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(1) CHAF Z & EM1)2)3)4)5)6)7)8)9)

O 2l&Eo[A Ldlste 2 Wlst= [xlof w2} MAZNAM 2wl st= S}
Ao M LSt Aoz FESHH, iMooz AERI2 AMAZ A
M Ste 2td el dMzetg ofo|gth

- SYASEE2F0IM LESH 20154 & =0l =M, AEe MA FHEAE
35,333W(2.2%,9¢), &M Xt 4 5558 (LY E 109)0[U=

— 2t = 2ZA(distant)?l ZA7F 10.3%%G 20, 2AAHX0|7} QoM =2
HE2 SIS 2F 20% MEUF Mueictn 2™ UF. 5 MUMESE
A2l 4 13.4%L

O 2lEete =&sty ERo| weE MzZdof w2l 27| ctE ik kM3 2ol
x| zo W B3 T 22 CfE

HOZ|& F UICC/AJCCO| w2l FHM =

- W o AAMEZe, FFa MM EZEQ
A MM Eel R ah MAxZel AN EHeZE FEED, o & FHAMEY
MM ESE2 MAH MM EZete| 2F 70~90%E AtX[ &
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O AMHEES tyrosine kinase AMAMZ, S| MAD 2 M He[st™H =
MM okE LM 2l eto] XMo|M RigHo| zZtodsh= CIE &4 E|Z24 F|L1HA|
(RTKs)E HNallot= ME2XH.

1) DeVita, Hellman, and Rosenberg’s Cancer: Principles & Practice of Oncology, 10e, 2015> chapter 63. Cancer of the Kidney
2) The Washington Manual® Hematology and Oncology Subspecialty Consult, 4e, 2016> chapter 18. Chemotherapy
3) Abeloff's Clinical Oncology, Fifth Edition, 2014> chapter 82: Cancer of the Kidney

4) Goodman & Gilman's: The Pharmacological Basis of Therapeutics, 13e, 2018> chapter 67: Pathway-Targeted Therapies:
Monoclonal Antibodies, Protein Kinase Inhibitors, and Various Small Molecules

5) Pharmacotherapy: A Pathophysiologic Approach, 10e, 2017> chapter 127: Cancer Treatment and Chemotherapy
6) NCCN Clinical Practice Guidelines in Oncology: Kidney Cancer (version 2.2019, September 17, 2018)

7) Renal cell carcinoma: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up, 2016
eUpdate-Renal Cell Carcinoma Treatment Recommendations(published 10 April 2017)

8) thekFuiztts| (), f 3] 7)< sk (), < 7] 2ot 3| (), ¥
Sra i) (), U 3t (I

9) =7 EA dd ®HarM(2015d SEEEAD, 2017.12.
10) "7RR g A AEof oot A ST

11) Stukalin I et al. Contemporary Treatment of Metastatic Renal Cell Carcinoma. Oncol Rev. 2016 Jul 1;10(1):295.
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- MHEEZE2 Cl2st Z|LIoME Meliste A=z HIIE o], ZIMZ 4] 2K}
+=2x| (Hepatocyte growth factor receptor protein: MET) 2! &zt Ljm| ZA!
ol XHVascular Endothelial Growth Factor: VEGF) =&A 2| XM= =l

=g, £t FIETEIH2 GAS6 #&EA (AXL), RET, ROS1, TYROS,
MER, &7 Mz <2X =EH(KIT), TRKB, Fms-FAt E[Z2& F[LIA|
—3(FLT3) & TIE-22 &2 E|Z4 Z|LHME Aol &

N7)0f| == U0y, AR Z X|E]18)19)20)21)0f| A
'Ol X|=of AMufst AlARMO| X|EME FHELD JUS.
— XNHM AZEko| 11X X|BEMEZE= T2 VEGF-TKIC! sunitinib, pazopanibO|
F0{E.

- VEGFR ZEHMH Aldl = ZFSEl A cabozanitinib, nivolumab, axitinib,
lenvatinib+everolimus, everolimus €& A2 = US.
= NOON ZI0|=2eR2)0f| =M, cabozantinib, nivolumab, axitinibO| category 123)2 2
A1 = 0§, cabozantinib, nivolumabe preferred regimen24), axitinib=
other recommended regimen292 2 AZ=0| US. everolimuse
category 2A26), other recommended regimen2 2 H1std US.

12) DeVita, Hellman, and Rosenberg’s Cancer: Principles & Practice of Oncology, 10e, 2015> Chapter 63. Cancer of the Kidney
13) Harrison's Principles of Internal Medicine, 20e (2018)> Chapter 81. Renal Cell Carcinoma

14) The Washington Manual® Hematology and Oncology Subspecialty Consult, 4e, 2016> Chapter 18. Chemotherapy

15) Abeloff's Clinical Oncology, Fifth Edition, 2014> Chapter 82. Cancer of the Kidney

16) Goodman & Gilman's: The Pharmacological Basis of Therapeutics, 13e, 2018> Chapter 67. Pathway-Targeted Therapies:
Monoclonal Antibodies, Protein Kinase Inhibitors, and Various Small Molecules

17) Pharmacotherapy: A Pathophysiologic Approach, 10e, 2017> Chapter 127. Cancer Treatment and Chemotherapy
18) NCCN Clinical Practice Guidelines in Oncology: Kidney Cancer (version 2.2019, September 17, 2018)

19) Renal cell carcinoma: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up, 2016
eUpdate-Renal Cell Carcinoma Treatment Recommendations(published 10 April 2017)

20) A7 2842 (Clinical Guidelines on Renal Cell Carcinoma)(th3H]%7]15%8+3], 2017)

21) European Association of Urology Oncology Guidelines

22) NCCN Clinical Practice Guidelines in Oncology: Kidney Cancer (version 2.2019, September 17, 2018)

23) Category 1: Based upon high-level evidence, there is uniform NCCN consensus that the intervention is appropriate.

24) Preferred intervention: Interventions that are based on superior efficacy, safety, and evidence; and, when appropriate, affordability

25) Other recommended intervention: Other interventions that may be somewhat less efficacious, more toxic, or based on less
mature data; or significantly less affordable for similar outcomes

26) Category 2A: Based upon lower-level evidence, there is uniform NCCN consensus that the intervention is appropriate.
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= ESMO 7Zto|lEz2tel2no]| =M 2X} X BA| EEQLHSZ nivolumab,
cabozantinibsS | A2, SMSOZ axitinib, everolimuss [I1B292 A1

O (MAMZEE & MHEMEA) o|Fo| VEGFR EA X225 €2 ZXIE M=z

AMAEZT everolimus, nivolumab, axitinib, sorafenib, best supportive care2|

PN =S (PFS)2} MAMZES(overall survival)2 H|lw"EH It & sF & AHA
=3 0E 3 MEEAM30S Falist ZoH(57He| RCT)3Y,
- 2ZX& MZ=T|Z7F2 cabozantinibO| EF X|2A| CjH| EAMS=E ®elct 7HMS
=
- MAME7[Z2F2 everolimus tiH| welet JiIME 2910, EF X=X CHH|
S9o|st Xlo|E HO|X| 235192,
O (METEOR) 18A| o4&t o|™oll HMolx= ¢t 7IX] VEGFR EA TKl(tyrosine

kinase inhibitor) & §0{ g8t2 Xo| U= TAMAM £= MO|M AMMEZ BHX}
(n=685)& CHAS 2 cabozantinib, everolimust 2 1:1 FA&H|uf™ C}
7|2, Z2IHEX], 34k AAMAEE AT A132),

- 2AXl HIX|Eel SAHMETIZHMPFS)33)2  cabozantinibb®  7.470 ¥,
everolimus™ 3.87H¥ 2 cabozantinibol <ol JHME(HR 0.58,
95%Cl| 0.45-0.75, p<0.001).

— O|X} WX EQl MA M=7|2F 2

= O|X} data cutoff(2015.12.)dlAM M MEZ|ZHmOS)E cabozantinibT
21.470 4, everolimus® 16.57H&€ £ cabozantinib=0| F2lstH HME

(HR 0.66, 95%Cl 0.53-0.83, p=0.00026)34).

27)

28)

29)

30)

3D

32)
33)

Renal cell carcinoma: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up, 2016
eUpdate—Renal Cell Carcinoma Treatment Recommendations (Published: 10 April 2017. Authors: ESMO Guidelines Committee)

Levels of evidence I: Evidence from at least one large randomised, controlled trial of good methodological quality (low
potential for bias) or meta—analyses of well-conducted randomised trials without heterogeneity
Grades of recommendation A: Strong evidence for efficacy with a substantial clinical benefit, strongly recommended

Levels of evidence II: Small randomised trials or large randomised trials with a suspicion of bias (lower methodological
quality) or meta—analyses of such trials or of trials with demonstrated heterogeneity
Grades of recommendation B: Strong or moderate evidence for efficacy but with a limited clinical benefit, generally recommended

Bayesian network meta—analysis was implemented with the following five parametric survival functions: log—-normal,
log-logistic, Weibull, Gompertz, exponential distributions.

Amzal B et al. Cabozantinib versus everolimus, nivolumab, axitinib, sorafenib and best supportive care: A network
meta—analysis of progression—free survival and overall survival in second line treatment of advanced renal cell carcinoma.
PL0S One. 2017 Sep 8;12(9):e0184423.

Choueiri TK et al. Cabozantinib versus Everolimus in Advanced Renal-Cell Carcinoma. N Engl J Med. 2015 Nov 5;373(19):1814-23.

=" A HE 53993 (independent radiology review committee)ol] 98] Hr7lESlow dx} BAL FA9 wiHE A
37589 A} FollA A,



M HI2E2 cabozantinibm 17%, everolimus 3% =2 2|8t Xfo|7} U=

— 712k 25 grade 3 EE= 4 O|AtHEZ (cabozantinibw vs everolimusT)S 1

41
SA(15% vs 4%), dAH13% vs 2%), L Z(11% vs 7%) SOIAUZ

AA 3 -
— Zr st o|AEEZ (grade 3 0]|2H)2 cabozantinib 39%, everolimusT 40% 2

LtEHG = .
(5) &3] 2| 7439)

O & =h3(o|zdof w2, AlEer stXte| X2 MHA Mol tist o|&5F =27}
o0, AMHER 20 2AH™E= 2 (everolimus)lt H|WA| EAMSZ Folst
igs, 3 dE7(2F 2 MH MEV|ZEe] gato] S E A Ets oY,

- MEES AP SIS ZTF EfekA| ChH| wHE HOo[o{M AMEshA| S =HOo|
Lest AL 259 ddsts 47 O Mt A2 of M.

(6) =& H ofF: T QS

O Zza E5 o7

- AMHEZ “o|Moll VEGF(Vascular endothelial growth factor) EXB#Ho| X|&
HE2 Mo| U= FIHM AMEMEZOl X|ZE70| &7} 22 22, everolimus
S0| =10 Uo| UHMZIsMH 2 DAl el A=A F S92
Hop|lE 2 HXt Sof &st 3 HMex=(T=EA HIEA| ZHeEH 2kA|)of s
SCt H7| o=,

(7) 20i7|E& AdEZ o (gEetploleds, 2018 18 24Y)

13. Al&Fek(kidney cancer)

[27 &t ot = HERH]
o
EE st FoicH & FOEHA | FOIRH

EHM Z 2 (clear cell carcinoma)2Z
10 | cabozantinib | O|&ofl VEGFR TKI x|Zof Alajst | 2xto|4t s
N, Mo|M

34) Choueiri TK et al. Cabozantinib versus everolimus in advanced renal cell carcinoma (METEOR): final results from a
randomised, open-label, phase 3 trial. Lancet Oncol. 2016 Jul;17(7):917-927

35) t@=Futats) (), o 3] 7]

s (). ) )9 ().
grarera i 3 (), f 3¢t (I
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