab® (category 3)
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SaludMadrid  Instituto de Oncologia

B comunidad de Madrid
FIRST-LINE THERAPY FOR CLEAR CELL HISTOLOGY
Risk Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Favorable? + Axitinib + pembmli:umabb (category 1 + Axitinib + avelumab® * Active surveillance®
+ Cabozantinib + nivolumabP [tﬁ‘ate ory 1) * Cabozantinib (category EB} » Axitinib [categgr 2B)
* Lenvatinib + pembrolizumab® (category 1) «| ilimum_atl: + nivolumab * High-dose IL- ()«’:at&g‘c:nr!.ir 2B)
* Pazopani
* Sunitinib
Poor/ * Axitinib + pembmlizumabb (category 1} « Axitinib + avelumab® » Axitinib [categgr 2B)
intermediate? |+« Cabozantinib + nivolum%bh (catego ) * Pazopanib » High-dose IL- [)c’:ategory 3)
+ [pilimumab + nivolumab® (category 1) * Sunitinib » Temsirolimus® (category 3)
s Lenvatinib + pembrolizumab® (category 1)
* Cabozantinib

- Updates on phase 3 studies (KN-426, CM9ER, CLEAR)
- Is it possible discontinue treatments? (TIDE-A)

- Management of non-clear cell carcinomas: B61, triplets...
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FIRST-LINE THERAPY FOR CLEAR CELL HISTOLOGY
Risk Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Favorable? + Axitinib + pembmlizumabb (category 11) + Axitinib + avelumab® * Active surveillance®
+ Cabozantinib + nivolumabP {rﬁ‘ate ory 1) * Cabozantinib (category %B} » Axitinib {categgr 2B)
* Lenvatinib + pembrolizumab® (category 1) «| ilimum_atl: + nivolumab * High-dose IL- ()«’:at&g‘c:nr!.ir 2B)
* Pazopani
. Sunit?nib
Poor/ * Axitinib + pembmlizumabb (category 1} « Axitinib + avelumab® » Axitinib {categgr 2B)
intermediate? |+« Cabozantinib + nivolum%bh (catego ) * Pazopanib » High-dose IL- ()c’:ategory 3)
+ [pilimumab + nivolumab® (category 1) * Sunitinib » Temsirolimus® (category 3)
s Lenvatinib + pembrolizumab® (category 1)
* Cabozantinib

- Updates on phase 3 studies (KN-426, CM9ER, CLEAR)
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OS overtime in ITT B CM-9ER A KN-426 ® CM-214 ¢ CLEAR

Overall Survival HR

1 ¥ J

CaboNivo 33:2 M9, : - o 5 0:66
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Rini B, et al. ASCO 2021

Motzer R et al. Lancet Oncol 2022
Burotto M et al. ASCO 2023
Motzer R et al. Cancer 2022
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100 -
90 - B 40%CR | 100 End of Pembrolizumab Events, n Median (95% Cl), mo
o 11.6% CR 2 90 Treatment Pembrolizumab + 306 15.7 (13.6-20.2)
o - ] Axitinib
ﬂé j: 7 ORR _| o E 80 — Sunitinib 311 11.1 (8.9-12.5)
& 7 7 oRR | 39.6% 35.7%PR g 70 —
& 0 |60.6% 49.1% PR ® 60
= o HR, 0.69 (95% Cl, 0.59-0.81)
g T w 29.2%
c — o,
< 40 - 2 a0 16-'0 - 20.9% 18.3%
& U 35.7% SD 2 80 — i 11.9% 4
30 4 Qo : '
) o 20 — ; i
550 o 22.7% SD 2 10 - ! ;
10 - 0 | | | | | T | | | | T |
11.6% PD 17.0% PD 0 6 12 18 24 30 36 42 48 54 60 66 72 78
Pombrailzumab + Axitinik Sunitinib® o ai sk Months From Randomization
100 —1 End of Pembrolizumab Events, n (%) Median (95% CIl), mo
Treatment Pembrolizumab + 270 (62.5) 47.2 (43.6-54.8) 2
90 —| Axitinib ' A Lenibeotimmiat = Sunitinib
o Axitinib
] Sunitinib 280 (65.3) 40.8 (34.3-47.5) s n =425
~° 80 62.6% L
o
< 70 B3 . Any adverse event 422 (98.4) 425 (100)
2 60 — ! 49.2% 41.9% HR, 0.84 (95% CI, 0.71-0.99)
'; d 45.0% 37' 10 /° Treatment-related adverse event 413 (96.3) 415 (97.6)
50 ] ! ! .17
(/2] | i :
= 40 — i . , Grade 3-5 treatment-related adverse event 291 (67.8) 270 (63.5)
© i i
e ' 1 |
g 30 — ! : ; Serious treatment-related adverse event 126 (29.4) 69 (16.2)
20 — : : : Discontinuation of any drug because of a
10 — : : ' treatment-related adverse event 143 (33.3) 58 (13.6)
0 : | | : i : i : !I : : : Death from treatment-related adverse event 5(1.2) 6(1.4)

0 6 12 18 24 30 36 42 48 54 60 66 72 78
No. at risk Months From Randomization

Rini B, et al. ASCO 2023
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ITT POPULATION
CaboNivo SUN 1004 mPFS {95% Cl), mo
(N=323) (N=328) CaboNivo 16.6 (12.8-19.5)
ORR (95% Cl), % 56.0 (50.4-61.5) 28.0 (23.3-33.2) l o 8.4 (7.0-9.7)
Odds ratio estimate (95% CI) 3.4 (24-4.7) \Y -
754 A HR (95% CI), 0.59 (0.49-0.71)
Complete response, n (%) 43(13.3) 16 (4.9) ll_1 p<0.0001*
Partial response, n (%) 138 (42.7) 76(23.2)
Stable disease, n (%) 103 (31.9) 135 (41.2) &
Progressive disease, n (%) 21(6.5) 46 (14.0) E? 5
UTD/not reported, n (%)" 18 (5.6) 55 (16.8)
Median time to response (range), mot 2.8 (1.0-24.4) 4.3 (1.7-30.4)
Median duration of response (95% Cl), mot+ 22.1(18.0-26.0) 16.1 (11.1-19.4) 1
' 41y "
0, T T I T T i T T 1
OJ mOsS {95 /0 CI)’ mo GO G 12 18 24 30 36 4z 48 54
1o CaboNivo 49.5 (40.3-NE) N Months
ey - C.il_h:\‘ii\':l 323 ?13 169 14 105 T8 ‘:._' 16 1 0
79.0% SUN 35.5 (29.2-42.3) i ]
HR (95% CI), 0.70 (0.56-0.87)
757 p=0.0014*
|
%
|
2 |
- 501 !
m 1
O 1 I
i i ol | = i
i i ! 1 o 5 |
| | | | o )
251 = a s 1 : -
| | 1 } : :
| i "0 6 12 18 24 30 36 42 48 54| 0 6 12 18 24 30 36 42 48 54| 0 6 12 18 24 30 36 42 48 54
! i Mo, a risk Months Months Months
| 1 CaboNivo 74 70 67 63 56 55 43 26 9 0 188 176 156 145 132 119 104 55 13 [} 61 52 49 42 34 33 28 16 3 0
I : SUN 72 68 63 61 55 52 49 27 2 0 88 64 45 27 a5 a5 49 1" 0 63 44 32 29 23 21 16 7 1 0
0 T T t T T T T T 1
0 6 12 18 2 s 36 42 48 54 CaboNivo NR (40.7-NE) CaboNivo 49.5 (37.6-NE) CaboNivo 34.8 (21.4-NE)
Cabativo 323 208 272 250 222 207 180 o 2 0 SUN 47.6 (43.6-NE) SUN 36.2 (25.7-46.0) SUN 10.5 (6.8-20.7)
SUN 328 276 240 217 189 168 150 83 7 0 HR 1.07 (0.63-1.79) HR 0.75 (0.56—1.00) HR 0.46 (0.30-0.72)

Intermediate/Poor mOS (mo): CaboNivo 49.5 (34.9-NE) vs SUN 20.2 (22.7-46.0) [HR (95% CI), 0.65 (0.51-0.83)]*

Burotto M, et al. CITIM 2023



CLEAR: results with 4 years FU

Relative risk® (95% CI):
1.94 (1.67-2.26)

100 —

75—

50 —

25—

LEN + PEMBRO

Diarrhea
Hypertension
Hypothyroidism
Decreased appetite
Fatigue

Stomatitis
Proteinuria

PPES

Nausea

Dysphonia

Dysgeusia

ORR: 71.3%
95% CI°: 66.6-76.0

Best overall response with LEN + PEMERO

Unk
PD  4.5%
5.4%

PR with 275%
reduction (near-CR)
ORR: 36.7% 156>
0y C-
95% Cl=: 31.7-41.7 PR with 250%—<75%
reduction
23.7%
PR PR with 230%—<50%
53.0% reduction
12.7%
SUN
LEN + PEMBRO SUN
(N = 352) (%) (N =340) (%)
se.o [T, < -
s [ X
44.9 1.1§0 241
as.5 [T T =52
a1 T T - ©
= | R ... . g
n= n=
so.« [NEET [ "EEN o5 Ay orade 5.9 2
Grade 23 | 74.1 60.3
Deaths | 11 0.3
Any Grade -

Grade 2 3 ‘.\\Q&

Motzer R, et al. ASCO 2023
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1.0
0.9
0.8 Median PFS, months (95% CI)
- LEN + PEMBRO | 23.9 (20.8-27.7)
2 SUN 9.2 (6.0-11.0)
S 0.6 HR (95% CI) 0.47 (0.38-0.57)
8 0.5- Nominal P-value | <0.0001
o
o 0.4-
[
& 031 LEN + PEMBRO
0.2- j
0.1+
0+ + Censored ’
T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60
- ; Time (months)
No. of patients at risk:
355 276 213 161 128 99 81 49 25 4 0
357 145 85 59 41 30 23 12 oy 1 0
1.0
0.9
0.8
g o7
5 69.6%
8 064 : !
) i 60.2%: LEN + PEMBRO
& 05- i :
S 04- |Median OS, months (95% Cl)
€ 3. [LEN+PEMBRO |53.7 (48.7-NE) g
@ - SUN 54.3 (40.9-NE) ;
027 THR (95% CI) 0.79 (0.63-0.99) ;
0.179 | Nominal P-value | 0.0424
0+ + Censored
0 6 12 18 24 30 36 42 48 54 60 66
. i Time (months)
No. of patients at risk
355 338 313 296 269 245 216 158 117 34 5 0
357 308 264 242 226 208 188 145 108 33 3 0



R || B Update CLEAR study: post-hoc analysis

L2 Comunidad de Madrid

Responders/Patients ORR, % Odds ratio® Median DOR, mos (95% CI)®
0,
L+P S L+P S Lalz] L+P S
Overall AsEVEEE  UEhieET 71 36.7 i 4.31 (3.14-5.92) 26.7 (22.8-34.6) 14.7 (9.4-18.2)
Baseline Lung Metastasis
Yes 184/252  80/228 73.0 &135,1 = 5.19 (3.48-7.72) 25.8 (21.4-31.7) 11.1(9.2-16.5)
No 69/103 51/128 67.0 39.8 . 3.02 (1.75-5.20) 39.2 (22.0-NE) 19.0(9.3-35.1)
Baseline Lymph Node Metastasis
Yes 110/162  58/156 67.9 37.2 0 3.66 (2.28-5.88) 25.9(20.4-36.6) 9.5(7.4-18.7)
No 143/193  73/200 741 36.5 =) 4.83 (3.14-7.43) 27.9 (22.4-36.4) 15.8 (10.9-24.0)
Baseline Bone Metastasis
Yes 48/80 24/89 60.0 27 {8 0 4.09 (2.11-7.94) 22.0(12.5-27.2) 16.6(3.7-35.5)
No 20525 Q26T 74.5 401 = 4.30 (2.97-6.20) 30.5(24.1-36.6) 13.1(9.3-18.4)
Baseline Liver Metastasis
Yes 35/63 18/70 55.6 25.7 3.51 (1.68-7.30) 20.1 (8.5-NE) 9.2 (3.7-20.3)
No 218/292 113/286 74.7 39.5 o 4.53 (3.17-6.47) 27.9 (25.5-36.4) 14.8(9.5-18.4)
Baseline Brain Metastasis®
Yes 4/6 310 66.7 30.0 = > 3.00 (0.43-20.72) 12.9 (3.3-NE) 13.7 (9.2-NE)
No 249/349 128/346 71.3 37.0 L 4.29 (3.11-5.92) 27.1 (23.4-34.7) 14.7 (9.4-18.4)
No. of Metastatic Organs/
Sites Involved
il 86/119 53/114 72.3 46.5 - 2.98 (1.71-5.21) 39.2 (27.1-46.7) 29.5(11.1-NE)
=@ 162/231 75/236 70.1 &1 ' 5.06 (3.40-7.53) 23.4 (19.6-27.2) 9.5(8.1-16.5)
Baseline Sums of Diameters
of Target Lesions
=60 mm 117462  37/161 72.2 23.0 #—p 10.50 (6.08-18.13) 25.7 (20.3-34.6) 9.5 (6.2-18.4)
< 60 mm 124/160  93/175 s ESER O 3.14 (1.94-5.07) 29.2 (22.2-37.3) 14.8(9.4-20.3)
| 1 1 1 1 1
0.00 1.00 3.00 5.00 7.00 9.00 11.00
Favors S Favors L+P

Grinwald V, et al. ESMO 2023
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FIRST-LINE THERAPY FOR CLEAR CELL HISTOLOGY
Risk Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Favorable? + Axitinib + pembmlizumabb (category 11) + Axitinib + avelumab® * Active surveillance®
+ Cabozantinib + nivolumabP {rﬁ‘ate ory 1) * Cabozantinib (category %B} » Axitinib {categgr 2B)
* Lenvatinib + pembrolizumab® (category 1) «| ilimum_atl: + nivolumab * High-dose IL- ()«’:at&g‘c:nr!.ir 2B)
* Pazopani
. Sunit?nib
Poor/ * Axitinib + pembmlizumabb (category 1} « Axitinib + avelumab® » Axitinib {categgr 2B)
intermediate? |+« Cabozantinib + nivolum%bh (catego ) * Pazopanib » High-dose IL- ()c’:ategory 3)
+ [pilimumab + nivolumab® (category 1) * Sunitinib » Temsirolimus® (category 3)
s Lenvatinib + pembrolizumab® (category 1)
* Cabozantinib

- Is it possible discontinue treatments? (TIDE-A)
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TIDE-A Study design:

75 Patients

Clear cell RCC:
Measurable disease;
ECOG 0-1;

No primary tumor;

No bulky/symptomatic
disease:

No liver metastases.

J

36 weeks of

24 weeks of

TIDE-A Study

Avelumab 800 mg IV Q2W
Axitinib Smg PO BID

CRI/PR

Avelumab 800 mg IV Q2w | PD
(axitinib interruption)

Tumor
evaluation
at W36

ary endpoint: The rate of patients free of progression after 8 weeks from axitinib discontinuation (W36+2).

/-L-\
\Sgt;ndary endpoints: mPFS, mOS, ORR and safety by local evaluation

i STOP

Avelumab 800 mg IV Q2W
Axitinib Smg PO BID

Lacovelli R, et al. ESMO 2023



aAMIE RS TIDE-A Study

SaludMadrid  Instituto de Oncologia

B comunidad de Madrid
Baseline characteristics Patients
89 pts screened N=75 (%)
( _ N Median age (min-max) 64 (42-84)
—L 10 Pts did non respect incllexcl criteria
Male sex 49 (65.3%)
79 pts started treatment
(considered for safety analysis) p N Nephrectomy 75 (100%)
47k not indluded because o Interval from Nx to Tx <1y 31 (41.3%)
N primary fumor present;
1 Iver metastases; -
Sites of metastases
1 papilary histolog
S y Lung 43 (57 3%)
[ A Lymph nodes 31 (41.3%)
s dsibmerturllaond 40 pts still on study Pancreas 16 (21.3%)
;’;3 ts interrupted axitinib outsid lh"‘: i Jode)
™ Kidney bed 11(147%
( h 5 pts disconfinued any b for toxicity Soft tissue 11 {14?%]
57 (76% ) pts had tumor response | 4 pts did not interrupt for
[9 (12%) complete; 48 (64%) partial - ;efusefdlmcal :zc;s';an . IMDC prognostic class
ts progressed before W36,
N g 1 Eadpsurggew on residual disease. Favarab!g 30 {400%]
| \.2 other J Intermediate 43 (57.3%)
- A 4 3 Poor 2 (2.1%)
29 pts interrupted axitinib -
Pﬂmm 36 (£2) *| 22 ptsstillon study ECOG performance status
\ J \ y 0 60 (80.0%)
AT A ONEress 1 L 15(200%)

Lacovelli R, et al. ESMO 2023



VA osrlta) Stntco TIDE-A Study

SaludMadrid Instituto de Oncologia

[ comunidad de Madrid

Primary endpoint:

Rate of patients free of progression after 8 weeks from axitinib interruption:

80.0%
70.0%
60.0%
20.0%
40.0%
30.0%
20.0%

10.0%
0.0%

72.4%* Considering the first 22 patients who
discontinued axitinib, 14 patients
were free from PD at week 8.

- ==~ The primary endpoint was met.

Patients enrolled (full cntena): 75.
Expected Reached Patients who interrupted axitinib at week 36 (+2): 20 (38 2%)

Patients with progression within 8 weeks from axstinib discontinuat
* Evaluated in all 29 patients who interrupted axitinib at week 36.

Prof Roborto lacovelli - @Driacovelli Content of thes presentabon s copynghl and responsibibly of the author. Permession s required for ne-

Lacovelli R, et al. ESMO 2023



‘;M g:ﬁ%‘g'lgi“lm PFS and OS in the overall population: TIDE'A StUdy

SaludMadrid Instituto de Oncologia —100%
=2
[ comunidad de Madrid —
©
£ 750 70%
59 patients CR/PR o
@
v £ 50%
<
S
o Median PFS 23.8 months
S 25%71  (95%CI,NR - NR)
o
o
0% T T T T
0 6 12 18 24 30
Time [months]
- 75 66 54 34 10 0

Duration of 15t avelumab maintenance

100% 1

75% 1 Median duration of 15t avelumab
maintenance: 16.0 weeks (95%Cl, 10.9 - 21.1)

50% 1

35%

25% 1

—

Progression-Free Survival [%]

0%

0 8 16 24 32 40 48 56 64 72 80 88
Time [weeks]

= 2921 11 7 5 5 3 2 2 1 1 1

Lacovelli R, et al. ESMO 2023
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Cabozantinib-Nivolumab nccREC

Key Inclusion Criteria
+ Advanced or metastatic ncRCC

* Measurable disease per RECIST v1.1
« 0—1 prior lines of systemic therapy

Study Treatment

Cabozantinib
40 mg PO daily

“i

Nivolumab
240 mg IV every 2 weeks

(or 480 mg IV 4 weeks)

N

Primary Endpoint
* ORR by RECIST

Secondary Endpoints
* PFS by RECIST

* PFS by irRECIST

« 0S

« Safety and tolerability

Maximum Change in Target Lesions by Histology

20% -
S 0%-
o
=
® -20%
w
©
o 0,
E -40% Papilares
"g 60% ORR 47;%
c CBR 97%
S -80% @ Papillary

B Translocation Associated
-100% - B Unclassified without Papillary Features

‘kM Hospital Clinico
San Carlos

SaludMadrid  Instituto de Oncologia
[ comunidad de Madrid

Progression-Free Survival by RECIST

‘and Overall Survival for the 40-patient Cohort

N=39*

*One patient with rapid clinical progression and unevaluable lesions exciuded from the figure

Lee CH, et al. ASCO 2021; Lee CH et al. ASCO 2023

A 1.0
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gl ﬂ.? n h|—|_l
T 06- s
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a 04
E 0.3- L U
0.2 : g
01 - 12-month PFS: 52% e TE
o'u | (95% Cl: 34,65) —
e & 1 1 2 2 ? £
0 6 12 18 24 30 36 42
Months from start of study treatment
1.0 —
& 0.9 - I"'—l mOS: 28 months
0.8 . (95% Cl: 23,43)
% 0.7 - _'—l_,_,_l_
_§ 0.6 . ‘—l__le
s 0.5 s
¥ 4 ey
£ 03 | ‘ =
3 02- : q
" 18-month PFS: 70% o |
z';_ (95% Cl: 53,82) _
e 38 32 AIE- 23 3 1;u 7 2
0 6 12 18 24 30 36 42 48

Meonths from start of study treatment




Cabo-Nivolumab-lpilimumab nccRCC aAMI S e

SaludMadrid  Instituto de Oncologia

2 comunidad de Madrid
CaNIl Schema
P
: Cabo 40 mg R S T= Still on Therapy
I\ée(a:tgsﬁﬂ:: el Cabo 40 mg c S= Sarcomatoid Differentiation
variant Ipi 1 mg/kg daily i 60
histology q3 weeks x 4 Nivﬁcl) 480kmg s
Treatment Naive or NiVO 3 mg/kg CI WEeEKS S o o . o o
ER q3 weeks x 4 5 40 4 ORR 18/) (SOACI. 106'284))
N
: V)
g 20 Disease control rate (SD+PR) 76%
[=
_ Total i =
PR SD PD o 0
39 7(18%) 23(59%) 9(23%) = TS
Histology < 504 U ¢ TY
o Lo v i )
BETIEA 20 5(25%) 11(55%) 4 (20%) £ e
Chromophobe 1 1(9%) 5(45%) 5 (45%) g 3
5 5 (100%) . A ST
| Other [N : 2(100%) . =
Unclassified 1 1 (100%) . . -60
RCC
Sarcomatoid Diff
BTN 30 5(17%) 19(63%) 6(20%) = Fistology
° 2(22%) 4(44%) 3 (33%) [ Chromophobe [ Other I Papillary
Prior Therapy -100 {7 Translocation |l Unclassified RCC TTS
TR 34 7(21%) 20 (59%) 7 (21%)
5 3(60%) 2 (40%) 1 3 5 7 9 11 13 15 17 19 21 23 25 27 29 31 33 35 37

Patient Number

McGregor B, et al. ASCO 2023



Cabo-Nivolumab-Ipilimumab nccREC

Proportion

Kaplan Meier estimate of progression free survival

1.0

0.87

0.67

0.47

0.27

0.07

No. of PFS events: 21
6-month PFS: 68%(50%-80%)
12-month PFS: 51%(32%-67%)

0

No. at risk
39

3 6 9 12 15 18 21

Months Since Start of Therapy
27 21 12 8 4 3 2

McGregor B, et al. ASCO 2023

Proportion

0.67

0.4

0.27

0.07

Hospital Clinico

Y
‘l‘ San Carlos

SaludMadrid  Instituto de Oncologia
8 comunidad de Madrid

Kaplan Meier estimate of overall survival

1.0 L_I
0.8

No. of death: 7
12-month OS: 79%(58%-90%)

0

No. at risk
39

36

28

9 12 15 18 21 24
Months Since Start of Therapy
19 15 11 7 <) 4



Keynote-B6!: Len-Pem nccRCC aAMEEe

SaludMadrid  Instituto de Oncologia

2 comunidad de Madrid
100
s T CR
Key Eligibility Criteria 904 MPrRr
Histologically confirmed T
diagnosis of nccRCC (per L
investigator) Pembrolizumab 70
Locally advanced/metastatic Nanes . :800 m? v ng for TUT; ';vf‘;i:s;f;:,'ems S o
i = <18 cycles? (~2 years o 607
disease (planned) y . (2 years) allocation then Q6W Py
No prior systemic therapy Lenvatinib for 54 weeks then i-:— 50 -
Measurable disease per 20 mg PO QD BLElyDepae € 40-
RECIST v1.1 o
Tumor tissue sample available . 10% 54% 52%
KPS 270% End Points 205 67% 56%
+ Primary: ORR per RECIST v1.1 by BICR
+ Secondary: CBR, DCR, DOR, and PFS per RECIST B 28%
v1.1 by BICR; OS, safety and tolerability
Total population Papillary Chromophobe Unclassified Translocation Other
N =158 n=93 n=29 n=21 n=6 n=9
z Pembrolizumab +
Efficacy p(;gulatlon ———
LU= N =158 100 ol il Any reduction in tumor burden
. 49 904 = Eh?n‘;;ypzugelﬁsymlngy i 3
Presence of sarcomatoid ORR (CR + PR), E = i Histology n/N %
features® % (95% CI) (41-57) E:} 70: W Translocation and other histology subtypes All 139/158 88.0
Yes 10 (12.2) DCR (CR + PR + SD), (758288) ‘E 60 Papillary 85/93 914
% (95% Cl) G o 50 Chromophobe 21/29 724
No 52 (63.4) N 79 g Unclassified 2021 952
RCC histology 26 months), % (95% Cl) (64-78) g Translocation and other 1315 867
Papillary 51 (62.2) Best response, n (%) E o
Chromophobe 15 (18.3) R 9(6) P
Unclassified 7 (8.5) bR 69 (44) g oy
Translocation 5(6.1) sD 52 (33) £ 0] :
Other 4 (4.9) - 17 (11) i =
Liver metastases 14 (17.1) NE2 1(0.6) E’ 10
Bone metastases 24 (29.3) NAB 10 (6) © ::E'
=100 J

Albiges L, et al. ESMO 2022; Lee CH, et al. ASCO 2023



Keynote-BG!: Len-Pem nccRCC aME GRS

SaludMadrid  Instituto de Oncologia

8 comunidad de Madrid
Progression-Free Survival Overall Survival
. 100+ 100+ ' 82% (95% CI, 75-88)
§ 90 - 90 - !
g 80_ :63% (95% CI, 54-70) °\° 80- :
£ 70— | — 70— :
2 ' S :
3 60- : 'E 60- :
i 50- | » 50- |
£ 40- : T 40- |
s 30- | 2 30- |
ud edian I O edian :
(@] 20- Events, n (%) (95%%I)€lmonths ! 20- Events, n (%) (95%%I)€lmonths 1
o 17.9 : NE |
a 10 ec9 (14-NR) | 104 35@ (NR-NR) |
0 T T T T T T T T 1 0 T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 0 2 4 6 8 10 12 14 16 18 20
No- atrisk 158 150 124 110 100 70 59 40 18 3 0 No- atrisk 158 155 150 144 140 108 88 68 52 20 0

Albiges L, et al. ESMO 2022; Lee CH, et al. ASCO 2023



Ve Hospital Clinico
Efficacy of IL I10-based regimens in sarcomatoid nccREE éﬁpnadrid oo

Instituto de Oncologia
B comunidad de Madrid

S/R nccRCC Non-S/R nccRCC

Cox: p-value < 0.0001 Cox: p-value = 0.23

| 10 Regimens | VEGF-TT | 10 Regimens | VEGF-TT
Median OS, mos NR 7.0 Median OS, mos 24.3 14.8
(95%Cl) (19.3-NR) |(3.9-13.0) (95%Cl) (16.6 -NR) |(12.7—18.1)

N=33

(Probability

>
E
M
L2
o
X
n
@)

OS

B /0-based regimens BIVEGF-TT I0-based regimens BVEGF-TT
0 10 20 30 40 ' ' 0 10 20 30 40
Time (months) Time (months)

Labaki C, et al. ASCO 2023



M S e Current treatment landscape mRCC

SaludMadrid  Instituto de Oncologia

B comunidad de Madrid
SUBSEQUENT THERAPY FOR CLEAR CELL HISTOLOGY (IN ALPHABETICAL ORDER BY CATEGORY)
Immuno-oncology (10) Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Therapy History Status
10 Therapy Naive * None » Axitinib + pn\eml:»rncnlizumal:rh + Axitinib
» Cabozantinib » Everolimus
» Cabozantinib + nivolum%bh * Pazopanib
s |pilimumab + nivolumab » Sunitinib
* Lenvatinib + everolimus + Tivozanibf
» Lenvatinib + pn‘:ml:\vrlzzulizumsll:rb » Belzutifan (category 2B)
+ Nivolumab® » Bevacizumab¥ (category 2B)

* High-dose IL-2 for selected atientsd (category 2B)
*» Temsirolimus® [category ZB?

+ Axitinib + avelumab" (category 3)
Prior 10 Therapy *» None » Axitinib » Axitinib + pfzmbrt;:‘lizumal:th
* Cabozantinib + Cabozantinib + nivolumab®
* Lenvatinih + everolimus » Everolimus
* Tivozanib s |pilimumab + nivolumab®
* Lenvatinib + peml:anc:lizumal:\vh
* Pazopanib
» Sunitinib

» Belzutifan (category 2B)

» Bevacizumab¥9 #category 2B)

» High-dose IL-2 for selected atientsd (category 2B)
» Temsirolimus® [category ZB?

» Axitinib + avelumab® (category 3)

- Is it possible to maintain 10 at PD? (Contact-03)

- Belzutifan: a new kid on the block



M S e Current treatment landscape mRCC

SaludMadrid  Instituto de Oncologia

B comunidad de Madrid
SUBSEQUENT THERAPY FOR CLEAR CELL HISTOLOGY (IN ALPHABETICAL ORDER BY CATEGORY)
Immuno-oncology (10) Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Therapy History Status
10 Therapy Naive * None » Axitinib + pn\eml:»rncnlizumal:rh + Axitinib
» Cabozantinib » Everolimus
» Cabozantinib + nivolum%bh * Pazopanib
s |pilimumab + nivolumab » Sunitinib
* Lenvatinib + everolimus + Tivozanibf
» Lenvatinib + pn‘:ml:\vrlzzulizumsll:rb » Belzutifan (category 2B)
+ Nivolumab® » Bevacizumab¥ (category 2B)

* High-dose IL-2 for selected atientsd (category 2B)
*» Temsirolimus® [category ZB?

+ Axitinib + avelumab" (category 3)
Prior 10 Therapy *» None » Axitinib » Axitinib + pfzmbrt;:‘lizumal:th
* Cabozantinib + Cabozantinib + nivolumab®
* Lenvatinih + everolimus » Everolimus
* Tivozanib s |pilimumab + nivolumab®
* Lenvatinib + peml:anc:lizumal:\vh
* Pazopanib
» Sunitinib

» Belzutifan (category 2B)

» Bevacizumab¥9 #category 2B)

» High-dose IL-2 for selected atientsd (category 2B)
» Temsirolimus® [category ZB?

» Axitinib + avelumab® (category 3)

- Is it possible to maintain 10 at PD? (Contact-03)



“ q Hospital Clinico

LONTAGT-03 trial San Carlos
SaludMadrid  Instituto de Oncologia
8 comunidad de Madrid
4 Key eligibility criteria b
« Advanced/metastatic clear cell or non—clear cell® Atezollzum_alr_s 1200 mg I\{ q3w
RCC with or without a sarcomatoid component o + Cabozantinib 60 mg daily PO
« Radiographic progression on or after prior IClI 1:1
treatment ]
» |CI as adjuvant, 1L or 2L (single agent or in N=522 S s
combination with another permitted agent) Cabozantinib 60 mg daily PO
\ * |Cl in the immediately preceding line of therapy Y,
4 Stratification factors ) (Primary endpoints R
. s c
. IMDC risk group . I(r;gependent centrally-assessed PFS
Ovs 1-2vs 23
* Histology Key secondary endpoints
Dominant clear cell without sarcomatoid vs » Investigator-assessed PFS¢
dominant non-clear cell without sarcomatoid vs * ORR (per central review and per investigator)c
any sarcomatoidP » Duration of response (per central review and per
* Most recent line of ICI investigator)©
\_ Adjuvantvs 1L vs 2L Yy, . Safety W,

Choueiri T, et al. ASCO 2023



San Carlos
SaludMadrid  Instituto de Oncologia
8 comunidad de Madrid

“ q Hospital Clinico

LONTACT-03 trial

Primary analysis of centrally reviewed PFS
(primary endeint) Atezo + Cabo | Cabo

i (n=263) (n=259)
PES events, n (%) 171 (65) 166 (64)
- Median PFS (95% Cl), mo 10.6 (9.8, 12.3) | 10.8 (10.0, 12.5)
X =
~°; " 12-month PFS (95% CI), % 44 (38, 50) 48 (42, 54)
g Stratified HR (95% CI)® 1.03 (0.83, 1.28); P=0.784b
@
S 60-
=
i)
&
@
o
— 40 A
@
o
(2]
o
20 A
0 -
I I I 1 1 I I I 1 1 1 I I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Number at risk Time (months)
Atezo + Cabo 263 253 226 188 158 133 100 68 43 22 7 6 2 1
Cabo 259 242 216 183 153 130 109 71 52 34 12 8 5 1

Choueiri T, et al. ASCO 2023



M S e Current treatment landscape mRCC

SaludMadrid  Instituto de Oncologia

B comunidad de Madrid
SUBSEQUENT THERAPY FOR CLEAR CELL HISTOLOGY (IN ALPHABETICAL ORDER BY CATEGORY)
Immuno-oncology (10) Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Therapy History Status
10 Therapy Naive * None » Axitinib + pu.eml:»nc:lizumal:rh + Axitinib
» Cabozantinib » Everolimus
» Cabozantinib + nivolum%bh * Pazopanib
s |pilimumab + nivolumab » Sunitinib
* Lenvatinib + everolimus + Tivozanibf
» Lenvatinib + pn‘:ml:\vn::-Iizumal:rb » Belzutifan (category 2B)
+ Nivolumab® » Bevacizumab¥ (category 2B)

* High-dose IL-2 for selected atientsd (category 2B)
*» Temsirolimus® [category ZB?

+ Axitinib + avelumab" (category 3)
Prior 10 Therapy *» None » Axitinib » Axitinib + p«embrt;:‘lizumal:th
* Cabozantinib + Cabozantinib + nivolumab®
* Lenvatinih + everolimus » Everolimus
* Tivozanib s |pilimumab + nivolumab®
* Lenvatinib + pneml:anc:lizumal:\vh
* Pazopanib
» Sunitinib

» Belzutifan (category 2B)

» Bevacizumab¥9 #category 2B)

» High-dose IL-2 for selected atientsd (category 2B)
» Temsirolimus® [category ZB?

» Axitinib + avelumab® (category 3)

- Belzutifan: a new kid on the block



“ q M Hospital Clinico
San Carlos
SaludMadrid Instituto de Oncologia
[ comunidad de Madrid

Cohort 1
Treatment-naive

Belzutifan 120 mg/day PO

Key Eligibility Criteria +

« Have locally advanced Cabozantinib 60 mg/day PO
or metastatic ccRCC N = 50°

* |s either treatment
naive or has received

prior immunotherapy : Cohort 2:
and €2 regimens for Prior immunotherapy treatment

metastatic RCC t prior targeted treatment®
+ ECOGPSOor1

Belzutifan 120 mg/day PO
e

Cabozantinib 60 mg/day PO
N = 50"

Cohort
Cohort 1 (median follow-up, 14.0 months)
Cohort 2 (median follow-up, 24.6 months)

ORR
57%#3
31%*

LITESPARK-003

Tumor Assessments
* Week 9, then Q8W for 12
months and Q12W thereafter

End Points

* Primary: ORR per RECIST v1.1
by investigator

» Secondary: PFS, DOR, and TTR
per RECIST v1.1 by investigator,
0S, safety/tolerability

Choueiri T, et al. ESMO 2023



R IV osrital Siico LITESPARK-003

SaludMadrid  Instituto de Oncologia
[ comunidad de Madrid

Baseline Characteristics

Cohort 1 Cohort 2
N =50 N=52

Age, median (range), years 64.0 (33-89) 63.0 (43-79)

265 years 23 (46) 24 (486)
Male 40 (80) 38 (73)
ECOG performance status 0/1, n (%) 33 (66)/17 (34) 23 (44)/29 (56)
IMDC risk group

Favorable 28 (56) 1 (21)

Intermediate/poor 22 (44) 41 (719)
Prior nephrectomy 40 (80) 42 (81)
Number of prior lines of anticancer therapy

1 0 (0) 20 (56)

2 0(0) 23 (44)
Prior type of anticancer therapy

Immunotherapy? 0(0) 28 (54)

Immunoctherapy + anti-VEGF/VEGFR therapy® 0(0) 24 (46)

Choueiri T, et al. ESMO 2023



RVl Hosnital Clinico LITESPARK-003

SaludMadrid  Instituto de Oncologia
[ comunidad de Madrid

ORR by Investigator in All Patients and by IMDC Risk

IMDC risk category IMDC risk category

Overall Overall
N = 50 Favorable Intermediatef N=52 Earvorable Intermediate/

£ poor = poor
n= 28 Rt n=1 n = 41

ORR (CR + PR) 35 (T0) 22 (79) 13 (59) 16 (31) 3(27) 13 (32)
DCR (CR + PR + SD) 49 (98) 28 (100) 21 (96) 48 (92) 11 (100) 37 (90)
Best response
CR 4 (8) 3 (11) 1(5) 2 (4) 0 2 (5)
PR 31 (62) 19 (68) 12 (55) 14 (27) 3 (27) 11 (27)
sD 14 (28) 6(21) 8 (36) 32 (62) 8 (73) 24 (59)
PD 1(2) 0(0) 1(5) 3 (6) 0 (0) 3(7)
Mot available® 0 {0) 0 (0) 0{0) 1(2) 0 (0) 1(2)

Choueiri T, et al. ESMO 2023



‘; Hospital Clinico LITESPARK_["]3

San Carlos
SaludMadrid  Instituto de Oncologia
[ comunidad de Madrid

ORR by Prior Anticancer Therapy: Cohort 2

Prior anticancer Line of prior
therapy anticancer therapy
Immunotherapy anti-VEGF 1 line of prior
only® therapy® therapy therapy
n=28 pdp n=29 n =23

ARmUROUrApY! 2 lines of prior

7 (30)

7 (29) a (31)

ORR (CR + PR) 16 (31)
DCR (CR + PR + SD) 48 (92) 26 (93) 22 (92) 27 (93) 21 (91)
Best response
CR 2(4) 1(4) 1(4) 1(3) 1(4)
PR 14 (27) 8 (29) 6 (25) 8 (28) B (26)
sSD 32 (62) 17 (B1) 15 (63) 18 (B2) 14 (61)
PD 3 (6) 1(4) 2 (8) 2(T) 1(4)
Not available 1(2) 1(4) 0(0) 0(0) 1(4)

Chouelri 1, et al. ESMO 2023



Hospital Clinico

"4
‘fM San Carlos

SaludMadrid  Instituto de Oncologia
[ comunidad de Madrid

Progression-Free Survival by Investigator

Overall Survival

LITESPARK-003

Cohort 1

100+ Cohort 2
Progression or death, Median 100+ Progression or death, Median
- n (%) (95% CI), mo n (%) (95% Cl), mo
20
= 80 §9%, 19 (38) 30.3 (16.6-NR) 35 (67) 13.8(9.2-19.4)
i # 80
[ -
= 70 ]
z I g 70
@ 60 | g
I 1 o B0
= 50
i : | £ |
5 v
S a0 I | [ I
3 1 I ﬁ |
o 30 I |
g | | I - |
* 20 | | I & 20 ' !
i I I
" ] o e
o | S 0 S W W—
0 4 8 12 16 20 24 28 32 36 40 44 48 0 4 8 12 16 20 24 28 32 36 40 44 48
No. at risk Months Ho. at risk Months
0 44 3B 2 W 15 43 ¥ 5 4 2 1 0 52 ¥ 2@ 2 W 13 W T 7T 4 @ 0 0

L4 ‘
ok 96% Cohort 1
o : 86% 86%
1
80 ] ] I
1 1 1 ian
= 70 I y DAt n %) 1 (as% ey, mo
== I I
% 60 , i 5(10) | NR(NR-NR)
g ! I 1
@ 50 1 1 |
= | | i
2 a0 | | i
g 1 1 [
30 I 1 1
| | i
20 | i i
| I 1
10 | | 1
1 I ]
n T L] !’ Li L '!' T T : L LI L
4 B 12 16 20 24 28 32 36 40 44 48
o, at risk Months
50 45 46 ir 2 2 20 13 i0 B 3 1 ]

Summary of Treatment-Related Adverse Events

Any-grade treatment-related AE

Grade 23 treatment-related AE

Grade 5 treatment-related AE

Discontinued any drug because of a
treatment-related AE

Serious treatment-related AE

Dose reduction because of a
treatment-related AE

50 (100)
23 (46)

0 (0)

7 (14)
7 (14)

38 (76)

51 (98)
33 (64)

1(2p

11(21)
16 (31)

37 (71)

Cohort 1 Cohort 2
N =50 N =52

50-

Overall Survival, %
8

304
20+

Cohort 2

Median
(95% Cl), mo

26.7 (20.0-41.1)

Death, n (%)

31 (60)

55%

2 16 20 40 44 48
Months
¥ M M OB 3 1 W B 3 o

Choueiri T, et al. ESMO 2023



M LITESPARK-003

Key Eligibility Criteria

Belzutifan 120 mg orally daily
* Unresectable, locally advanced or metastatic clear cell RCC

» Disease progression after 1-3 prior sysiemic regimens,
including 21 anti-PD-{L)1 mAb and =1 VEGFR-TKI

Everolimus 10 mg orally daily
« Kamofsky Performance Status score =70% - ! !

Stratification Factors Dual Primary Endpoints: Other Secondary Endpoints Include:
« IMDC prngnng[ic score® 0 vs 1-2 vs 3-8 * PFS per RECIST 1.1 b':." BICR « DOR per RECIST 1.1 h"!." BICR
» Prior VEGF/VEGFR-targeted therapies: 1 vs 2-3 * 03 - Safety

+ Time o deterioration in FKSI-DRS

Key Secondary Endpoint: and EORTC QLO-C30 GHS/Qol

« ORR per RECIST 1.1 by BICR

Planned analysis Planned timing Planned analysis  Data cutoff date

Interim PFS
- - b
Interim analysis 1 (1A1) : 563 PFS events®, AND

i : Interim OS Nov 1, 2022
7 months after last participant randomized o
i z « =410 OS events, AND Interim OS
Interim analysis 2(1A2) | _;7 . nihs afier last participant randomized Final PFS A, AR
" = ~483 0OS events, AND
S « ~27 months after last participant randomized Final OS

Albbiges L, et al. ESMO 2023



“1M Hospital Clinico
San Carlos

SaludMadrid Instituto de Oncologia
[ comunidad de Madrid

LITESPARK-005

Age, median (range), yrs
Male

KPS score?®
90/100
70/80

IMDC risk categories
Favorable

Intermediate
Poor

Sarcomaltoid features
Yes
No/Unknown/Missing

Prior nephrectomy

# Prior VEGFNVEGFR-TKIs
1
2-3

# Prior lines of therapy®
1
2
3

Belzutifan (N = 374)

62 (22-90)
79.4%

63.6%
36.1%

11.2%
88.8%

69.8%

50.0%
20.0%

12.3%
42.0%
45.2%

Everolimus (N = 372)
63 (33-87)

76.3%

64.5%
35.2%

8.3%
91.7%

69.6%

21.1%
48.9%

14.0%
44.6%
40.3%

Albbiges L, et al. ESMO 2023



“ ‘M Hospital Clinico
San Carlos
SaludMadrid  Instituto de Oncologia
[ comunidad de Madrid

Primary Endpoint: PFS per RECIST 1.1 by BICR

LITESPARK-005

Kaplan-Meier Estimate of PFS at IA2

100 A1 1AZ
() = Belzutifan Everolimus  Belzutifan  Everolimus
B0 = Events 257 (68.7%) 262 (T0.4%) 280 (77.3%) 276 (74.2%)
) -
Median,mo .. .0 200 5614858 56(3865 564858)
60 (95% Cl) :
e
& 5Qm HR (95% CI) 0.75 (0.63-0.90); P <.001* 0.74 (0.53-0.88)
o
40 =
30 =
20 =
ol Ll
1=
D L] L] I | L L I L] Ll ' L ] Ll I
0 3 0 33 36
No. at Risk Months
Belzutifan 374 218 o6 135 113 i 45 3 21 ! i
Everolimus 372 226 113 FiL 41 26 149 10 ] 2 P 0 r:

Albbiges L, et al. ESMO 2023



M LITESPARK-003

Belzutifan Everolimus
(N = 374) (N =372) ORR at IA2

ORR, % (95% CI) 21.8% (17.8-28.5) 3.5% (1.9-5.9)
Estimated difference in % ) -
(95% Cl) 18.4 (14.0-23.2); P <.00001

CR 2. 7% 0

PR 19.3% 3.5%

sD 39.3% 65.9%

FD 33.7% 21.5%

Mon-evaluable® 1.3% 2.2%

Mo assessment® 3.7% 7.0%

A2

ORR, % (85% Cl) 22.7% (18.6-27.3) 3.5% (1.9-56.9)
Estimated difference in %
(95% CI) 0 (¥9.5-24.0) Belzutifan Everolimus

Albbiges L, et al. ESMO 2023



San Carlos
SaludMadrid  Instituto de Oncologia

“ q Hospital Clinico

ﬂcmmu.uﬂnu

DOR per RECIST 1.1 by BICR

LITESPARK-005

Kaplan-Meier Estimate of DOR at |1A2 Belzutifan Everolimus
100 =
90 Pts with response, n B85 13
i:,- A0 = Median TTR, mo (range) 3.8 (1.7-22.0) 3.7(18-54)
| I
=
2 70+ Median DOR, mo (range) 195 (19+-316+) 137(38-21.2+)
o 0O0-
=
£ £y
.E L.Li I} 1 ]
L 404
m
£ w
£ 20+
10=
0 T T N N NEEEEE B W, T T O .
0 3 6 12 15 18 21 24 27 30 33 36
No. at Risk Months
Belzutifan B2 B 40 21 12 . )
Everalimus 13 13 10 ) B 4 1 0 0 0 0 0

Albbiges L, et al. ESMO 2023



M

SaludMadrid

Hospital Clinico
San Carlos

Instituto de Oncologia

LITESPARK-005

[ comunidad de Madrid

Primary Endpoint: OS

Kaplan-Meier Estimate of OS at |1A2

IA1 A2

100= Belzutifan ~ Everolimus  Belzutifan  Everolimus
G() =
_ Events 160 (45.2%)  186(50.0%)  213(57.0%) 228 (61.3%)
80 or. 9
70 - ﬂﬁ:’:‘l'}"'“ 21.0(17.2-243) 17.2(15.3-19.0) 21.4 (18.2-24.3) 18.1 (15.8-21.8)
" B0= HR(95%CI)  0.87 (0.71-1.07); P =.096 0.88 (0.73-1.07): P=.099
E’ 50 = 65.8%
40+
0=
) -
10 -
D L L l Ll L I Ll Ll . Ly L) I L) L] I L Ll I L] L] I L} L1 l L1 L J I L J L} l Ll Ly l L L I L] L l Ll L] I
0 3 g g 12 15 24 27 30 33 B/ 39 42
MNo. at Risk

EFN .‘.II I.'!" 174 14 T 115

4] 274 254 224
cwerolmus  Jf2 347 JU1 2il 244 212

. = gy g .1 Tl Fa'l &
Ho [ ih k £ ]

i 43 £4 11 2 U U

Albbiges L, et al. ESMO 2023



“1M Hospital Clinico
San Carlos

SaludMadrid Instituto de Oncologia
[ comunidad de Madrid

All-Cause AEs in 210% of Patients in Either Arm

LITESPARK-005

Belzutifan Everolimus
Anemia &2 s 58 7%
Fatigue 4 31.5% o 25.3%
Stomartitis - 3.5% § T 8%
Penpheral edema 18.1% - 16.5%
Asthenia - 145% 8 16.9% Belzutifan Everolimus
Diarrhea - 11.8% 19.7% (N =372) (N = 360)
Decreased appetite 14.5% I 15.8%
Mausea - 18.0% I 11.4% Median duration of therapy, mo (range) 7.6 (0.1-35.8) 3.9(0.0-33.2)
D'—'rég“ugﬁ ’ 13:1% - 14 “'20 - All-cause AEs, n (%) 369 (99.2%) 357 (99.2%)
Constipation 4 16.7% a1% Grade 23 230 (61.8%) 225 (62.5%)
Pruritus - T.A% 16.7% )
Back pain 14.8% B 38, Serious 157 (42.2%) 137 (38.1%)
Am;“h - . 4.6% | 18.8% Led to discontinuation 22 (5.9%) 53 (14.7%)
ia - 14.5% | 7.5%
Vomiting S 12.9% B i A% Led to death 13 (3.5%) 19 (5.3%)
—— hgggéegﬁ rlf:lrg ) = 1:“ oy 8 T“:n Treatment-related AEs, n (%) 331 (89.0%) 322 (89.4%)
Increased AST - 11.6% B9% Grade 23 144 (38.7%) 142 (39.4%)
Headache + 12.1% | 7.5% .
Fl-blraﬂa_ £ 0 ; 12 8% Serious 49 (132%] 47 (131%)
Hrﬁ"ﬁf&?&ﬁgﬁ:g - 5’:_:; ‘1;;: Led to death 1(0.3%) 2 (0.6%)
Hypoxia < 14.5% 1.1%
Pneumnonitis 4 = Grade 1-2 AEs 0.8% 14.2% == Grade 1-2 AEs
Dizziness -| === Grade 3-4 AEs 12.4% — TE™ = Grade 3-4 AEs
T T T T T T T T L] T T T T T T T T
&0 40 20 0 20 40 60 &0
Data culal date for |AZ: Juna 13, 2023. Incidence, %
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nA Ml osnital Clinico LITESPARK-005

SaludMadrid  Instituto de Oncologia
B comunidad de Madrid

_______PROS | CONs

RESPONSE RATE: 22,7% (CR 3.5%) vs 3.5% PD: 33.7 vs 21%

DURATION of RESPONSE: 19.5vs 13.5 m MPFS: 5.6 vs 5.6 m
LONG TERM SURVIVALS 18 m: 22 vs 8% PENDING OS
TOXICITY: Aes G3-4: 61.8 vs 62.5% SAEs: 42 vs 38%

DISCONTINUATION RATE: 5.9 vs 14.7% COMPARATOR: EVEROLIMUS
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