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Ik basamakta etkili tedavi ile daha uzun sagkalim

Attrition Across Lines of Therapy (IMDC Data)

First-line therapy

7498 pts

Second-line therapy
: 3854 pts (51.4%)

Third-line therapy

Stukalin et o, Kidney Cancer, 2018 Courtesy of Thomas E Hutson, DO, PharmD



VAKA SUNUMU
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Bu Hastada Adjuvan Tedavi Gerekli mi?
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Sol omuz agrisi ile basvurdu(02/2023)




Sol omuz agrisi ile basvurdu(02/2023)

-Toraks ve mediasten: Sol akciger alt lob siperior segmentte yaklasik 58x43 mm boyutlara ulagan sol hiler komgulukta
hipermetabolik lezyon izlenmektedir (SUVmax: 11,75).

Ayrica sag ve sol akcigerde en blylkleri 15 mm ¢apa ulagan cok sayida parankimal hipermetbolik noddler lezyon
izlenmektedir (SUVmax: 7,27).

Sag alt paratrakeal ve sol hiler alanda yaklagik 10 mm c¢apa ulagan birkag adet hipermetabolik lenf nodu izlenmektedir
(SUVmax: 10,11).

-Abdomen ve pelvis: Sag bobrek ve sag surrenal izlenmemigtir.(opere) Sag bobrek lojunda heterojen dansiter alanlarda
patolojik FDG tutulumu izlenmemistir (postop degisiklik?).

Sol bobrek st zon posteriorda yaklasik 1 cm ¢apinda kistik lezyon alaninda patolojik FDG tutulumu izlenmemistir.
Bobrek boyutlan hafifce artmigtir.

Karaciger parankimlerinde patolojik FDG tutulumu izlenmemektedir. Dalak boyutiar hafifce artmigtir.  Abdominopelvik
lenfatik zincirde milimetrik boyutta kaydadeger FDG tutulumu gastermeyen

-Iskelet sistemi: Sol omuz lokalizasyonunda sol klavikulay: destrikte eden gevresel sol trapezius ve levator scapula
kaslanni kaslann tutan 75x68 mm boyutunda hipermetabolik kitle lezyonu saptanmigtir (SUVmax: 17,92). Ayrica sag
omuzda deltoid kas planlarina uyan alanda yaklasik 15 mm ¢apinda hipermetabolik lezyon izlenmektedir (SUVmax:
8.80).



Biyokimya-Hemogram (02/2023)

Parametre Ad: Sonuc [:t;g?;r c.;l)ﬁilg Parametre Adi Sonuc Birim [:'Ierg:ﬂr ggﬁi‘::
WBC 9.42 10e3ful | 37| 101 7.92/7.38.
Ure 42 ma/dL 17 | 43 | 507/151. RBC 474 10e6/ul |4.06| 558 | 287/279.
Kreatinin 118 mg/dL 0.7 | 1.2 | 1.54/1.56. HGB 135 gd. 123158 8/TT.
eGFR 67 mL/min/1.73m2| = 60 49148 HCT 418 o [39) 49 | 5T/AS
CKD-EPI formili kullanilarak hesaplanmistir. PLT 196 10e3/ul | 155 | 366 | 241/239.
AST 143 UL 0 | 37| 326/23. MCV 88.2 i |811] 96 | 896/893
ALT 212 UL 0 | 41| 431/32 MCH 285 pg |27.0( 312 279/278.
56 / MCHC 323 gl [31.8] 354 | 31.1/31.1.
GGT 324 UL 0 | 60 | HEMOLIZLI
NUMUNE-. RDW 13.2 % |115] 145 | 13.7/133.
ALP 103 Uil 40 | 179 g7 NEU# 6.45 163 696 | 533/503
LDH 215 UL 135 | 225 | 264 /274. LYM# 2.06 1.09| 2.99 | 1.72/157.
Total Protein 78.5 gll 64 | 83 | 65.9/65.4. EQ# 0.13 0.03] 044 [ 0257022
(#|Abumin | 496 | gL |39 49[363/344 MON 075 024 0.79 | 0581054
Direkt Bilirubin 0.13 mg/dL 0 |03 HE%ELT.ZU BASO# 0.3 0|08 ] 0047002
NUMUNE- NEU% 65.5 % |50.0 70.0 | 67.2/68.
0.31/ LYM% 219 % |18.0{ 483 | 21.8/213.
Total Bilirubin 0.23 myg/dL <12 :Emghléu E0% 14 o 06! 73 32/13.
X MONO% 7.9 % |44|127| T3/74.
indirekt Bilirubin 0.1 mg/dL 01 | 1 | HEMOLZU BASD% 0.3 % 0 [ 17| 05703
NUMUNE-. MPV 8.5 fL 69| 16 | 94/92
HlKasyum | M9 | mgd | 88 10.28.16/769. PCT 017 % 100|999 023022
Potasyum 478 mmol/L 35 |51 (5325494,




Klinik ve Laboratuvar Parametrelere
Gore Risk Siniflandirilmasi

IMDC Risk Scoring System
Entry Criteria . 5

KPS <80%

— Favorable
—— |ntermediate
~ Poor

0.8
<1y from time of diagnosis
to systemic therapy

Hemoglobin <LLN
(normal: 120 g/L or 12 g/dL)

‘ Calcium >ULN 0.2 -

(normal: 8.5-10.2 mg/dL) P < .0001

Neutrophil >ULN
(normal: 2.0-7.0 x 10%/L)

Platelets >ULN
(normal: 150,000-400,000)

0.6 1

0.4 Favorable: 0 factors

= Median OS =43 mo
\L Intermediate: 1-2 factors
Poor: 3-6 factors MedeoS=mo
Median OS = 8 mo
0 10 20 30 40 50 60
Months Since Therapy Initiation

Probability of OS

1. Heng DY et al. J Clin Oncol. 2009;27:5794-5799. 2. Heng DY et al. Lancet Oncol. 2013;14:141-148.



Vaka sunumu

J Evre IV RCC, %5 sarkomatoid
d Sol klavikulayi destrikte eden, multiple akciger metastazi

JIMDC, 2 risk faktord, orta risk grubu
J Sol omuz agrisi ve kilo kaybi, ECOG PS 1

J Tedavi secenegi



Tedavi Secenekleri

National v % & S e
comprehensive NCCN Guidelines Version 1.2024 NCCNT;sg;gilfngz r:?ednetz
e (N:Z?v?/ce):k“' Kldney cancer Discussion

PRINCIPLES OF SYSTEMIC THERAPY FOR RELAPSE OR STAGE IV DISEASE

FIRST-LINE THERAPY FOR CLEAR CELL HISTOLOGY
Risk Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Favorable? « Axitinib + pembrolizumabb (category 1 « Axitinib + avelumab® » Active surveillance®
» Cabozantinib + nivolu_mabb ( ateglory ) « Cabozantinib (category %B) * Axitinib (categg 2B)
* Lenvatinib + pembrolizumab® (category 1) - F?lllmumgga + nivolumab » High-dose IL-2% (category 2B)
* Pazopani
. Sunit'i)nib
Poor/ « Axitinib + pembrolizumabP® (category 1 » Axitinib + avelumab® « Axitinib (categg 2B)
intermediate? |+ Cabozantinib + nivolum%bb (categor¥ ) * Pazopanib » High-dose IL- l?c,:ategory 3)
« Ipilimumab + nivolumab® (category 1) * Sunitinib  Temsirolimus® (category 3)
 Lenvatinib + pembrolizumab® (category 1)
» Cabozantinib




Tedavi Secenekleri

Kabozantinib: Birden Cok Farkli Yolu Hedefleme

« Kabozantinib, MET, AXL ve VEGFR-2
de dahil olmak izere reseptorlerin kliguk
moleklld oral bir inhibitéradar.

« Bu reseptérler hem normal hiicresel
fonksiyonda hem de patolojik streclerde
rol oynarlar. Kabozantinib, VEGF
yolundan daha fazlasini hedef almak
icin rasyonel olarak tasarlanmistir.

« Kabozantinib, bu farklh molekdler yollari
hedef alarak, digerleri arasinda, RCC
tedavisi icin ¢cok hedefli bir yaklagim
sunar.

__\‘ motilite

Invazyon
metastaz

Cabozantinib '

Endothelial cell

Hipoksik
tumor hucresi
veor b

vessels

VEGF hedefli tedavi

« Yakes MF, et al. Mol Cancer Ther 2011;10:2298-308.



Tedavi Secenekleri

RCC'de MET ve AXL'in Rolleri

» VHL inaktivasyonu ayrica reseptor tirozin kinaz hepatosit buyume faktort reseptorinta (MET) ve
AXL'i de yeniden duzenler’

RCC’de MET ve AXL

Reseptor Aktivasyon ve timorojenik aktiviteler

» VHL ekspresyonu kaybi / VHL mutasyonu ve hipoksi, MET'in ccRCC'de ylkselmesine neden olur
MET? « MET'in kalitsal / sporadik papiller RCC'de gen mutasyonlar ile aktivasyonu tespit edilmistir
« MET'in disregulasyonu timor gelisimi, invazyonu ve anjiyogenezde rol oynar

« AXL ekspresyonu dogrudan HIF-1 ve HIF-2 tarafindan aktive olur
AXL3 + Metastatik ccRCC'de, AXL'in inaktivasyonu, invaziv ve metastatik fenotipini tersine gevirir

* Primer ccRCC tumérlerinde AXL ekspresyonu agresif tumér davranigi ve artmig hasta mortalite riski
ile koreledir

AXL, anexelekto (Yunanca: kontrolstiz), ccRCC, seffaf hiicreli RCC; MET, hepatosit bliyame faktori reseptori

1. Choueiri TK, ot al. N Engl J Med 2015;373:1814-23,
2. Gibney GT, et al. Ann Oncol 2013;24:343-9;
3. Rankin EB, et al. Proc Nat/ Acad Sci U S A 2014;111:13373-8.



Kabozantinib Faz 2 Calisma (CABOSUN): Tasarim

Faz 2, randomize, cok merkezli, acik etiketli calisma, daha dnce tedavi edilmemis lokal ileri
veya metastatik RCC'li hastalarda cabozantinib’in sunitinib‘e gore etkililigini ve guvenliligini degerlendirmek

Kabozantinib 60 mg oral

gunde 1 kez Sonlanim noktalari
6 hafta sureyle
Birincil
Randomizasyon 1:1 .. PFS”
ikincil
Sunitinib 50 mg « OS
oral giinde 1 kez * ORR
4/2 takvimine goret » Glvenlik
(6-haftalik kurler)

<
<

6-haftalik dongu

Calisma sponsoru: National Cancer Institute

OD, glinlik; ECOG PS, Dogu Kooperatif Onkoloji Grubu performans durumu. * PFS,
randomizasyondan hastaligin progresyonuna veya 6limine kadar gecen sire olarak
tanimlanir, hangisi 6nce gelirse
T4 hafta kullanim, 2 hafta bos
1. https://clinicaltrials.gov/ct2/show/NCT01835158;
2. Choueiri TK, ve ark. J Clin Oncol 2017;35:591—7 ("Errata." J Clin Oncol 2017;35(32):3736).



Faz 2 CABOSUN Calismasi: Baslangic Karakteristikleri

Karakteristik

Kabozantinib (n=79)

Sunitinib (n=78)

Medyan yas, yil (aralik) 63 (56—69) 64 (57-71)
Erkek, % 84 73
ECOG performans durumu, %

0/1/2 46/42/13 46/41/13
IMDC risk grubu,? %

Ortalyuksek 81/19 81/19
Onceden nefrektomi, % 72 77
Kemik metastazi, % 37 36
Pozitif MET durumu,? % 41 38
Arastirmaciya gore metastatik alan sayisi, %

1/2/23 22/47/32 33/26/41
Arastirmaciya gore metastatik alan, %

Nodal 57 54
Akciger 70 69
Karaciger 19 26
Kemik 39 38
CNS/beyin 4 3

aOlumsuz risk faktorleri: hemoglobin <LLN, cCa> ULN, KPS <% 80, nétrofiller? > ULN, tanidan tedaviye kadar gecgen sire <1 yil, trombositler>

ULN

Orta risk grubu: 1-2 risk faktori

Ylksek risk grubu: =3 risk faktoru

bimmunohistokimya ile timér MET seviyelerine dayanarak.

Choueiri TK, ve ark. Eur J Cancer 2018;94:115-25.



Faz 2 CABOSUN Calismasi:
Badimsiz Inceleme Komitesine gére PFS

. Medyan, ay
Tedavi Kolu (95% Cl)
0.8 = Kabozantinib (n=79) 8.6 (6.8-14.0)
5 Sunitinib (n=78) 5.3 (3.0-8.2)
E 0.6 = HR =0.48 (95% CI 0.31-0.74, P=0.0008)
@
(@]
E 0.4 =
o
0-2 - I | | | |
0 [ [ [ [ [ [ [ [ [ 1
0 3 §) 9 12 15 18 21 24 27 30
Risk altindaki hasta sayisi Time (months)
Kabozantinib 79 51 37 24 22 18 12 5 2 1 0
Sunitinib 78 36 21 12 9 5 3 2 1 0 0

Choueiri TK, ef al. Eur J Cancer 2018;94:115-25.
Data cut-off: September 15, 2016



CabosunCaligsmasi
PFS analizleri

Tiam Hastalar
Yas, yil

<65

=265

Cinsiyet
Erkek
Kadin
IMDC risk grubu
Orta
Yiiksek

Kemik Metastazlari
Evet
Hayir

MET durumu*
Pozitif
Negatif

ECOG performans durumu,
(0}
1-2
Tanidan randomizasyona kadar gecen sure
<1yl
21 yil
Onceden nefrektomi
Evet
Hayir
SoD
< medyan
= medyan

Metastatik bolge
1
2
=23
Nodal metastazlar
Evet
Hayir

Visseral medtastazlar
Evet
Hayir

Akciger metastazlar
Evet
Hayir

George, Hessel, Halabi et al. The Oncologist 2019;24:1497-1501

Hastalar
Kabozantinib/
Sunitinib

79/78

45/42
34/36

66/57
13/21

64/63
15/15

29/28
50/50

32/30
39/30

36/36
43/42
l

61/57
18/21

57/60
22/18

41/36
37/40

17/26
37/20
25/32

45/42
34/36

61/56
18/22

55/54
24/24

Olaylar
Kabozantinib/
Sunitinib

43/49

26/28
17/21

35/35
8/14

34/38
9/11

18/19
25/30

17/19
23/20

16/22
27/27

32/40
11/9

34/38
9/11

19/21
24/27

5/14
23/13
15/22

26/27
17/22

35/36
8/13

32/35
11/14

Medyan PFS (ay)

86

6.9
124

11.0
6.8

114
6.8

55
114

13.8
6.9

14.0
5.5

8.3
114

8.6
8.4

138
6.8

NE
83
9.0

9.0
8.4

8.6
9.0

83
9.0

Cabozantinib  Sunitinib

HR
(GA %95)

5.3 —— 0.48 (0.31-0.74)
36 — 0.47 (0.28-0.81)
6.1 —— 0.51 (0.26~0.97)
6.1 —l— 0.53 (0.33-0.85)
2.8 =1 0.43 (0.17-1.04)
6.1 —— 0.52 (0.32-0.82)
2.7 B 0.31(0.11-0.92)
33 e 0.51 (0.26-0.99)
5.7 —— 0.50 (0.29-0.85)
3.0 —B— 0.32 (0.16-0.63)
6.1 —— 0.67 (0.37-1.23)
5.4 —— 0.36 (0.19-0.70)
45 —— 0.69(0.40-1.17)
4.5 . 0.49 (0.31-0.78)
5.7 B 0.54 (0.22-1.33)
5.4 e 0.55 (0.35-0.89)
3.0 = 0.30 (0.12-0.76)
8.4 —— 0.46 (0.25-0.87)
45 —B— 0.59 (0.34-1.04)
8.2 = 0.32 (0.11-0.90)
35 —l— 0.76 (0.38-1.51)
5.0 — 0.42 (0.21-0.84)
43 —a— 0.53 (0.31-0.91)
5.4 — 0.48 (0.25-0.92)
5.4 B 0.50 (0.31-0.80)
36 = 0.55 (0.22-1.34)
5.4 —— 0.53 (0.33-0.86)
34 B 0.47 (0.21-1.05)
| I I 1 |

0.0625 0.125 0.25 0.5 1 2

Kabozanﬁnib lehine Sunitinibrlehine



Faz 2 CABOSUN Calismasi: Bagimsiz Inceleme Komitesi tarafindan
IMDC Risk Grubuna gore PFS Alt Grubu Analizi

Orta Risk

1.0=
_0.8-
g)
8 0.6=
@)
A 0.4+
o

0.2=

0 | | | | | | | | |
0 6 12 18 24 30
Zaman (ay)

Median, mo

== Kabozantinib (n=64) 11.4
== Sunitinib (n=63) 6.1
HR = 0.52 (95% Cl 0.32-0.82)

IMDC, International Metastatic Renal Cell Carcinoma Database Consortium;
Veri kesim tarihi: 15 Eyltl 2016

PFS Olasiligi

Yiksek Risk

1.0=
0.8
0.6
0.4
0.2= 'l
0 1 1 1 I 1
0 6 12 18 24 30
Zaman (ay)
== Kabozantinib (n=15) 6.8
== Sunitinib (n=15) 27

HR =0.31 (95% CI 0.11-0.92)

George D, et al. J Clin Oncol 2018;36(6 Suppl):abstract 582.



Metastatik RCC Birinci Basamak Tedavi Secenekleri
Nivolumab + Cabozantinib

Figure 2. Depth of response in patients with kidney (A), liver (B), lung (C), lymph node (D), and bone (E) target lesions at baseline
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Faz 2 CABOSUN Calismasi: Kemik Metastazlarina gére Bagimsiz
Inceleme Komitesi Tarafindan PFS Alt Grup Analizi

Kemik Metastazlari Olan Kemik Metastazlari olmayan
1.0
_ S 0.8
S 7
8 S 0.6-
o T
% o 0.4-
a
0.2-
0 | | | . | | | | | | 0 | | | | | | |
0 6 12 18 24 30 0 6 12 18 24 30
Zaman (ay) Zaman (ay)
== Kabozantinib (n=29) 5.5 == Kabozantinib (n=50) 1.4
= Sunitinib (n=28) 3.3 = Sunitinib (n=50) 57
HR = 0.51 (95% CI1 0.26-0.99) HR = 0.50 (95% CI 0.29-0.85)

Veri kesim tarihi: 15 Eylul 2016
George D, et al. J Clin Oncol 2018;36(6 Suppl):abstract 582.



Faz 2 CABOSUN Calismasi: Bagimsiz Inceleme Komitesi

tarafindan Objektif Yanit

Kabozantinib (n=79)

Sunitinib (n=78)

ORR, (%)

%95 Cl, % 12-31 4-18
En iyi genel yanit, n (%)

Dogrulanmig kismi yanit 16 (20) 7(9)
Stabil hastalik 43 (54) 30 (38)
Progresif hastalik 14 (18) 23 (29)
Degerlendirilemez veya eksik* 6 (8) 18 (23)

Veri kesintisi: 15 Eylul 2016

*Asagidaki nedenlerden dolayi degerlendirme yapilamayan veya eksik:
cabozantinib: advers olay (5), olurunu ¢ceken (1); sunitinib: hastalik progresyonu (1),
olurunu ¢eken (9), advers olay (6), 6lum (2).

Choueiri TK, ve ark. Eur J Cancer 2018;94:115-25.



Faz 2 CABOSUN Calismasi: OS (Veri Kesimi 01 Temmuz 2017)

3 g Medyan,
10 = Kol Oliimler mo (%95 Cl)
Kabozantinib 43 26.6 (14.6—NE)
0.8 = Sunitinib 47 21.2 (16.3-27.4)
HR* = 0.80 (%95 CI 0.53-1.21, 2-tarafli P=0.29)
T -
£ 0.6
<
n -
o, 04
0.2 = __ Kabozantinib
= Sunitinib
0 | | | | | | | | | | | | | |

0 3 6 9 12 15 18 21 24

Riskli hasta sayisi Zaman (ay)

Kabozantinib 79 76 71 64 58 47 45 42 41
Sunitinib 78 69 61 X 50 46 42 36 29

*Kemik metastazlar ve IMDC risk grubu igin duzeltildi; Medyan takibi 35.4 ay

27

31
24

30 33 36 39 42

23 15
17 12

o @
w A
o N

Choueiri TK, ve ark. Eur J Cancer 2018;94:115-25.



Faz 2 CABOSUN Calismasi: Tum Nedenlere bagli Yuksek
Dereceli AO'lar

Kabozantinib Sunitinib
(n=78) (n=72)
Derece 3, n (%) 45 (58) 42 (58)
Derece 4, n (%) 8 (10) S (7)
Derece 5, n (%)* 3(4) 7 (10)
Tedaviyle iligkili, n 2 4

Veri kesintisi: 15 Eylil 2016

*Cabozantinib kolundaki iki Derece 5 AO iligkili idi: akut
bébrek yetmezligi ve sepsis. Sunitinib kolundaki dért
Derece 5 AE iligkiliydi: anjiyopati, sepsis, solunum

yetmezligi, ani 6lim) Choueiri TK, ve ark. Eur J Cancer 2018;94:115-25.



Faz 2 CABOSUN Calismasi: Her Iki Koldaki Hastalarin
=2%20'sinde Rapor Edilen Derece 1/2 Advers Olaylar@

Kabozantinib (n=78) Sunitinib (n=72)
Advers Olay, % Derece 1/2 Derece 3 Derece 4 Derece 1/2 Derece 3 Derece 4
Herhangi bir AO 24 58 10 24 58 7
Diyare® 63 10 0 43 11 0
AST yiikselmesi® 58 1 1 28 3 0
Yorgunluk®? 58 6 0 51 17 0
ALT yiikselmesi® 50 4 1 28 0 0
istah azalmasi 42 5 0 31 1 0
Disguzi 41 0 0 29 0 0
Hipertansiyon® 39 28 0 24 19 1
Trombosit sayisinda azalmaP® 38 1 0 50 8 3
PPE syndromeP 35 8 0 29 4 0
Anemi 32 1 0 43 3 0
Stomatit 32 5 0 24 6 0
Mide bulantisi 29 3 0 35 4 0
Kilo kaybi 28 4 0 17 0 0
Dispepsi 27 0 0 17 0 0
Notrofil sayisnda azalmaP 15 0 0 31 4 0
Beyaz kan hiicresi sayisinda azalma 12 0 0 32 3 0

30lumsuz olaylar nedensellikten badimsiz olarak her iki koldaki hastalarnin en az% 20'sinde Derece 1/2 olarak bildirilmistir. Her ziyarette bazi olumsuz
olaylar yasandi. Istenmeyen advers olaylar icin, Derece 1/2 olaylarinin sadece arastirmaci tarafindan ilgili oldudu disinildaginde raporlanmasi
istendi. Veri kesintisi: 15 Eylal 2016. . .

bistenen advers olay. KKD, palmar-plantar eritrodisestezi.

Choueiri TK, ve ark. Eur J Cancer 2018;94:115-25.



Metastatik RCC/ sarkomatoid Birinci Basamak Tedavi Secenekleri
Nivolumab + Cabozantinib

Overall Survival by Sarcomatoid Histology

1.0
0.8+
35 -~
S £ 06+ : _
5= . = el Ny
28 o4l Median OS (95% CI), months | P -
T - * sRCC positive | sRCC negative
$ 5 o,/ NIVO+CABO | NR(22.8-NE] NR (NE)
& TSN 19,7 (8.9-29.5) NR (28.4-NE)
5.0  HR(95%CI) | 0.36(0.17-0.79) | 0.72(0.54-0.98)
. ) 1 | | ) | ' 1 4 i 1
0 3 6 9 12 15 18 21 24 27 30 33
No. at risk Months
NIVO + CABO sRCC positive 34 34 32 31 28 26 24 16 7 3 1 0
SUN sRCC positive 41 37 32 26 22 21 17 12 6 2 0 0
289 274 263 252 241 229 196 131 77 37 9 0
287 258 240 228 214 196 172 106 56 20 4 0

Motzer R] et al. Genitourinary Cancers Symposium 2021;Abstract 308.




Metastatik RCC /sarkomatoid Birinci Basamak Tedavi Secenekleri
Nivolumab + Ipilumumab

All I/P-risk sRCC patients

1.0 NIVO +IPI SUN

0.9 — (n = 74) (n=65)
. Median OS 48.6 14.2
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-"é 0.7 - HR (95% Cl), 0.46 (0.29-0.71); P = 0.0004
-]
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'§ 0.5 —
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- 0.3 -
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1 21%
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0-0 T T | 1 | | 1] 1 1 | 1 1 1 1 1 I | I i | | I | 1
0 3 6 9 121518212427 3033363942454851545760636669 7275
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MNo. at risk

NIVO+IPI 7469 65 61 59 57 55 4944 40 39 36 353534343433 3332313017 5 2 0
SUN 656047 41 3731 28 2523 2219191817 14141413 13131312107 1 0



Tedavi Secenegi

dSol klavikula bolgesine RT
(JCabozantinib(Cabometyx)60 mg gilin

JZoledronik asid 4mg/3ay



Vaka sunumu

4. hafta el ve ayaklarda soyulma tarzi dokiintuler
[ 6.hafta hipertansiyon nedeniyle acile basvurdu
18.hafta dispepsi belirginlesti

J12.hafta ishal 3-4/glin, istahsizlik

[ 20. hafta saclarda beyazlama



Cabometyx yan etki gorulme suresi

Cabozantinib: Median time to AEs

Adverse event, any grade* (%) Median (IQR), weeks
Fistulas (1.2%) e 30.3 (26.2-354)
Intra-abdominal/pelvic abscess (1.2%) s 23.3 (16.2-31)
Abscess — all (2.1%) u 223 (12.3-27.6)
Hemorrhage, >grade 3 (2.1%) 2 20.9 (4.6-35.3)
Venous/mixed/unspecified TE (7.3%) LS 16.1 (8.1-25.8)
Arterial TE (0.9%) —= 11.4 (9.1-32.1)
Wound complications (2.4%) - 11 (5.6-25.1)

Gl perforation (0.9%) - 10 (7.9-40)
Osteonecrosis (0.6%) —- 10 (7-13)

QTc prolongation (0.3%) u 8.4 (8.4-84)
Diarrhea (74%) —.— 49 (2.7-8.1)
Proteinuria (12%) S — 4.1 (24-8.1)

PPES (42%) 3.4 (2.3-6.1)

Hypertension (39%) 3 (2-6.1)

0 4 8 12 16 20 24 28 32 36 40
Median (IQR) time to first occurrence, weeks

Gerendash BS, Creel PA. Onco Targets Ther 2017:10:5053-506«



Cabometyx yan etki yonetimi

Hand-Foot Syndrome

Prevention:

* Podiatry referral for callus removal

* Moisturize

* Wear thick cotton socks

* Avoid constrictive footwear, friction, hot showers

Support:
* Urea-, salicylic acid-, and/or corticosteroid-containing creams

* Medical-grade skin adhesive for cracked/painful regions (e.g.
Presentation: Tingling, numbness, Topical Skin Adhesive)

hyperkeratosis, pain, erythema » Topical or oral analgesics (e.g. 2% lidocaine, NSAIDs)

Median time to onset: ~3.4 wk



Cabometyx yan etki yonetimi

Parametre Adi Sonuc Birim étgg?;r ggﬁi': Parametre Adi Birim [?E[)-r;?;, CST,:;?,I:
WBC 8.36 10e3/ul | 3.7 101 | 7.894/6.41.
HGB 136 gfdL 129|159 | 13.4/136.
HCT 425 % 39| 49 | 403/413.
PLT 205 10e3/ul |155| 366 | 171/136.

mL/min/1.73m2| > 60

CKD-EPFI formild kullanilarak hesaplanmistir.

_ .

GGT 292 UiL 0 |60 |224/164. NEU# 5 163 6.96 | 4.61/349.
ALP 85 m 40 |129| 85/88. LYM# 254 109 299 | 262/242.
Total Protein 76.9 glL 64 | 83 | 78.4/74.9. MOz 0.59 0241 0.79 | 0437034
Albumin A74 gl 39 | 49 | 459/468. BASO# 0.02 0 | 08 | 003/0.02
NEU% 599 %  |50.0| 700 | 58.1/544.
#DirektBiiubin 031 | mgd | 0 03 019/018 o o T R TR T T
Total Bilirubin 0.74 mg/dL <12 0547055, E0% 25 % 06| 73 31,21
Kalsiyum 9 mg/dL 8.8 (102 91/94. BASO% 0.3 oy, 0 17 04703
Sodyum 137.7 mmoll. | 136 | 146 113353?9" LA 9.5 L_[69] 16 | 92/92
9. PCT 0.19 % 00| 999 016/013.
Potasyum i | omol (35 (51] 495 | ST e G e e

Lab ve Grup Aciklamalar:



Cabometyx yan etki yonetimi

Level and grading

Adverse event Management recommendations of evidence [27]

Diarrhea Dietary adjustments including consumption of oxidized apples, rice, LoE 2. Grade B
potatoes, chocolate, and probiotics can be used to alleviate diarrhea
Loperamide and pancrelipase could also be considered in appropriate LoE 5. Grade D
patients

Fatigue Aerobic exercise reduces fatigue in fit patients LoE 2. Grade B
Testosterone monitoring should be considered in male patients LoE 5. Grade D
Hypothyroidism should be corrected if necessary LoE 1. Grade A

Hypertension Blood pressure should be monitored regularly LoE 1. Grade A
Guidelines on the management of hypertension apply here LoE 1. Grade A

Hand-foot syndrome Prophylactic measures include hyperkeratosis removal and protection LoE 5. Grade D
of pressure-sensitive areas
Urea cream and clobetasol cream can be used as treatments LoE 4. Grade C

Nausea Metoclopramide and ondansetron can be considered although there LoE 5. Grade D
are no evidence-based recommendations

Weight loss and Options for the management of weight loss and decreased appetite NA

decreased appetite remain limited
Standard approaches include treatment interruption or dose reduction, LoE 2. Grade B
nutritional support, and pharmacological appetite stimulation

Stomatitis Good oral hygiene and diet control are prophylactic measure for the LoE 5. Grade D
control of stomatitis LoE 5. Grade D
Mouthwashes are available for treatment

Gastrointestinal Close monitoring is recommended for high-risk patients NA

perforation

Hypothyroidism Replacement with thyroxine should be considered for patients with LoE 5. Grade D
thyroid stimulating hormone >10 miU/L

Myelotoxicity Blood cell counts should be performed every 2 weeks LoE 5. Grade D
If toxicity reoccurs, dose reduction is recommended LOE 5. Grade D

Abbreviations: LoE, Level of Evidence; NA, not applicable.

Schmidinger, The Oncologist 2018



Cabometyx yan etki yonetimi

Endpoint summary table- indirect comparison

JAV101
AXVAVE
cMm214 CM214 | CABOSU JAV101 | JAV101 L SUN
COMPARZ | COMPARZ IPIMIVO SUN N CABOSUN KN426 | AXVAVE SUN ITT
PAZOP SUN Poor/int | CABO SUN SUN PD-L1+ | PD-L1+

Patient (n) 422 79 78 432 429 270

PFS 5.3m 15.1m 11.1m 13.8m

. NR
mOS ; . 21.8m HR 0.53 NR NR

12% 59%

AEs 46% 63% 71% 72% ,
(Grade 3/4) (ITTpop) (ITTpop) o 7° : (ITTpop) (ITTpop) 1% 123 I

presentep ar 2019 Genitourinary Cancers Symposium | #GU19

Sides are property of the author. Permission reQuved for reuse

Courtesy of Thomas E Hutson, DO, PharmD



Advers Olaylarin Yonetilmesi ve Doz azaltim basamaklari

Cabometyx Tablet
BLEI=lel= 0 B2 . Genellikle doz ayarlanmasi
gerekli degildir.

+ Ayni dozda devam edilir

60 mg

" Derece 3

ve Derece 2 (Tolere , _ + Tedavi daha diisiik bir dozla
edilemeyen ve doz * Derece <1'e gerileyene kadar yeniden baslatiimahdir

azaltimi veya tedaviye ara verilir.
destekleyici bakimla
tedavi edilemeyen)

* Derece <1’e gerileyene kadar - Derece <1’e gerilerse tedavi daha
Derece 4 tedaviye ara verilir. disuk bir dozla yeniden baslatiimalidir.

+ Gerilemezse CABOMETYX kalici
sekilde kesilmelidir

Onerilen CABOMETYX dozu giinde bir kez alinan 60 mg’dir

Cabometyx® KUB



Cabometyx yan etki yonetimi

Cabozantinib: Dose modifications

/ \ / Intolerable \

Grade 1-2 AEs Grade 2 or
= _ Grade 3-4 AEs
. upportive care
= Dose interruption until » Dose interruption until
Grade < 1, and/or Grade <1 '
* Dose reduction » Resume at reduced/most

tolerable dose
\ / K Continue supportive care/
'\

Dose reduction: ~Lby20mg Tailor dose to maximum tolerable
(Minimum dose: 20mg) dose for individual patient

=

Copyright 2018 ©, National Comprehensive Cancer Network®. All rights reserved. No part of this publication may be
reproduced or transmitted in any other form or by any means, electronic or mechanical, without first obtaining written
permission from NCCN®.



Faz 2 CABOSUN Calismasi: Maruziyet ve Doz Azalmalar
(Guvenlilik Populasyonu)

Kabozantinib Sunitinib
(n=78) (n=72)
Medyan maruziyet suresi, ay (IQR) 6.5 (2.8-16.5) 3.1(2.0-8.2)
Doz azaltimi, % 46 35
AO nedeniyle sonlandirilan, % 21 22

Veri kesintisi: 15 Eylul 2016 Choueiri TK, ve ark. Eur J Cancer 2018;94:115-25.



oo

Doz dislirmek tedavi etkinligini azaltir mi

Association of cabozantinib dose reductions for toxicity with clinical effectiveness in metastatic renal cell carcinoma (mRCC): Results from the Canadian
Kidney Cancer Information System (CKCis).

e I T

Background: Cabozantinib (cabo) is an oral multi-targeted tyrosine kinase Pathology
inhibitor (TKI) with activity in mRCC. TKI toxicity, an indicator of adequate drug
exposure, has been assoclated with clinical effectiveness for sunitinib,
pazopanib, and axitinib. We explored whether cabo dose reductions (a
surrogate for toxicity) were associated with improved clinical outcomes in Chromophobe 5(1.9)
mRCC. Methods: Using the CKCis database, we performed an analysis of
patients treated with cabo in the second-line or later between 2011-2021, We
divided the cohort into those needing a dose reduction (DR, defined as less
than the starting dose at time of treatment discontinuation) and those who did Line of cabo treatment
not (no-DR), We compared outcomes by dose reduction status, including
objective response rate (ORR), time to treatment failure (TTF), and overall
survival (OS), Results: We identified 260 patients who received cabo, of which
103 (41.0%) needed a DR, Across all lines, the ORR was similar between the DR Fourth 58 (22.3)
and non-DR groups: 19.6% vs. 18.9% (p = 0.903) respectively. The median TTF

Clear cell 184 (70.8)

Papillary 22 (8.5)

RCC unclassified 19(7.3)

Other 4(1.5)

Second 59 (22.7)
Third 116 (44.6)

Fifth 28 (10.8)
was 12.75 months (95% CI 10.38 - 17.64) in the DR group vs. 6.44 months (95%
C15.49 - 8.67) in the no-DR group. After adjusting for IMDC risk, the hazard startingdovs
ratio (HR) for TTF comparing DR vs. no-DR was 0.69 (95% CI1 0.50 - 0.97, p-value = 60 mg 201 (77.3)
0.03), The median OS was 29.6 months (95% Cl 19.58 - 42.64) in the DR group 40 mg 47 (18.1)
vs. 15.28 (95% CI 11.04 - 22.64) in the no-DR group. After adjusting for IMDC
20 mg 9 (3.5)

risk, the HR for OS comparing DR vs. no-DR was 0.65 (95% C10.43-0.98,p =
0.04). Conclusions: Cabozantinib dose reductions, a surrogate for toxicity and IMDC risk group
adequate drug exposure, appear to be associated with improved TTF and OS in
mRCC, Toxicity driven/individualized dosing strategies for cabo alone and in
combination with immunotherapy, warrant further investigation.

Favorable 27 (10.4)

Intermediate 138 (53.1)

Jeffrey Graham, ASCO Genitourinary Cancers Symposium 2022



Cabometyx bagli toxiciteyle ile etkinlik arasinda iliski var mi

The correlation between the incidence of adverse events and progression-free survival in patients treated with cabozantinib for metastatic renal cell carcinoma (mRCC
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Yanit Degerlendirme




Yanit Degerlendirme

-Toraks ve mediasten: Sol akciger alt lob siperior segmentte 16x14 mm (Onceki boyut: 58x43) boyutlarinda lezyonunda
anatomik ve metabolik olarak blyik oranda regresyon izlenmektedir (SUVmax: 2,04, Onceki SUVmax: 11,75).

Ayrica dnceki caligmada her iki akcigerde cok sayida hipermetabolik nodiler lezyonda da metabolik olarak tam ,
anatomik olarak tama yakin regresyon izlenmektedir. Mediastende dnceki caligmada artmig FDG tutulumu gdsteren lenf
nodlarinda tama yakin regresyon izlenmektedir.

-Abdomen ve pelvis: Sag bobrek ve sag strrenal izienmedi. Operasyon lojunda patolojik FDG tutulumu izlenmemistir.
Sag bobrek lojundaki nodiller dansitelerde hafif dizeyde FDG tutulumu izlenmektedir (postop degisiklik?).

Karaciger, dalak parankimlerinde patolojik FDG tutulumu izlenmemektedir. Sol

sirrenal glandda ve sol bdbrekte FDG dagihimi normal sinirlardadir. Abdominopelvik lenfatik zincirde milimetrik lenf
nodlarinda patolojik FDG tutulumu izlenmemigtir.

Sol internal iliak alanda yaklagik 5 mm ¢apindaki Greter aktivitesinden aynmi net olarak yapialmayan hafif dizeyde
hipermetabolik alan izlenmektedir (lenf nodu?) (SUVmax: 5,36).

-Iskelet sistemi: Sol omuz ekleminde sol klavikulay! dekstrikte eden cevresel trapezius ve levator skapula kaslanni tutan
kitle lezyonunda anatomik ve metabolik biyik oranda regresyon izlenmektedir (SUVmax: 3,44, Onceki SUVmax: 17,92).
Ayrica sag omuz deltoid kas planlanindaki hipermetabolik fokal odak gincel ¢alismada izlenmemistir.



