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Pl el M2 FREET KLY o

2. Ap¥H ot & — 4 527 sorafenib 4p b

1245 axitinib +r o35 % % 0 1 & foocdp & & 1 5 58 384 (PFS)» axitinib
B¢ =#% 6.8 B >sorafenib ¥ =#i 4.7 B * (HR: 0.670; 95%CI:
0.558, 0.805; p<0.0001) ; =t %3 A 45 % % &5 77 4 % ‘=i sunitinib ;5 e
Pén—*f '3 B PFS P i#kcL B2 5 14 * (48 B ? vs. 34 B ; HR=0.74;
95%CI: 0.58, 0.94; p=0.0063) - £ % & 1F cytokine #f & 1 /o F & g 7 2 PFS
PoirlcAL R 5547 (1201 7 vs.6.6 B ; HR=0.52; 95%CI: 0.38, 0.72;
P<0.0001) ° = & f »cdn {h & AR 75 78 B (OS)R8 A » 44 £ 35§ 4% 16
sunitinib /p)%‘—"f » ¥7 sorafenib % % é‘»i"#ﬁ oo axitinib e 2R X H I IR BFE
PR @ B ILE P2 (HR=0.997; 955CI: 0.78, 1.27) - e §_» ¥ — * @ » &
ECR- A %-xsﬁ cytokine #E& s o % & sorafenib e iEf Aprt P o
axitinib je 5 3 f chrg B IR FH s B R P A)(29.4 1B 7 vs. 27.8 TR
¥ ; HR=0.813; 95%CI:0.56, 1.19; p=0.1435) -

3. B R R

Boaxitinib @5k @ o BT AT DX R K A RRPFREREL 0 - LD
B 7% F i (axitinib % 95.3% vs. Sorafenib 2 97.7%)- Axitinib & ¥ % (g
T AR LA B BRESFETE RO R o AR T
BeE A28 5 12 & - B2 0 A -IE# Bg (F% e g 4 % > sorafenib i
22 oaxitinib e A T A ApR o R > R ORI S BahER R T F 4 %
ARIT ©

4, bAEEFELA

G axitinib g2 3#% ¢ 0 k45 FKSI-15 ~ FKSI-DRS 2 2 EQ-5D % # % &/
FTE L TG R S 2% i3] (mixed-effects model) 4 47 0% % B o 0 i 5%k
%

F
pHEHREZ iR ARVPHFLRDEEER(AERT &47)
B FRGERRANFHET EEY
I~ e F Ziféi—%‘#% M- A B ERERL o LB SARE LA

S R4 A F e AR

IR MR 2R E B ARE R BRI EN B T e s MUSR 0§
-~ EINTEZERFEF L 42008 ~~132 0 MArEEF GG
1,300~3,600 8 ~ - A% 7 < E£FT2FF H A 5 ¢ F BE3K Inlyta 4% 8 4 3 -
¢ * cytokine shp 4 0 i ¥ 1-5 & h#E § % 2,000 §~3,500 § & 0 M
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e ) 5 800 §~1,400 § & o % ik Inlyta Pr/a s i+ - Si * cytokine
# sunitinib e 4 0 %1 % 1-5 & chEF 9 5 7,800 §~1.69 1 o M Tk
% % 3,500 ¥ ~7,600 § ~
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o AIRFEFEEPDREFERGLPES (5 F) 2 RTH
ARER 55 & 1 5 & 2
Bt Inlyta Nexavar Afinitor
i = 4/z % | Axitinib Img 2 5mg | Sorafenib 200mg Everolimus 5mg %
10 mg
FA e K| e o7 g &z |
WHO/ATC | LO1XE17 LO1XEOQ5 LO1XE10
B
A FFET | ok BRB B R L R 1 % sunitinib

PR Sunitinib & Cytokine | interferon-alpha & & sorafenib ;2
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K2 &
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3. ZEEwTAPA

B o E S e

}%‘ﬁilj:glﬁ; 53‘7 )

ERETRED G
)

w,43@ =it
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ho ARFRPHER LG HEHR

% i

BOAT A i 12 2R

CADTH (4 £ %)

pCODR ** % | 102 & 3 * =2 o 23k % i axitinib s & 2 &
<pow o pR* G ovcd £ 2 everolimus o 0 & i everolimus
@ B2 AR e A T e o L s R H o

PBAC ()

2

TAR102&57 24p 0 B ERFH

NICE (& &, )

Pame D2PRIREAFr P FORTARIL02E67 10p 72
PR

7+ ¢ CADTH & Canadian Agency for Drugs and Technologies in Health 35

pCODR 5 pan-Canadian Oncology Drug Review 35

PBAC % Pharmaceutical Benefits Advisory Committee mﬂﬁ’é, ;

NICE % National Institute for Health and Clinical Excellence m‘ﬁ?’% °
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(drp s sa] Fufimhdnd

FLEBRL MR AFELLRY cFEPH TR
FLxApH: AE 102 £ 5 9 31 p
'; :

FERE R LRSS RS FR TR AIR RS ATE S ATE R
R RY o 4 \mTﬁ};ﬂ: TR F RS oo B A g?,\m,;_?ﬁ%g;,ﬁp_o ¥R
PRl 2 @0 AW e AR R ERER D 5 AT R PR TR R
?%°é¢*—%¥‘ém‘fﬁbﬁﬁﬁm?%%ﬁimwﬁ’M@MA%%
AT e (NT ALK o) X FRRFEL A R e Y LR
G ”TH#%%%>wﬁﬂL%%%ﬁﬁ¢H¢%$ﬁ’éﬁﬂ%%%%
Sifs o A2 BPHEP ARG EATLGEHEL (UTHEAFL ) R 2R
BRGFRESSAPL 54 S0 RA R OB EFL BB KA AP
LR R R i R

ﬁﬁ%ﬁﬁ@ﬂﬂ£§%ﬁﬁﬂ%m%%ﬁ%§&%ﬁ%?%%%&@ﬁ
THEORMEAF RN RERS AR AL TR B2 HEG S AN
Bk e &7 nbl:*i’;*\@?ll oo ¥ AR 2 fRA s 17 A ERE ST
HEAEpEIY S FRARL R p A RS TRE F I H® S @i

B

- S B RISRRR

$4t A kY FF 5 Axitinib i p T T g 0 BT T
%”@@%Eﬁn’%WE%mﬁﬁdﬁ%§w%f%wm4ﬂﬁﬂ’ﬁ%@w
Bt = AR G APB i dp i R e wrm o R B BILED 2 R B RS
JE 7 3 4 (National Comprehensive Cancer Network, NCCN)[14] ~ &t i+ EF TG
(European Society for Medical Oncology, ESMO)[15] - MD Consult % 3% #735 3| &

ATB A 2 g a R R B RPN TR R

1 &
¥R BOF A A T EA T wmie iy SEEEHSL B F
e F T A m AT R A E R SRR AL THB A FE
B mie b H @ R A %“‘?Tm’v’ﬁf)%‘?ﬁ ’ 1&7&—,& T## % e % | ( metastatic
Renal Cell Carcinoma &* g % = mRCO)[7] -

e A= #E075 500 A ek T m e e kop I BEm 3 0 R m e 3] (clear cell type)

o5 0 K4 SG B e 75% 0 B =Rl S 5 % 3 (papillary cell type) o 4 4
10% » H @ > R oehy 3 4k 4 w2 3] (chromophobe) 4 2 & F | B fw 77 4]
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(collecting duct cell) 5 m #z & [5] -

2. e IopFS[8,9, 15]
(1) 477 ( 608§ 2022 55502
(2) perk: £ HH LMo
(@) #a
(4 TARE BAERTENET /R  THPEZFQUBTEEF -
(5) & & A 1 gz (tuberous sclerosis)
6) BERB AL ~THaA
(7) 48 3+R2L4ga -
8) 2@ ¥t 2%~3%-

3. fh 4 3[4,7-9,15] ;

Tane Rl K LG Tk o B ¥R E TS R T §ER
'ﬁﬁ/"%if L ‘fﬁfl LR Wi Iﬁ.,,u.ff\f‘ﬁfi;P- dod BpoE e SHEET 0 7

AR o Bde s F R B 5#‘*&*2—92&0!/1;197 s}
”%‘?’?b* § :E‘. T AP R FIE A Bk & TR e B R
R[4, 7-9, 15]

-

4. & #p[15] :

BOBRERGEE Y TR R EEIGCT & MRl % - 1k
FUm 55 B (Union for International Cancer Control, UICC)2009 & 10 * = # 0%
TR~ B 0 B e fpens 4T
(1) %- % : TINOMO
. = #p © T2NOMO
(3) % = # : T3NOMO ~ T1-3N1IMO
> 3 ¢ T4 Any MO ~ Any Any M1

§m e J{%a— %;ﬁ_:f% vﬁaé’gﬂ(natural history) % s o b w0 © 503 B 80 b
;‘T"E A o ."lﬁ@’:‘fll% AT (S BN TRR AR R YR A R ATE cnp B ?’F‘JL o
% T e g s mie 5 5 5 0 1 (localized disease) o 7% 5 B B B g £
1 E 5 SSIGN (the staging size grade and necrosis score) 4 #c£ UISS 4 & i it
(the UCLA Integrated Staging System)= #& o 4% ¥ iw* & ¢ Jf % 2 (advanced
disease) - %% % s 7 16 iRl 5 MSKCC (The Memorial Sloan-Kettering
Cancer Center) & Motzer 4 #c (Motzer score) s & o
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TR L B e R B o i * ch MSKCC A i i 4

TRy TR b R ]S Heofm A BT R —
(1) Karnofsky score (% i 7 #&) < 80%

(2) il Fv Bl D F EeT R

(3) M ErDlin R hpE R ] At - E

(4) I fschu GRemkR <31 § Bt R
(5) ] FEHEXITF B Y

(6) ‘F,J"’ Mok fmPe BiciE < 3 r ¥ B

s A Bl F1F S Hce R 0 T 0 @ ) A B R e

R B B A NE % AERCE I BRI GEY L 2 & a0 b
0 a4 (& %% i) 75%
1-2 v 27 i 53%
3-6 ES 8.8 1" 7%

6. i [15]
(1) o ¥%gp(local disease) / fu ¥7-% % J5 it (loco-regional disease) :

aﬁﬁg‘#?k AT N s B A %";ﬁ@,’;’ig_m%" e g 0 1 E R IR “f
e R A e BEHEMEY) 5 (radio frequency treatment) 2 4k i ki
(cryo-ablative treatment)» ¥ ¢ ¥ 1 EF ok S &k o HME S RE G

H 4 % 5 (co-morbidity) ~ FF & & fE S 4 0 & AR (solid renal
tumors) £ #|-] 3t 4 o & 'g » ¥ S 4 $s & | (active surveillance) s o
BB T o PIF AR R B TORAY % =+ ji=(laparoscopic
radical nephrectomy) -

Ean 0] W%ﬂ?@wﬁﬂsﬁTMﬁ@A’&%?uf@%%§Wﬁi
o e §_ — R e TR “f #t=(open radical nephrectomy) iz % pt #g 2,
FORF iR o A ERAIVERY T e ap A #JFQ" AR
(adjuvant treatment) o #7# B4 {4;5 % (neo-adjuvant treatment) iv jf 3& 5 14
£ “ﬁ% TSR P E LEA AIa 2 0 F BIERE A R
faicR e

(2) ## g +(metastatic disease) :
(@ Fiiek

POA ORISR DPE iR 0§ %5 Rk i 2 47 (good
Karnovsky performance status) g A dm E FE T "T Vs
(cyto-reductive nephrectomy);s B o & &> 278 1223k fihie [k

9/62



102CDR04006_Inlyta Film-Coated Tablets 1mg ,5mg

BAIRE T R o P EFD AR OTRA R R R

o

N

i’ . %xiyu%m—mﬁﬁ& s ,35 ’§%%%J4++gu /r-lé‘ ,}_r
“"/‘_—‘-3}%“4 aK},}F}@.m}]’;‘;& A }%Agf;}%l‘l,k?[j;,{ﬁyﬁ:}%
s 2@ K i35 8 (progression-free survival, PFS)fiz £ -

hiieg (W AR e ApL LN TR

§ - SULR

BRI EAR T AE | & TP R

- B R B L R # 3% sunitinib( # o F & 1 A)
bevacizumab+interferon- o (¥ % 2 1L A) ~ pazopanib(# ¥ + ‘&
MA) % Z4 - é:ﬂ},’;‘ﬁ‘aﬂﬁﬁ*#ﬂﬁ Z Mo R 0 K ﬂ
ot - W E R b 0 ¥ b A sorafenib(Edy ¥ & I B)
interleukin-2(¢ /1 %-2 > #45 % % MC)12 2 interferon- a (+ 3£
3 o REBRIELID)EEF VT BEH -

> AR L A

Temsirolimus £_p # vk — & sk ook Rt o A BB
T p ] B ERGRBEEIB) g2t B
EH W G osunitinib (FE9p F & 1 B)7 2 & i L 455 2 (best
supportive care) -

¥ Mok

4 7 e X i cytokines X % 4 i fr e 4

- BRI LR T A sorafenib(zE 4y & & 1 A) ~ pazopanib(zE
Y E & TA) ~axitinib(F 35 £ & T A) o H s chiEH & 3
sunitinib(E ¥ & = 1MA) -

£ @ £ % 1§ TKIs(Tyrosine-kinase inhibitor) 2 3= ;5 5 e 4
— RS T 5 everolimus(FE Sy £ & ILA) ~axitinib (2 45
FERIA) - i e ad G 4o » R dKR 2 F - f& TKIs 4

Ef iy - 8 TKIs sg & 4 > &40 sunitinib # 7 @ *
sorafenib(z# ¥4 % 21 B) -

10/62



102CDR04006_Inlyta Film-Coated Tablets 1mg ,5mg

¥ SR

A\

BT OLTER o BB RR A o TR RS

> AR iE S 8 TKIs 7 % 4 (24 - & TKI £ bevacizumab & #)
e R eE A 0 F LSS everolimus(GE Yy * s TTA) o

> AmiRia L2 & TS e s (VEGF-targeted therapy)

eopi A 12 2 mTOR #r41 4 (MTOR inhibitor)is i e 4 0 | = 4%

% TKIS S % 4 8~ 87 & ehil o $F 78 (95 % & 10B) -

S BRI REENARL KPR

1. ATC Index 4 #g #5[16]

Bt e E S 2 2 & ¢ o (WHO Collaborating Center for Drug
Statistics Methodology) ¥ % * » &34 3] & k¥ % 5.2 ATC # 7= LOLXEL7 > /4
H i ' % % 1 (LOLX Other Antineoplastic Agents) ~ F-v jgcfis #r 4 #| (LOLXE
proteln Kinase inhibitors)#g = 4 o g — A 3k 82T > X § 2238 2 e enEEfr 2 Ao o

- AP o FRoREYP TRy c SEEFRPN LB f;r—a;g » 3 sunitinib ~
sorafenlb ~ temsirolimus ~ everolimus ~ pazopanib % % 3 o

2.2 F B Rk H A7)/ iRt & 58 4 25 [18]

hiEa ¥ o # - FREM g EFbBmFrvRbE 2T T 4 i
R o SLAGRE R > X W5 13 %i?q"&cﬂ :
BE L P RE i
(Easrif EP 782~ 54pH ) (7o
Sunitinib e B AT ”éf)%(:?ail”—_i 5 %P | 12.5mg 1315,
(3 1 &38) | (clear cell carcinoma)) 25.0mg 2622,
50.0mg 4719
Sorafenib | 8L ¥ imPe g P ¢ &% interferon-alpha s 1092
(1 ®&38) |interleukin-2 /5 4 px > &3 F & A FEES
b L
Temsirolimus | /% 8L 2P § ‘w P2 & 5 ,é,iz FEF TR BRR 29102
(17 %73E) FF ¢ 3= b r]+ (1) iE#si~ X 2 %)
5w e :}% 2. PR A iE - # - (2)Karnofsky
Performance scale (KPS) % >+ 60 = 70 2. & ~ (3)
wod E MR DFE S (A)FBD AT EAE
10mg/dl ~ (5)5* pa %t & pe (lactate dehydrogenase)
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AziE 15 B FE T (B)RE- Bt B
F7EBRE -
Everolimus | 7~ i * sunitinib £ sorafenib /5% 4 pz2- %#p | 5.0mg 2715,
(2@ &F) | Twegpm b o 10.0mg 3916
Pazopanib | 8L w2 % - oS 0 & F AT R g 711
Q%%ﬁ).s%W%@YmKWBw&%kLﬁﬁ?mw
AXitinib m/%‘ i sunitinib & cytokine ;% 4 pren | A% @ ;%—%«_?gr
(2 T &38) | 5Lip %"..:m?e J%-},% B oo
Aldesleukin | 77 #& 4% (£ % fm e Jf o 12202
(1 &58)
Interferon T imie % 3MIU 412
alpha-2A 45MIU 621
(1 i &%) 6MIU 830

.hE T # & AR E[19]

R¥pEs 59 L ighoradz T2 e ¥ sidne (02 &
) AP BRWIE AR FEEPR AR FoT (EEESE ARY
%wlﬁf@sfﬂ#ﬁjﬁ) :

S A% Lz

8.26. @+ {E ~ Rt HE -

8.2.6.1. Interferon alpha-2a (4- Roferon-A) % interferon alpha-2b (4= IntronA) ;
peginterferon alfa-2a (4 Pegasys )
L H AT 5’J-‘/$,'-‘)%-‘}'Iii 2 T *Tinterferon alpha-2a ( 4= Roferon-A) % interferon
alpha-2b (4 IntronA) | :
PLig * AT aLp A ay £ g “ﬁ% 2 AT e 2 o (P a-2A type)

%9

TR E

s
‘4%&‘%

9.13. Aldesleukin (4= Proleukin for Injection) :
NEH LT s B2 FHRpBERY o
9.31. Sunitinib ( 4 Sutent) :
B B m e R O
(D7 * 2% - Sp K S EH LT %R TRIL L LR o R (clear
cell renal carcinoma) -
(2) & »x s Pl * % i temsirolimus % H @ & vepg jgcfs 2 %74 (tyrosine
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kinase inhibitor, TKI ) -
QFgEngapaider  Fxd G2 FanzBr 2 EFFF
BWEPGFR > 22 B3 - = o
@)+ FHEF AL w2427 @& (intolerance) > Pl R kK EF R 5 R
| FEEMLPER G T ke TKI -
9.34. Sorafenib (4- Nexavar) :
B B m e IR A
(1)t dp 7 w2 g 0 © % interferon -alpha ¢ interleukin-2 ;5% % pc > &
B L ABES R PR E N A EEF SRR
& & cytokine # &z ¥ e B sorafenib o e SE B A r L2 H g
JEZ K AR MR -
(2) & »x 18 Pl # %+ temsirolimus % H is f3%fs jgcfis FE %73 (tyrosine
kinase inhibitor, TKI ) o
Qasthgapaigrr ¢ F2a B 3B 5 EFPH3E
BERGETR £ 3B - & o
9.36. Everolimus :
9.36.1.Everolimus 5mg % 10mg (4= Afinitor 5mg % 10mg) :
1. & * sunitinib 2 sorafenib /o % pe2 oL ¥ Fpm & o
3EEETFAPALRY v F Y Fahser 3B 5 EFRET
BELGFA 3B TR K o
9.38. Temsirolimus (4= Torisel) :
1LZE3 T3 aPARBRY " AXLHIIB FE > EFHIREDLT
o & 3B R - = o
Q)isF » Lmre 4 eng b "G 9L § w2 f o
@F 53 T BREFFS D53 B AT
LBEgEA> BT T w2 PR A - &
I1.Karnofsky Performance scale % *+ 60 & 70 z_ &
.o & % M3 F & 12gm/dL
V.56 It {5 i 4F (847 48 10mg/dL
V.5 fe % & i (lactate dehydrogenase)i&j 15&m F @&t

VIAZiE- B B g,;ﬁ*ﬁ 2o
B)m »xis Pl # i H s ,;n;;,;&g&;m “r TKI o
2.5 L FHEF A2 @7 & (intolerance) » B  R R E SR E G R
PloF B a7 > 7 4k H is phoiph jEps 12 %778 (tyrosine kinase

inhibitor, TK1) -
9.41.Pazopanib (4 Votrient) :
Lo v - SUs R S @ T e BB LR e s (clear
cell renal carcinoma) -
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2.8 5@ monts o 3 @Y g % temsirolimus 2 H i AR ARAL e 2 ST
(tyrosine kinase inhibitor, TKI ) % # 7. o

JFXEFNF AP ALY » & X ‘é}a\-)ﬁ‘ﬁiu.:_ B2 EFEFT
’}ﬁﬁ%?f%\?ﬂﬁ'— B Z B IEG - o

4o A FHEF A2 w2127 d(intolerance )> P11 Rk EH R R SRR
FREEMIET & 7 e TKI -

Z BTG EE (§ 2 RTEHR)
ARL A& 5‘\ CADTH - PBAC 2 NICE 2 ¥R #3= R4 2 23k &

2 TR ARG EH _Pﬁ}gﬁ‘yfi;}i EaT ‘?T‘ 3% 2 & Cochrane/PubMed/Embase
;}Bﬁg?[‘k’ ug*g;‘ QP&%F;& I Ev?,"“% LidEREP EN#BE%T‘%}—%/_EE-" 5% o

* i FL P

CADTH (#r £+ ) #2013 4# 3% 22 o

PBAC (i) 12013 &5 249 hEFH

NICE (# /) e DAERALFfFE M 2013 £6 7 10p 2 B
U

g
®
1
[es
=l
S

SMC (@i ) FRAH=REL
Cochrane/PubMed/Embase =37 %F % % -

poav it ik {7 enfRsk i85 7 F (ClinicalTrials.gov)
EREREZ TR 2018857 2p feip(BkY cRFEOR10H P )

3x : SMC % Scottish Medicines Consortium m‘{ﬁ"@, °
(- )pCODR (+r £ =~ ) [20]

d 3P amde £ ARt FNLHERE TR Gl L £ X R ES
# (pan-Canadian Oncology Drug Review, pCODR)#4 {7 = go@ » gt — FRix p % #
5% PCODR #7242 4R 4} % o

Ale EABPN 0 L4 £ % =1 (pan-Canadian Oncology Drug
Review, pCODR) #_d 4r £ * % B LR A R o "f S RIE AN
FRES L R ok 2 R R S anTE U R BN ER L AE 2 H 1 2012

£ 87 16 p Iy X ER A £ 4 4 2 P axitinib ehi% F FAL o $3t 2013 £ 3

\T \*§¥

E‘vﬁv’
i
1
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DT R A FRAR" e 0T ML g & pCODR F kAR £ F L i 4

<l

(@ &S FLIFTFRREN F
#i#& 4% 4 % w2 g (metastatic renal cell carcinoma)
(b) Ap ¥ s H B,

EAR ARSI TR B N e - (sunitinlb g — 38 cytokine #g % )4
po2 H A5 T e s 4 (IR A AR G 2 A IE])

(c) PERC % R ¢ ik :

> LR §ZFRG axitinib i EE AL P WL ARY G
everolimus ;5% » & ¥ fg}, everollmus e ffi & 2 ﬁ‘é-;%% M E e A5
,ﬁm’?a:}%:jﬁa4m:fﬁ?%°ﬁﬁ;’i, mﬂ',xE\'T.jf €732
oA B AR 3 =% (mutual assessment) - % R g FEZR LA
axitinib * ¥R fhs A ¥ 3 & R F G ‘%%wﬁ% TR e
B RS RGE O Y LEP axitinib (g »ip 173t everolimus e e £
AR Lo R I8 m gk A everolimus i R o 2 3% everolimus
#F B Ao B F RIS FE I 0 T TR AP R
Szl R L AR FLAmEr £ 0 g maE RN A i
axitinib - £ f ¢ /8- 84 % axitinib > £ AR L H £ o
P i > axitinib £2 everolimus _‘m%”j hARRTEIR A o

> LR ¢ 3 Ak axitinib #i € * everolimus 2t ¥ - B &R
I & F M2 B everolimus in oy & AT 0 g A % = As Rt
o

(@) TR osTR

FRWM DA £ X RP o AR ol 2 ﬁ%ﬁ“m%@Wvﬁw%wm
4 1*]—‘5):@- A& s % - & 5 sunitinib & pazopanib o % = &
everolimus = sorafenib(* ** - % 3% X i cytokine #p &4+ ip R F) o @
- BHER S EARD FERLAN FARC

“PERCZ B ¢ 3 &R Z 1 & B o » REMY E » T fesk f »z(clinical benefit) ~ A 47
(economic evaluation) ~ ;5 * j&L2k(patient-based values) ~ A3k 15 07 (7 4% (adoption feasibility)
o Bawadn £k o

“Ja % % “For the treatment of patients with metastatic renal cell carcinoma (RCC) of clear histology
after failure of prior systemic therapy with either a cytokine or the VEGFR-TKI, sunitinib.

¢ PERC (pCODR expert review committee) » & 4c £ < W FH % FiEiE s ﬁiﬁi ﬁ € o

d ,i_aqﬂ,w[@—~ Bk A E X VBN S ER T ER BRI TRt BNk
BT E PR
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> AR € FROT A 23 pCODR L 7 e f St~ ghw fElg & ~ &2
Tesk ie R dp 71 AP 2 ?Lf% AR AR B AR Y R A 47 T
s ‘é% PCODR f&sk frig g & -] s ehdp 51 (guidance) ~ s > B4

g, L~ pCODR 7§ 334 B F5 (provincial advisory group) ez, & % o

> i REFRANFPF HALTRIERERA PP A EH L
Timie fpm A ohs SURRE ISR F 4R o axitinib ey & 2

> o iEf g pCODR {7 e b Sk 2 e w A5 36~ — | TR
% AXIS study(Rini et al 2011)° ~ - % F'“‘ah;bt fi 4 7 (axitinib vs.
everolimus) 12 2 #c B & v 5 P M S FE 7 0 @ 3
everolimus(RECORD-1, Motzer et al 2008 12 2 Motzer et al 2010) ~
temsirolimus(INTORSECT study) -

> ?‘;‘E_,’«’- &i—ykflﬁ :; ﬁ gpup = FL,«&« mmﬁrﬂﬂrz" %’:‘9‘7”}2 t;ta B o
ek * % everolimus B 4t ﬁkm‘;—;%} IV S G Kf P2tk
g~ E‘ﬁm Panild Il d il iéxaﬁme #&»Lm‘zé%;

> g d Atk Zaxitinib £2 everolimus E gt famE g 0 T o
LR g E RSN OBE R FERNE - AR R RS
o R BRSPS L F B IET FIA B~ AT
SRR L AT S A R & 49 B~ RECORD-1 & AXIS
B RRATFHRET D - FRFRLF - BERVRS
(common control group) & F] & > i #7538 A 40t oA 475 — & g
m ® H 7 5z 24k % (be extremely uncertain) »

> TRAGE AR EEGI SHEBET Wm0 F S
LR Z 5 everolimus o 4ok Tt # = @< everolimus g
»+everolimus & * 2 Lop R 0 PRAE 0 3% v AR Tok-E E e
CHRHEET UEE

e

:\Et *.mk-
pa

=

() s * jLE:(patient-based values) :

> ORAF Y i R EAET e R G - TR 4
AR REE > X RS Pt ER .

> &“%:ff% AEpREh s R B E R R [}igm;}""’f}: (1 478 R
"FJ Pt AR ) AR PR R i Pk

> ho~BEAsp o 8#; #8 % 4 (lung impairment) e 4 @& 2 ¥ <
everolimus ;o » Tl R B IR SR ER o

> p BT o O BB 4R B axitinib e s A R F
FloowipEdH e & ﬁgu»rs);;? 2 RS F LR axitinib o %k chg (7

® AXIS study 7 axitinib 2 {& 2325 o MR Rk 2 Fwlicdy 0 F AR AR - 20 %o
BT R
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P Fini GIRY axitinib B F St SR s L
(moderate to high)z_

>
-
™
=
<k
i

() PERC L R € F:R 1% ¢

BPACEZAREHEEI P iR ES LT we R s - SRS

% everolimus - fe §_» k&t )E%‘?"}ég L PN S-S Y N | ifg
¥R st g oaxitinib v+ sorafenib - 822X > sorafenib i o P 7 S
RS FR FEOREY FY T F VLS Rt T N
w5 #icdyp £ #F sorafenib * *t Lowm 3% cytokine e 4 E‘v:-‘ﬁ > @
cytoklne BHE N E - ALK ATRE S SRR Rt S8
i 4 sunitinib m/% 118 gF cytokine i B o Flt 0 & B € 3G TRk %K
i * sorafenib 5 axitinib 4p 5 scant fi 582 Tk F S IR e M
3 H B (limited relevance) o » d ik eniiie > § £ R € AER
axitinib 22 everolimus 4p ¥+ »<pF > 4 & Tek fAAR R hF FL T o

B 34 R AXIS BB eni S pF > At a R fscdpie i 2 - 4 £
= fRR F R 'F-%ﬁh:m%"r:r’r::'z EHEL ﬁ:sé?‘ﬁ v & R ¢ 3G axitinib gk
g A gsorafenib 2 G ehe e £ ¥ - 2w o & f € 32 sy axitinib
£ everolimus 4p +* ﬁm% P TR TERIBR T

EE R Y- T RF R Bl AGE LT R RAFTEE L]
€ ¥ P Pt AR LR % o5 R 7 5w (the magnitude and direction
of benefit)IR > ¥ e 5 e d R a2 E M7 2 L (R p RS9 7 k2
B2 R en 3 ottt enid i) o

A0S A AR RN > £ F € &4 £ 54 axitinib ¥ 25555
ﬁ%%'ti%".ﬁm’??ff%:)ﬁ AR - M o T&*&L’ ié’%%?"/‘ LA E

everolimus &| /€% &g 4 > ¥ 4u ¢ 7 & axitinib £5 £ HE - Rnht &o
Al &R gfy\‘??}‘\?'%fﬁhif‘ ditamEaf Pt é_PR’*”ﬁ?:EC%IJ’E_L
everolimus ;5% » & ¥ E{v everolimus i * £ & 2 EH M R wre 4| F mie
:}Tﬁ;:@ﬂm:ﬁ?%of« A R ¢4 LR T g everolimus

pE
rﬁ/r_lu%ﬂ %Eﬂ;."i’[fa’k_ﬁﬂ??@é’ »om b — :r-g—/QJJ
% everolimus | . &S > FL o> kB &2
w4 £ axitinb io g PERF o ST BB

2 @2 everolimus % Z o %EFFE’},% AHfRA o

(= )PBAC (ig#) [21]
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1 20134# 57 24 p kb mAnmEF AP EREL

(=)NICE (# &) [22-29]

%

&Y ¥ 5 axitinib & NICE si®f ifz e G5+ > % &4k NICE #4- e
PEAEZR 2 PR T2 2 i ma 2 43 AL, arpR o« wd
* NICE 243 GaRL 4 fhis & 3n (> ¥ FA(appeals)® 70> #7rs > 43t 2013
£67 100 F R SRR BEY FH T BAREL o

FRPpp o 24 B AR 2 47 f5 N F[25] > NICE #4227 % axitinib *
e ya R L w32 4B sunitinib & — 38 cytokine #F E e hk 4 prz ) Twe L &
Bt h,
d3REpa Y RIFR INFEGHRLTASF AL T :Y)Tﬁ’-'f;
ﬁ%#%iﬁﬁ’ﬁi*NmEiﬁgﬁmmmﬁuigﬁi%mfiﬁ%%
P F FRE IR )ik 44 [25] ¢
1. 1% %7 ?1‘»’ :
NICE £ f ¢ “7 %% chF A 5 Rp i g Tz ﬁwﬁ%%%/
(Evidence Review Group, ERG) =G 45 2 o H ¢ it g TR ¢ ;}f-
- FBNLS A %Ak (AXIS study 0 T axitinib g e Fé%; » B J}Q—“‘ &% axitinib
2 sorafenib) v 2 — 38 B &0t #3#2% (¢ 452 TARGET study ~ RECORD-1
study ~ AXIS study » & £+ fz axitinib £ ﬁx FAERZ) FEFTHEFR
JERAFFRRLA P AHERFEF TR ALL AL G HRE
EERECRATREOA TS 2R IAR -

2. Hi L Fw

(1) %R §RSTRA & FL L UBRTD $05 — SRR 4 R <
Pogk{ 5ohBERER L RER -

(2) 2R PB4 B FR LB £ & F o mm}ﬁ% ER
P adieshtdrmg & (unmet clinical needs) > #] % NICE
T A T e S MBI ETRA T o g A R F - e
ERTELFFL o Hp A RHE D TE 2Rk BT R ER S
A RET TG ADCILf T - 2 G o B RS AR
R FRIRH axitinib {8 ¥ a A 2 chg] (FF R e

"NICE A= Ff 2 22 R4 2 chh B IR A S 27 0 P N D2 o

9p 35 ¥ 34wk p oMY < 2y (Pfizer Ltd) ~ James Whale %% & 4 (James Whale Fund for Kidney
Cancer) ~ & B %% - ¢ (Kidney Cancer UK)12 2 g R # Tf # 2 (Royal College of Physicians) -

"f < % “Axitinib is not recommended within its marketing authorization, that is, for the treatment of
adults with advanced renal cell carcinoma after failure of prior treatment with sunitinib or a
cytokine.”
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(B) B EFTR € Ritim iR ﬂ(consultee)éf B =Y A = v
RS AP A RS H 1‘3*’41‘%@ ) =R AR

¢ e 41 (the right to life, Human Right Act (1998)) £_7 # % & :_
er(potential breach) -

(4) £ B ¢+ &3 axitinib cosf * $F % R 35 (L w452 cytoKine #F % 4+
2 sunitinib ief SE 4 ) 0 R TRA R R L o 2 f §BfRT
P fRs b0 S dop @ % cytokine RS s AR s 0 1 3
> m]fs A 36§ e osunitinib ¢ pazopanib s o ¥ - 2w 0 £ F §
AR TN EREELEMA) Y B F T 5 4R 4 (CHMP
assessment report) ¥ & 2 » ¥ 24 % axitinib * 3t L @ 5% iF cytokine
2 sunitinib jo o 4 Roop A i B i E (therapeutic value) s XEps
CHMP 5 - & % F J2 45 4p £ 0 & 2 (divergent position)  # ¥ >
CHMP e & axitinib E# gl 7 357 T3040 2 7 RS0k ¥ &
f3t L3 4% £ 48 sunitinib %' -

(5) SiFaTes & 7L R gﬁ"ﬁi" ’ éﬂé%«ﬂ NICE 3% 0% - &Lin
K * & % sunitinib #2 pazopanib > & #X sunitinib ¥? pazopanib ¥ 12 3
# it * (used interchangeably) » e E_p = fesk F 43 s £ A& kdx 5
i@ * chE_pazopanib isf o & B € 3n i 0 Fla o axitinib fwe ok
PR R AT R ET R W & 2 3 sunitinib £ RO A ehlg S o dok M R
foaxitinib 2 6 0 A KT i S iRAs P BY B4
Bir2 R0 E o Tk B RS T o axitinib F4RT 0 AL SRR
i pazopanib i5Fr % Rr e A4 £+ 5 T % pazopanib ¥ sunitinib
& TKIs(tyrosine kinase inhibitors)#f # 4+ » § ¥ 4pifeh2 i i o

3. LRE¢YEEE:

FRRP DAY FEE aitinib AF REFOELE - fEITE
(Single TechnologyAppralsaI)mPE R fH 43T T 420 3% 1 45 ) A axitinib
Pl SR & R B T hwre o A PF o $F axitinib ek o v
FAVTE 2 3R RN o TE F mwmﬁm & R 2 (best
supportive care, BSC) - d * BSC I 24 & a B ¥ it R4 H pF v i
S EE T 0 @ o NICE 4R @ 2204 4p Faéam fﬁﬂ YAvg i e

(1) e#EHpra s 4 gwéameﬁﬁiﬁﬁﬂﬁmﬂ*%m
z\ m—p /)‘ F L{i g‘zl b’ / rﬂfrfgg [ /\7"'? " (;\f ‘JE ﬁ.fu;"‘%é‘%r%)
WP - R R R L SR T A A REE AR é

AR R s sk i
(2) wEFx 230 FE AXIS BBy ~ Th B R LU E H A

N

"= ¢ i B CHMP 4 HAMET M Y iR 4 % 87 F “Discussion on the

ig
benefit-risk balance”3 & » & % » AF 2L fifd- 2 % 78 TCHMP L f § L 0 | 304 230p o

11‘-\- -nJ
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%?ii’iﬁ?ﬁﬁ’mh#ﬁbkﬁﬁﬂ?m%&mﬁﬁw“’
axitinib 4p b % 1 ) 1% SREF e

FRtt i ¥ %15 ¢ (Scottish Medicines Consortium)>> 2013 # 3 » 8 p =% # 3=

2

CRCR I 4" axitinib

ORESTEY N
e R L % 3 sunitinib & - & cytokine 4 Ry & P2 & E AL §lw
NCE’}%&'}% A o

(b) 7 fefiesmd @ (foeiin)
b EZ B ARBBATERS o 2R e s EH4n e axitinib

F‘_‘E; ‘t%{ i;é"?qz "h?“i & I el e K’ lE"‘.k‘Eﬁﬁ A mﬁ’fa?ﬁ e P AT [
= e A

©) s
Pa (R B 2ET o h A T e e A 2 2 everolimus(d: £
W g A2 R F]F X M5 1) ~ sorafenib sunltlnlb(iq-;: i cytokine
MpE R 19) ~ pazopanib(F - A F A H % - MLk @ * i cytokine 47
B i)
B R FES AR E R S F e

R BEHEBRELTRE -

@ ti¢seam:

> - B RGER OGS A o axitinb B gk R B HEY
# i sorafenib e 5 & o v F_» L 4F axitinib E T B FE @Sy
ALK P ERR ORI RS AT(A DL E S - MEF S sunitinib £
cytokine #f % 4 ) o =% & & 17 /5 % Bom L $ X 1 sunitinib i
e axitinib je % ¥ e & 1 % s 4 o sorafenib e i £ o e £ £ B
PA(F =48 B F 34 B ) e @ A< E cytokine T F
ook E g B HEY (Y mE)AR L o axitinib 2 121 B 7
b osorafenib i 6.5 B 7 o #frd s FN B R TR b B FT R AR
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2 (CHMP assessment report)® = #% 3| > 3 - 2 4 B &i5x &4 &
axitinib # 4 e »c 27 b " P (benefit-risk balance) WL AT RS E
sunitinib gt — %3 HoxF b &= E L & f # (negative) iy
B R A R sunitinib o e 4 E F DI R $E 1 (cross
resistance) v it o

Y- g o g S X iE cytokine #g & f- ehps 4 2 E(E E
P AP ks 121 B 65 B ) E > B - A
cytokine #g # 4 chffw e S w g p A FF H ¥ s R
(VEGF-targeted therapy) #+ B~ % » #1127 » §2k + o I % — % cytokine
BRE S e A Rz i8R axitinib e A R T AR S oo

Pazopanib P mi 4k 5 i G i BLE) T lm e R ¥ - ARt
B P TR APH - OEFRF AT 0 AT axitinib . A F I -
G il o o

5
w
e
-

o &0t - %u VoA KSR R R (S AT e

> AXIS s - BRG] F 3R *{?’r*?ffﬁsi‘%ﬁiz 4 g 4 (ECOG
S S| T:{)ffe’ * o axitinib e rcde e ~ 7 ’F + % *“;,;qua\&‘? L2
e Al A % axitinib s kde e s 2 F RS KA 0 R
AAG % SLE A P 4 @ axitinib e skde e %

> ORTEREFFERE Y AL TR B R SR Y T e S
Mip R * & oo &%%I;L_q;%)%mr o iR E GRS - MER
sunitinib 75 f £ prefup A B SUEH axitinib io ok o 2 8L axitinib

Bt - OEF TR A R AR B i—ﬁ(markedly less) o § & 7o &

r"}? E &1 CHMP % ﬁ ‘lfj’%/\f}ii ‘-‘5‘\3}'&)» TKI &‘F'_é“i-‘#” 1\7%‘ {8
7. é&%‘#&,‘ ¥ - & TKI 24 5% o0& 12 14 (rationale) % i % 7z € .2
i}‘ o

R TR

o R F AR HRAE R BRI TR AL R F
%‘f:ﬁag WAL EREL QG RS KTY BV REBEREEKE L FR

E) 0 AT R R AR e R - D E Rt e 17 8 % (2 vt o axitinib
¢r sorafenib) » e B d 20 T B AFRBEFHEN I ka0 BF Y

N

ET LR R T S LI R RN R 3 S )
4 FFR o
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PHEF T - R RS FT(0C faxitinib 22 A L R )R G LT
Ao FlG o gt - SRIRE AR IR o T KR R AR D
I]\ g;ﬂ IZE%;@ o o

2. TF FALRARME 2 pr
(1) #=x-
~3F 4 * > 30F Cochrane/PubMed/Embase 7 + FAL R 2. = j2 P 4o

% i Embase/Cochrane Library # = gr gl > 2+ 2013 & 5 # » 7
axitinib 7 s BT O TR ITE2HF ALY i@ﬁ?’[ﬁ%:}f’%‘ﬁ% (&%
FERLE )2 R AT PICOS i 7% frifiE o H0F
/:ﬁi“é el 7 l‘f%‘%\— °

(2) 407 i it

17T 7] PICOS i s 408 iF 2 0 T40F {1 & A Y GATELH FET L1
# (population) ~ ;2% = ;2 (intervention) ~ J »c ¥ & 5 (comparator) ~ %
>t £ 45 (outcome) 2 77 %3+ 4 = 2 (study design) - # 405 i i+ fra2

4o
Population o iR B F R S 4
PRIEE &
Intervention axitinib
Comparator AE R
Outcome AE R
Study design RSP g B S 8 2 4T

(3) #F 2%

B £ > & Cochrane Library % + FR R » 54t » B4 F axitinib > £ & # 12
Q_‘_?;}i,,’_ﬂ\:‘ ,bkiﬂ\itgﬁ”‘—{}\#p T 7 Q)}?J\-c‘ 7T'_«|ﬂ_|;|:[‘? J< ,ur}*\?}ﬂqw—'@g
b YRIT T R o

H = e Embase ©F FRE 0 54~ BAETF axitinib > K R AL S Y Tiw
% g 2011 £ ~2013 & WA 4 0 £V 1L E W 56 f A (review) s § -
SRR 0 £ 15 2 JR[31-45]% 4 %7 L L AT - 215 2
FEERH 5 3 R[32 39, 45]4 0 » B K A 4T o ﬁfﬁifﬁ;;}ﬁ"f :’ﬁ@ﬁl\;gurﬁ
WA 3 e dE & iR e F 4 i % 0L {208 A (sequential therapy) ~ F =t 4R X
TKIS 8 2 4~ e 4 3120 TKIS S8 402§ F Beedfsd ~ fer o & U;ggw
ek P k4 BRI gL RPEE
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DRES 318 3 S5 VF R R SVEE & o
(@) #A&EN:

PR HE AN 2013 & 5 - EFTF A 2011 £ o
(b) % %AE

¢ 3 — k& Cochrane review(2011)~ - 7 4 %‘ur+vﬁkw~;gp|4;—,;?~—ﬁ;¢
per e

) Pz H%:

» Cochrane review[45]

FELAiLs a3kl B 8tiof o) T im e g £ o el &
>M 4 - & MEDLINE - EMBASE 12 2 Cochrane Collaboration
ETFFHE G R a N WRERF A 2011 £ 6 * 2w
SRR A TR IR ESR 0 T B 0 4 IER B AT LR ATt § 2
st gRedg & o 2 & focdpth i & B 155 % 3 (progression free
survival) o &% 2% AT > Ak~ 2470 28 B E% P > #4515
JoiRBFT g £ 5587 X RE AL F R ALK FS EH (4
bevacizumab, sorafenib, sunitinib, pazopanib, tivozanib, axitinib) er:5

PEE p VRIS PR % o d WAL N Y 2L Fan g P
ﬁ»ivﬂﬂ—?%ﬁﬁw v B e i e R AR FH AT &
HEFFAL 2 T AF EHOTHRT ELITTHP 4pF (F7 5%
gy FPRA AR FFESY o PR REE Lo X o A
VRHEEF YL G AR FE R REERS - DR R
Z (AXIS study, ‘* $z axitinib £2 sorafenib) -

> i ;—*Jewé_g[39]
FEA %E; CHPY LR R Tt s REH R TR 2P
o 4 47 ;o & OVID MEDLINE ~ OVID EMBASE -~ Cochrane
Library ~ Health Technology Assessment Database % T + FH & > 5
d ks N MF IUE S B A NE A R B 4 R
%%%Zm%mﬂﬁﬁﬁﬁpﬁgﬁﬁioiQ%ﬁﬁﬁﬁﬁﬁﬂ
el o AT 2 A B R R 7(i% B T % 7)o fixed-effect
Bayesian model) o & % %% &1 > Al > A 4703 K RE%K P 0 4
¥R 9 £ 18 cytokine #f # 4 e ;é—*ﬁ > axitinib e s X JR
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(HR=0.25, 95% Crl: 0.17-0.38) -~ sorafenib (HR=0.46, 95%
Crl:0.32-0.68) £« pazopanib (HR=0.47, 95% Crl: 0.26-0.85) = & ° 4%
FEPTR AR N SRR B A DR HIR R P

FuUEDEw A ApITnRS o

> - v g[8

¥ - R N AR RE AR T e - - RE
P TFL A AR Y G5 axitinib > B g8 dERe o

7

hviEHILG 1395 axitinib 1% = 37 5% (AXIS study) > f i & F ox
hiER &S ,pﬂp 2R axitinib ¢H% I sorafenib % (~ A
Fehlg &) o b & andp 548w i 3 (overall survival)¥n s o

axitinib .27 sorafenib e hZ T A EEFE 5L *;&E% 2R g% o
%ﬁuify}, F—i’z*ﬁ“”—ﬁbf’“%\,‘_hamj ﬂ—:F ,r;é‘;, ;}F;,(,F‘._,
(open-label trial) srsg sk 3k 30 2 axitinib & 3 ﬁ“’ A ERE

RAT(T o R AR S Bt G LT ewzﬁ+nwzn'6%
P FE) o

F— =G o 444 axitinib #Tie (7 R R GRS 0 (TR R E LA
LR axitinib g sk e R 4 4 33 > 4 B R F)E_d YA~ A 45 eh
Pl TRA R T Hop A REOLE P

(d) f1& @

S NP LS A B NI N T ey I“*Q)*Jt‘?”ﬂéﬁiﬂ [39] i% o *&
WA ERF e Beea |32, 4517 % ml‘t”’*‘%ﬂ‘%p Eie I BER 2
)f&o

P it p il (7 gk i2 % 7R (Clinical Trials.gov)[46]

% ClinicalTrials.gov 4 F ™ » 54 » B 423 “axitinib” & 2 EEF 72 L FH -
ek > A irﬂ #-BE4EF 3 e L “axitinib renal cell carcinoma” - B

P SELARTAL oG ReRBR REE RS F SR ORERL
b r‘é’”ﬁ MTRBFEY e v Eid

2

WHERE S e B PR IE
A4 P A
Dalantercept & & axitinib 7o 22 | * v s ) §mve T A 2012/12 2018/12

axitinib ¥ fis% 4p vt (Phase 2)

TRC105 & # axitinib ForLio B L T i s 4 2013/03 2014/05
(Phase 1B)

24/62



102CDR04006_Inlyta Film-Coated Tablets 1mg ,5mg

Axitinib (Phase 2) WAL 5 A e AR 2 axitinib 2 B 2009/08 2013/09
2%

Axitinib (Phase 2) REEREY R UL R ak L P 2011/02 2015/02

Axitinib & % &) ot e XIS E R Br o 2012/04 2019/05

(Phase 3) axitinib g i H F'm e g 4p 3 h& IR

Axitinib (Phase 2) LAREILNE = 3 R - B AR 2012/07 2015/11

(sunitinib 24 sorafenib) =4 3 & # 4 14
e }ﬁ"ﬁv[}% A

Axitinib (Phase 2) LA I R = A ot Sl T e 2012/10 2016/09
5 Ry 4
Axitinib (Phase 2) *orlsf L Ff B temsirolimus shdg | 2013/02 2016/12

#H 2R e A Fim e T

}é‘ ;;ﬁ }3 _};l_

]
= oM .

e
22

B ETRABOCERING O RFFEFTHY RES R FTHE
MR B B 28 AL iR 0BT TR axitinib TR RSk I A R ;‘g HEE IR
M R BT OEILE R o Bk P A E'{’?‘ﬂ”’r”’

R SRR L AP RO BT Y PR E 2 G Ay

\f_"{ o L
1@%

o

R

Al
4 _'F‘\ﬂt

.
I

-—\

'ﬁ

G
(1) sy
@ "CHTAEE . RE

S H T 0 T SRR E - B o 2

2 A RFEET P T RGN E S T_‘?'-_f;n(European
Medicines Agency, EMA)#7 2 # e i3 4F 2 [47] % 59 F T AL &
oo i dh FKSIF5 02 2 EQ-5D % 4 & 538 1 & A5 ni
% kgt o axitinib 27 sorafenib .5 w2 B end R MR F
AR R BN ESE L ARG T AL AP

=L

Y
+k
= el
(RO

By 5 o

> AMrFEE-F T ”L""}'#ﬁé-ﬁ Lol T A 2 B S
RE o ARHRERINAS A% o F I AXISREEHRLE
Forcdpthmap B 3P g a2 & Jocdp iR L RE
Bk ek o 15 F R R Rocdp R R 0l
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B,

> AR TEFZF T ECENZ LS D RARD T
et B2 HTAERREIL A7 ¥ RFR: T2 Rz
CREARDP T e ok SBLHRRT R T S

LA -5 R NGRS TE 1 B ISP SO g,;..:é%%fm’ﬁfﬁ
F-IEPF2Z TP N EAR Z AR e £ X i
HRZEARBIApR - A&Y bR k8 53 Tk
A o

(b) TEE AR ETE R ()

B>t axitinib 2. 4% =385 AXIS study &y ¥ eidBe B % 0 1R E
EFFTHY - AF LA Fé%&%&;’-r T Iz %% 3% 2 axitinib
frsorafenib:sngFS VoA w5103 8 2 47 7 -(HR=0.578,
95%CI[0.362, 0.924], one side p=0.0096) ;- s* - 2 % i 8% >
shen® % 5 $(6.7 B vs. 47 B *; HR=0.665 95%CI[0.544,
0.812], P<0.0001) » #X# @ @181 & e = B 1t T4 > T 5y
POREY Y LR AW L i cytokine BEL G GIRE 0P A
PELWRFER Y Y 0 A X E sunitinib G0t BlgRF o IR
¥ PFS ¢ = #ic Lo # X i cytokine 5 & 1~ dﬁ F LB R B
axitinib & 3% cfg e % ¢ 5 3 o

F oG AR A s ARBY LA B A R PR R .

EARHE 2D e AR RpiER ?iim #% (AG-013736 table
11) » axitinib +& = E % M EF P & 4 & axitinib & & sorafenib
o LR R T AP Ry T A A A BERRe A S F o
LB RPEAES Z %A E iRt (59.7% vs.
45.7%) -

(€ T#E~BRME LA ZRFEPETRHLEEL, T E(CGEL)

P R E R R i £ X OIS 0 RF R FRT A
% x sorafenib &2 everolimus e Rz > TR kp = B3k H =
% wl  §_  CADTH(sorafenib) ~ British Columbia Cancer
Agency(everolimus) 2 2 Ontario Ministry of Health and Long-Term
Care(everolimus) -

2 sorafenib % &) > g7 4% 41 CADTH » 2007 # 24; HREG AR 4 B
%o L4 £ 4 T 6 sorafenib o BREP B im e R N dE A 1
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Twrepm oo L PR E BB ES FIT (pan-Canadian
Oncology Drug Review, pCODR) axitinib =iz 3 £ [20]% 8 . p %
T # RS | G73P - % - R¥ & * pazopanib £ sunitinib -
% = mv @ * everolimus ¥2 sorafenib(z # 4% i cytokines #f Z f-
o R Fl) 4r‘ pt 27k E 4245 Ontario Ministry of Health and Long-Term
Care 2013 # 4 " 24 2 §F * F LR E[48]% 80 F p 7 > &
sorafenib #* >t L5 3% i cytokines #g Z 3 5 2 A 14 R e T
T im s B A o

\\?{r

b EH

%*iﬁﬂﬁ%wamwb_WWﬁwm*ﬂiﬁﬂ ME B R R
Sz REM E T Iek ¢ X1 Sunitinib 2 Cytokine Jof 4 Pt Hp B
‘e s o axitinib 2 ip i e K P § et ey - A fi%“ ° ﬁ“
-FRTORKEARBEFLGRT FAY - MOERE G E
everolimus(L = & * sunitinib ;5% % ;h:ﬁ‘)l*’ sorafenib( & # 3 % % mterferon
-alpha g interleukin-2 ;5% % pe¥ ) e

%

IS

AN AR GE R axitinib AR EF I EBREPN B R RP ER
RS F2ZEREN ZFTIoR S £ X 1 Sunitinib & Cytokine 75 % Bz
B B im e }{%ﬁai Joaxitinib 2ok CRG ISR T ey
M EE o - FRT > IR ARERLSHRT FHE D MP PR
Xz #x5 everolimus(£ w i@ * sunitinib i5 % 4 E;:JZ)E? sorafenib( £
W $& % 1§ interferon -alpha & mterleukln 2 1o F A Ezi)o - HiELEYE
B BN TR AL % R4 4 % - g * sunitinib ja g 0 B EL%E
?osiE R T L oeverolimus i o rT g Wﬁnﬁ ANFRFE P w T
EEE Bt wEdy 5 oaxitinib 22 sorafenib gt eniE & (axitinib tg e 2
B) o RV REEINA (Ot f axitinib £2 everolimus) o B E LG R &
ARENE HAR] DR ET BT o

2. AR FRPHTG LR L HEH
(1) 4 £+ pCODR

1R €2k %H axitinib i g2t Pl APRY F oA E 2
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everolimus ;2% » *‘—“‘Ff % everolimus i * 7%‘&1@?% M % e A §
”é’}%jﬁa/\m R & mitmEat R N2 L gt g Gd %ﬁgﬂ?ﬁ’
;I;fj A B 4p 3 %7 (mutual assessment) e i g2 EREATR
}%m}ﬁa’\*ﬁ’ 3R E TG LA R GRS DE R Ry
* P axitinib e sTAp 173 everolimus o 2 F_0 AN gRE o0 R
IR i | x m X everolimus Jo R o BV Jg",—,f“ everolimus i# * # g &
"%waﬁwﬂﬂwa%wﬁthu’<x%;wﬁﬁvxm“$@W¢
PEFE s AT G A LR ¢ mERINA L axitinibe £ | ¢ 8
4 304 X axitiniby B AR L% & E T s axitinib ¥2 everolimus

S AP T ERERT o
(2) = PBAC
32013 5% 24 0 1k & e dn bR AL 4R 2
(3) # & NICE

A kY #F axitinib & NICE dw=f& &Efz e S =+ » F &z NICE
BAapERL T PRt T o2 RL B E LR
FE o 2 H 5 d 3 NICE a2 TR EL 4~ fHiEED e Y 27
(appeals) ¥ 3 #7120 » #2+2013 £ 6 7 10 p 2 B Y s gk K
BV SR v SRR o U P W 2 2 anmR AL 2 A fp N % [25]
NICE #+23k " 7 % & axitinib #* %758 £ 5 £ < 1§ sunitinib & — 78
cytokine #g & 3 j 5% 4 Pz B T liwe T I -

3. ApHB X 2
(1) A8 #H5 >0t & — axitinib vs. everolimus
Pl R FREET KLY o
(2) #p 5 >t #& — axitinib vs. sorafenib

PG axitinib fhi s R LR AR B HED IS
(PFS) » axitinib ¢ i=# % 6.8 i » - sorafenib ¢ =#c i 4.7 B
(HR: 0.670; 95%CI: 0.558, 0.805; p<0.0001) ; == *%#F A~ {72 % &+ £
7 G4 sunitinib jo R L iR 3 @ PRS ¢ licL B L 14 B 0 (48
#? vs.3.4 B * ;5 HR=0.74; 95%CI: 0.58, 0.94; p=0.0063) > L & (5 iF
cytokine g &4 ic R F > A 2 PFS ¥ ixgcZ & 5 54 B 7 (12.0 i *

KoY CRBEAMESEILLGUERRL P 0 £ B R AXIS R IR A R o
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vs. 6.6 B 7 ; HR=0.52; 95%CI: 0.38, 0.72; p<0.0001) - % & % *z«‘fﬁ i
BER TR (0S)3R A » AHH LW i UG i sunitinib ok o &
sorafenib ‘e &4 4p v axitinib k% ;zé FEALFERE 5 BR
ix fm 5 ¥ (HR=0.997; 955C1: 0.78,1.27) c e & » ¥ — 3 G » £ & &
¥ < iF cytokine #FE o ¢ 0§ & sorafenib e %A At g o
axitinib Je 3 fFg B T A PR IR 0EA(29.4 T T s,
27.8 # * ; HR=0.813; 95%CI:0.56, 1.19; p=0.1435) -

BESE 2MEINS 0 BI A DX R E L RRYFEHREL -
= eng] (7% F 2 (axitinib 2 95.3% vs. Sorafenib = 97.7%) - Axitinib
B LR T AR GRS B R AR R
AIMIBEPH T NFERER G 125 8RS AN Y LR T
i W] g 4 & > sorafenib 2 #2 axitinib E i BT 2 4pk 0 2 H 5 FE
R > 3 chBEH g (F% 5 4 F4piT o

&4 AL vA o 4% FKSI-15 ~ FKSI-DRS 2 2 EQ-5D % 4
EE R L > $ R £ 2%k 1) (mixed-effects model) 4 47
BEHT O RRESHREZ BOLAR BRVEELIR LSRN
R(E BT B 57) -

Rp FRy &y -

®F R AR ARR v Rk

%16 Embase/Cochrane Library % = el » 3+ 2013 & 5 7 » 2"

axitinib " G MAET o W AF T F LB LTI AT AR (R
EEW- ALY vai"i) 2_ts > ik PRIE AT 22 PICOS i & » i%if—?@}ﬁ%é%ié’ °
N R Y LAY S R S R R SR L
# %30 2011 £ oh Cochrane review ~ — B3 & 3t 2013 & ek S 2 }I?cﬁb
;ig;?(d Iy B )R - g A0 2013 & - AL AT Y o B
B T RGE Fotene fi % B o axitinib e s S sorafenib s

pazopanib 3 Fz ¢t HéRS BT IEHEFN 2 L BIRF E% B L EP
Boo@m EE R AR E S oot ek koo
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I~ AR FIER

(-)EHF RN AP Fp A E

1 SEERNZFLRFHE

EFRE RN - AL nE S EAEAFL 0 Y LF axitinib w3 B mRCC
B b2 BUS hE RoTE

B S ARE IR L & 5 oA A stg & 7 (cost-effectiveness analysis) & = A »x
4 #7 (cost-utility analy3|s) ) /»\ T REE R BB > VR R T - 0 - B R
&5 2 axitinib 3 E 4%t sk eosorafenib o ¥ - g G A F Lo SULK
everolimus - L*Fi;—’z 2 ARl ET AT 2 7= I[ﬂwﬁ/ﬁf‘s;{%ﬁg : (l)fi.ﬁma L5
QB BECY  ZE@)F =B o AL 15 & EITRF L 3% o ok
ttEd = (D2 & E (life years, LYS); (2B 2 & e 2 & & (quality-
adjusted life years, QALYS) ; % (3)#& & i* 4 & & (progression free life years,
PFLYS) > Froxi & FA K ikh 5 51 & fRonfesk :#8% (2 % 2 2 AXIStrial 5 4
& % axitinib ¥2 sorafenib s st 1) % B el R ﬁk‘L%(P’“ AP
mixed treatment comparison > &2 Fx AT F H & 5 L & P hi axitinib &
everolimus s s v 4i2) o i A E R AR M 2 S & B S CAXIS trial ¢ i oo 1
EQ-5D 587 &R * 427> 5 fﬁi%’[ﬁﬁ%%fiﬁff«‘ ACHBBP e ZHERLYE
B W% (¢ Fn Rt A R RME %) R T R F R B
g@r%gﬁ.r?m;%&, i N F prarE ICU xn}‘mp?l@&&ﬂﬂm&#%é
*OHBBFPHEB LT RERTY oA AR ERED B RO PEE o S Ak
A7k % A & R = A s g vt & (incremental cost-effectiveness ratios) & 3R o T
EFE A SR SRR R A

i

i

PR A#EDLA T EFHERLT L o

1. = &= g -axitinib~sorafenib 2 everolimus =ik f = 9% 232
T 1048 ~% 1847 ~ o

2. tfRAkrc% > G o axitinib ~ sorafenib 2 everolimus 3 5 E 24 £ A
Bl G 226 F ~222#% 204 F > mEicA sELN L 090 # 065 #
2 082 F » @Rk SFRE 2 oA E G 142 # ~130 # 3% 1.29 & o
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BLEP ¥ m};?@'ra@/r’}%‘\-u/r’}%‘ihﬁ A

axitinib sorafenib everolimus

Lo - F 2,318,178 1,044,721 1,836,526
i’% (LYs) 2.26 2.22 2.04
& T4 & & (PFLYS) 0.90 0.65 0.82
EESTRE 4 & #(QALYS) 1.42 1.30 1.29

YRR A Ak A TR I e £ o

1. axitinib £2 sorafenib 4p+* - ICER & %) 5 2,626 @ ~/LY gained ~ 511 § ~
/PFLY gained 2 1,102 § ~/ QALY gained -

2. axitinib & everolimus 4pt+ > ICER &% 5 214 3 /LY gained ~ 602 § ~
/PFLY gained 2 379 § ~/ QALY gained -

Axitinib vt s fr 20 R 2 Asnk A e gk Bt

AXxitinib vs. sorafenib AXxitinib vs. everolimus
$/LYs 26,257,599 2,136,933
$/PFLYs 5,107,874 6,018,412
$/QALYs 11,019,172 3,788,053

PHEPNPAG ICEREBERS 552 @
2. GDP (F" f %A & 2% 352012 # 42 GDP 3 20,328 % = > = & GDP
HFT 5% 180 & ~/QALY gained) » SR B AT B
At o H A R R F s

AT F ST 5 24% o

Lo BRICEREE 3 S #=
axitinib ¥2 sorafenib
%3 0.05% ; axitinib &7 everolimus #p+* > H & & =&
FICERBEE{ M PIE 2 AsxZ e L K o

Fy AR+ S s ¢ axitinib &2 sorafenib At > T4 A B R B E T G
AA(P i) ISR TR BB o SR A 475 % Bom ¢ axitinib T aLdp § e
%ﬁ:ﬁ$%’*éﬁﬁ%%%ﬂ1mﬁ%@¢xmﬁ’@wﬁﬁg%gﬁma
% FE T o

2. hmT ST

ﬁi‘%g ﬁ%}a'“f\‘aum@:‘jﬂ
ST e

L EHSREREIRGFET ARG

(1) ZRFeRdmE 2 FRE TN BP % 23 FTHROREE
FTHRR) dpdd £ AWP Hdom 31 ¥ 2 o5l * o
(2 2 ¢ ATRMAGAHSTI T 2% 2Py o
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-

T

(3) GAA L BB FR A RIS ERE AP L E A ATD LR ST
ZEH T UBERRAINEFE AT 2R AT o A
R RGP EE G A A Jp chi LN S R A TP U 3t
B E TR By 0 R B

(4) ZiRF2AFLBRG HAfre 51 2 Zi léw»wiﬁﬂ"* R I
g ?;i*,”Jz_q.ErEf'F%J'J%IE'F/\fJ{ s TR H KA o

(5) i E LY A A" & i ELL m%ﬁmwﬂﬁﬁ
o R BA R RS R Y 2 S EBERT AT EED 2 SR (4
Best supportive care > 5 5 & 1k s 2 4 7 & et 0 M4 5-0.07
® A & 1.00)0

(6) AR ARAYTEF fELICEREAL » v P Hf EA2 PRF] ¥ A
At FEen® I (% BEoOLEGLRR '%'?JL ¥ ) e

F

i S

p

BRSSOV RN Sl L TR i R
TP R RPN S T s Rz - MU 5 2 everolimus (A 5 b o 4 ehs
a7 @ * sorafenib 5 x axitinib &2 everolimus sip ¥ roit SR k p S EF
BUREOASFRCVRI DG AF ST A ETHEF > T A%
SRR ERF RS CEREAERL AR i L g R
% FE T o

LS z,jcﬁ* CADTH ~ PBAC % NICE 1;5:1%%&&;-‘;@*;& 2Rk E #
2 TR IR f# g)é‘yfi:}iir ® ?*‘7‘ LHERZE P IAEIT S o
ki F2 P
PCODR (4t £+ ) %2013 & 37 224 s HTA# 4 -
PBAC (:#) 3 2013&57 15p 0k » HEFH
NICE (# @) %2013 37 22 s FAD 2 - >
B F R HTE gk
SMC (@t i) 32013 & 4 7 22 > HTA#R 2 - >

1. pCODR (pan-Canadian Oncology Drug Review, “4c £ = ) [20]

‘v £+ pCODR 2. 3= 4R 4352013 # 3 » &2 o pCODR i£ 3% axitinib 7 #
L EpR amﬁemjsx&mﬁe}%}?‘gﬁ_m Hoof o .\z]f% @Fﬁﬂl;%/\#pg =
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{0 Jpt iz at L everolimus § osxis % # £ 2 4 everolimus 7 0o 2 & s 4
* axitinib -

AEAGTER S @ 0 A7 axitinib £ everolimus E EC ERGESE IR
PCODR z **— i [ # vt A 470 3K axitinib £ everolimus 5 4p fe i 522 % >
s T g oA A & f7(cost minimization analysis)ig 7 i o B IR k2l B gL
B e ST R B M A AT N2 3B s w pCODR 35 fp #
TR R AT TR A

B ZF L enEE § 3R axitinib g2 7] (list price) % 1mg 18.60 4c %* 2 5mg
93.00 4c ' ; everolimus 4 7] i £ & 5mg % 10mg ¥ & 186 4c ' o fiziRkA &
T > axitinib £ everolimus » % 530 % hT 2 pAple > L 5580 v o KA o
PCODR # 3 AXIS % @ + 304 & axitinib dup 4 FREFHEAF - 2 F v
# f”i?? g it % %% axitinib & p 2 3% % 2 10mg > F|#* - pCODR % 5 axitinib

R E B EEF A axitinib <h# 3 3 4t everolimus h#E § o

2. PBAC (i)

H% ¢ w3 2013 59 15 p ok o % @ axitinib 4p b 2 S AGE R 4R 2

3. NICE (# &) [25]

EFFNICE 23744 & A B3k P w2 3fE 5 FAD > » 2013 # 3 *
28 B 4\‘;. °

# FNICEZ FAD P + % &34 v]zg\ axitinib * *% e % i sunitinib £ cytokine
ok A prena ) B m e T T B F 5 axitinib A NHS @ * ¥ 50 7 4 & & A2 F o

REEATE DG o RpE RS- BE T A HA] > 4 W44 sunitinib 2 cytokine
e A Reena ) § e b oo B0Vt oaxitinib £ B i 2 3% 5 72 (best supportive care)
1 A E o AT NHS gEEZ A ¢ BBLI > ARG 10 & 0 EATIRF G
3.5% -

31

P4 E 253217 NICEZ | ¢ B85

() 17 3 S 2 B3 p 4 s § BSR4
(2) mRE ﬂ?U‘ P T A B bR BT ENT /Fﬁ’tLgi'z%%".é“"i’aM\
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}renid % o
(3) 4%t sunitinib 75 % £ prenal Ep §imre e B0 BT axitinib 22 E iF X 3F
B e R R Z Rl Fl A IR LRk SR .

Hops 4 7 134> % (patient access scheme) s » 4 & ¢ R 2 Atk 5

(1) # % cytokine i 4 Rrenmifp ¥ lm %o s & 0 axitinib &2 & i 3L 455 2
tpvt > ICER & % 55,300 %42 /QALY gained - NICE £ £ € 325 ¢t A 47
BEFVNEBERRPRIEETHSICER Eiv 33 NHS # # aifs
L AIE B o

(2) 4%t sunitinib 5% 4 prena dp B hm e T 2 > NICE i A g5 ICER
A7 & 55> 33,500~52,900 # 43 /QALY gained ; &L §FE 46 4E el
T oNICEX B ¢35 ICER &7 s 21T 3 _rmg. gL B o

822X NICE £ R ¢ 32 f axitinib 13 Tsunitinib 757 £ peennt Tl 72 Hr
B Bt k4 & 24 & e s ok (life-extending, end-of-life treatment) » fe %
B AsFEAren? mEE e s 2% 15 o NICEZ B ¢ M3ins axitinib > NHS #
A E A A E iy

4. B 6 FRAHER D
SMC (gt ) [30]

B SMC 2 t= 24232013 2 37 8 p 24 o éﬁ%ﬁ?smc R TIE
Tt axitinib * * ¢ %< i sunitinib 2 cytokine jsf £ Rrehai i ¥ im e o &
15 SMC LR gime MFL#% > 25X g LREhomt aX|t|n|b 1;‘;«'}%*—@“*’
B HEE 5 b ko 2 SMC 3L i B I L 3 4% i &4 42 it (robust) sni5 34 47
A SLEES SR

EEASTE 2 g 0 BB &R D - B AsH 445 (cost-utility analysis) > 4%
sunitinib £ cytokine i % RT B § hw Fe A B0t 37;; axitinib ¥ & iz £ F %
FEAZ MR iha Aoy o SMC hiRhk B RGL s R A FR AL F R

o MBS BT ARA > A 10 £ o )%‘ seficdp L & kp AXIS
?i‘%’““'? | * %ﬁii‘l*iﬁ-‘%* BRonhdro X AIE e FIsRER ALY =

TR ES A LR Byt 2 AR TR ek Y (41\7'?5 A EABRY Y S H
B R RRAPT L REFEAGRPDIRRAET T )

ANFEBR SMC L7 i SRR 2 GAA 175 % o & SMC s ot A 47
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BEEDIMR DS F R e pheh s L E IROR S i B Tt o

W TiEARY F3F S AmEdo F ICER E A F % 2 SMC ¥ 4% e fl» SMC
1R gi axitinib £72 P L 2 A F ah % o

AR BRMIEREE

(- )2 48

13

ﬁ

c LA [67] 02010 & R 4~ % 2

RAEER S ET P OF s e
5 T EMERZ Bhaci 1,028 4 > 2P F L 65.95% (678 4 ) o & #siRE
l’a?‘i'—?g"FiFA’Lé’}‘E’4.604 PAMELE LG AT 227 A g Fenp
WEMEF M4 A s 20 A EEY TS 61 K 25 63

Fo2010 ERP FIZ T B A= F R 400 4 0 = FoanpFac g L
¥ 14 A5 E 15 02009 EA XL UTE TR B R EHALEA
B d b o A wl b B %92.04% 0 & M B % 189.71% o

B Fin e A 0 d 4 R 2001 &5 4 02 o dnte s £ A 5 Mok
WA AR LS F LW E 1k 304% 0 ¥ Tk 13.0% - ¥ I ik 40.2% - £V
# it 16.3%[68] -

GO R

Hsk P iz * (1) sorafenib & (2) everolimus > &% axitinib 2 #% % 4
o Fli bt s # g axitinib §o4p e ATC & 55450 & F B 5 4p i enif Bk s
Eﬁﬁwlgﬂiﬁﬁoﬁé%Twwi

ol

1. sorafenib £ axitinib £ F TRk B #0¢ gk (AXIStrial) > 7 ks #% § pF b
TR Y o Ra o d3sorafenibzZ PP R E S TP TR ¢ BL
interferon-alpha ¢ interleukin-2 ;5% % pz > & 2 F & 1+ A fA & 4 m/%a)l%
B B RP R Ty - R AR TG S hop L g R
interferon-alpha ¢ interleukin-2 (% — & % SLp758% 7 i 5 sunitinib) > %)
¢ o sorafenib i RPN SR EP B im e o SIS Rt o £ ;F‘f C I
sunitinib s E S HF R o T oA ®Fosunitinib e R m (S A R K
temsirolimus 2 # s & r<pk jpefe Fe %A (tyrosine kinase inhibitor, TKI) ;> g
%Az P4 sorafenib i BLEP Bl te By d - ARSR eV o
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2. everolimus z 57 if &g & o @ * sunitinib & sorafenib ;o 4 prz 6hEp
T mre E%I,ia B P w P Tl s - R GRS RZ FE G
sunitinib =HfF T o everolimus R RPN SR ARG R = SUsR ER (5 o
sunitinib ié-‘l%‘»‘ﬁ i A LG TKI ez 5 B ) o 2@ > everolimus &
axitinib L5 Felk B4t R o

#%é:gi—g B3t & Inlyta p » B IRA 3G T oo oz oK 0 % -
;S )i%%“%‘f 9% 4200 F ~~132 g~ s - H Y RIRG o FARER
oAy EY R Inlyta pr EELEHE- 21 %I 22 ERMBTEGG

aﬁﬂumééﬁii»ﬁ@ﬁ%g;wg,%mm% P oRAEPER A 5

ERL LR e A BE R G TR Y AR e ’AH‘r“ T & By T L
FFERAEFHR 1<%ﬁ%i(£r+ﬁ9} 4 %?\@i’liiﬁﬁﬂi"%iﬁf—!
FHE R AR TR I FE AR ) Ch&RY T R REERE R

2 PATR P L Y52 I FE o

ER A M S b bl in: S )

B SRR T s A LT RE B P o M 4 FEA S T 5
R
(1) & % $ % 18 cytokines % % 4~ /5 R f‘”);?’v
(2) & % 4 38 TKIS 815 4755 e 4

Inlyta B i 42830 1 i Jeops A > BRa o A p s e §
(4 Sutent & \Votrient) iz RS R 7T T TKIS Z4 L% & P A
FEBEE T TKIL; 'fﬁx&w.ﬁ%y\wa # {0 ERT A % Inlyta *
sk TKIs 4 ipf Eonchup 4 o 3 o iaii 0 wp 5 RS R TNERP
R TS H Inlytass T L cytoklnes BEP iR RATR A h BUSH e

oY s RERK Inlyta (37 % 20k fn A H o 53 A A HIE LT

iR Inlyta s A diched Lo A% TR DB T R 4 T - i
cytokine » i 7 i it - A HR Z SUSR 2L A0 FE S 38~4L 4 S R R A

36/62



102CDR04006_Inlyta Film-Coated Tablets 1mg ,5mg

R A7 EE sorafenib B i H -SSR A% Y BRREHH L L 2 BSR
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_ RIpdiR g iz
everolimus i * A #k 226 231 235 240 245
J i FAE
inlyta % % 0 0 0 0 0
_ 135 AXIS % -
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#BE VLA~ X %4 - = 400 sorafenib -
5. Rredpik

B kg iR

& L i 75 75 89 (progression-free survival, PFS)

¢ 355 % 5 = ¥ (overall survival, OS) -~ % L% f% & (objectvie response rate,
ORR) ~ =i axitinib eh& 3 % >0 3 &t (4~ 245 F R 35 § pF & (duration
of response, DR) ~ ¥ 94 & fHik ik ~ £ 38 iR EER R IRE o

6. #EEH*:

1) = gg;ﬁ;f;eizﬁvifa&w; 60;%(&;&@ 522 fo ﬁxﬂﬁ 582 #k)>
£ #) %“65;%«ﬂ 66%:> ¥ 4 %) 2%’75%1n 4’?“”4”22%(“
B4 54 T%) T E L 77 ’QLr(%gfifﬁdfiii 36.9 2 7ok £F 5 182.8
~7) ECOG iE: 0 ﬁ X ¢ 55% 5 % 50%% ?}#—‘“ *p w0 56%0
%34 2 MSKCCUR ' & 8B ¢ % 42% 247 -

(2) AeX@FEARELI S TN I8l R AP ET) EBES L 5 D
HOL - w B AT 98%E % wre 3] 80% F ¥ w # (11%E ¥ = #)

°T ’1'Lvikizj\gé@z] R - SEER > ATAcBL MR Lo

¢ MSKCC(MemorlaI Sloan- Ketterlng Cancer Center))}; Y & BR R AR F SN T e R en
TehRAEL? > * UK T s 7% % b ' (survival risk) e MSKCC At 7 38 b *& 7|5 » 8 &
e o A 3 B 'k 4 5 %4 (favorable/*good) ~ # % (intermediate) 4 2 £ (poor) o A 3ES ¢
31% o 3 b Y& F)F o 4 B 5 B FUpL & fF(high lactate dehydrogenase, + >t F Ui 15
#)~s M v F-9 (lowserum hemoglobin, > § & &™ *2) ~ F f& it & 47 (high corrected
serum calcium, > 10mg/dL) ~ £ % K & (7§ “,% < jr(absence of prior nephrectomy) -
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X 78%-= ;é—“ﬁja 3 IR e #3 ko 55% % # ¥ A i o

B Bl R R B HEF s 0 53%IR i sunitinib
34.5%FR * i cytokine 4 # i+ o £ 3R i » 3RS T B ISR 5 % 0 40%
% i 4% %k i (stable disease) ~ 35% § & i i& B Sk i (progressive
disease) ~ 19%/§ 2% i» £ &4 ik (parital response) - 91% X RFHELET
*p Kf M 79.5% 0% ;é—*ﬁ’ B R BRI S R o

ARHEEAR G - SRR RRER > LA B8 F A& Jondy iy A 1T
PEo 2 d - TR B R 2 N TR AT o AR T A
Siaa = N TS TR VAR Sl ) i VAR

RS E DN T23 p A o BRORORINp A 3 A MR L e R
(intention to treat) 3 1 - FriEBk e 361 4 11 2 ¥R 2 362 A AR~ A
2 m FpE 2PEIGOLPTRE L PR E- RRREF H R
BAFTE G o

EEE LT 1

d %k @ 32 3B temsirolimus £ bevacizumab+IFN- ¢ e ;édﬁ A il b
(N=25 #* N=59) » #7rL R AR (ML - A HHSLBLE R R

L& kiR g & e 3 (PFS)

e s>

axitinib = ¢ ~# 5 6.7 % ? - sorafenib & ¢ ~#Hc L 4.7 B ?
(HR: 0.665; 95%CI: 0.544, 0.812; p<0.0001)

I AR EX 4

axitinib &7 > # 5 6.8 % ? > sorafenib =¥ = #H 5 4.7 B ?
(HR: 0.670; 95%CI: 0.558, 0.805; p<0.0001)

Z A 5D

%3 248 sunitinib i L R 0 B L PFS ¢ gL B A L4 B
(4.8 B vs.3.4 B 7 ; HR=0.74; 95%ClI: 0.58, 0.94; p=0.0063)

A% 51 cytokine sFEH o ¥ 0 5 B PFS ¥ e £ 5 54
(120 B * vs.6.6 B * ; HR=0.52; 95%CI: 0.38, 0.72; p<0.0001)

S & ey R KBRS T A 9 (0S) ~ L f2 5 (ORR)

(a) %EAH 5 (OS)
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Fr¥t A T 8 SR i sunitinib Jn g eh=k R E > § &2 sorafenib B

A aX|t|n|b LR S E AFEERS G BILE Py

(HR=0.997; 955CI: 0.78, 1.27) - i &_>» ¥ — Z 5 » L5 ¥ T X i
cytokine #f Z 47 ; 5 of ch=x & ¥ > § ¥ sorafenib =% Ea ki 2=

axitinib je 5 38 chrg B TR T s A BT RE eniE (294 B P vs.
27.8 # * ; HR=0.813; 95%CI:0.56, 1.19; p=0.1435) -

(b) % B %5 (ORR)

A4t F SR X i sunitinib Ja R et R > A 2 h ORR (L B
% 3.6%(HR=1.477; 95%CIl: 0.792, 2.754; p=0.1085) - ¥ - * & » &
T S i cytokine #F 4 5 f ch=k Y23 > axitinib B A g iE
(13.9% ; HR=2.392; 95%Cl: 1.434, 3.993; p=0.0002) -

(c) #4 5 4545 (DR)

R EHRES 22 FaiRE L B ER(AERY E45Y) -

o

RS (EE 2 1)

B R E RRRY FEREL - TR ¥ i (axitinib

w 95.3% vs. Sorafenib i 97. 7%) o AXitinib e f ¥ L g iT% Ao w5 R
A B R R B EFE RS E o AR P R EARR
5 1~2 % o

T LB F g 4 F o 4oaxitinib je k#8545 1F sunitinib =t

EFOLRGB (B A S8 F W cytokine B Lk AR L) o T
Lo g Ry ’Wﬁ“%ﬁ’§4**ﬁﬁmeﬁiﬁ%§ﬁ£@
cytokine 2 # £ 5 e EFH LR F o

Axitinib ¢ # fggf&mrg_m@%wlu/aﬁ?#v}lﬁ“ F o § 4
T4 B e BE T RAPEARR - 3 BLHTF A2 P
514

5 T PRI e kR ¢ e 5§ i B4
B LB o FFTARE & R MAeT ;{JAH,T\J% ek - BLNE

BEAX > AR Y LB T g wlE 4 F o sorafenib kg axitinib 2
T AP o e E o ERKE o B e hE S R (Th 4 FpiT o

W (2 EET)

% % FKSI-15 - FKSI-DRS 1 2 EQ-5D % 4 j& £ +=8 1 & » & fid%
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o ARyl 2 8 B b Bl S ERRRE R
A BFINRERL L AEPHE O APTEF R S 2k

£V
ey — = o IR & ik fioA) (mixed-effects model) 4 47 %% % &7 >

e
2
G PR E Fhi B BRrHEFL RS ER(REKGT &4

5)e
7. CHMPZ A ¢ L L : (£ 24 &)

(1) o *t A% ¢ > L% 4% 18 temsirolimus & bevacizumab+IFN- ¢ #5 2
# 4 #if > (n=25 & n=59) #7rL o axitinib g gk FUHEA L A X
sunltlnlb * cytokine hug 4 o

(2) A AW TR (0S)eha 455 % » £ L7 45 % 8 sunitinib 2 - % %
# > axitinib ¥ K B 3 3 0 5 5 8 £ o) F (22 sorafenib 4p LL) .

(3) % &+ & axitinib 4 e > 27 b *& pF (benefit-risk balance) » § 84
£ B o AN¥E S 4R £ sunitinib gt - S EE o HorF b %;gJ‘—LL R
% f v (negative) s o
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AT iR T e R P o R R

- #[19]

# - & | f={* Pazopanib

1.7 % 2% - Qe S EgEH BT o o ,ﬁf“lj ENE R LR

(clear cell renal carcinoma) °

2.7 &g monts 0 3 F Y i * temsirolimus 2 H i ik VRAL Eps 2

@*fﬁffd (tyrosine kinase inhibitor, TKI ) % Z & o
FEETDFEPALRY EF Y G RN B SO EFHE

;ﬁ*ﬁﬁﬁ“%ﬁ\ﬁ Lo F = B2 T - ;’( °

4t FHES A D w23 4 (intolerance ) » B i k & £ 3

B FEREMIMET G 7 U H s TKI -

{2 4" Sunitinib

oHp B m e %

(D)7 * 5% - SUsR ) S AL T ok THEL LR we

(clear cell renal carcinoma) °

(2) & »xis B % & temsirolimus 2 H is i yepi jpofs 12 %% (tyrosine

kinase inhibitor, TKI ) o

m*wiﬁ%ﬁﬁﬁﬁﬁw,Eﬁéﬁiﬁﬁugﬁaéwyﬁg
FRERGTHE  FEZBIFE- Ko

(4)@ F¥HER A A AL & (intolerance) > R kB Rk E

SRP . FEREMLLETE S T UL TKI .

l

4" Interferon alpha-2A

L F AL A R E e R A T e e 2 o B (P a-2A type)

4" Aldesleukin

K‘:\I%ﬁ% 'ﬁ%zm”? &’i '{E‘ :ri‘g‘ 3 _/% &'}?\:’ ,gg f% T,

{2 4" Temsirolimus

1.ZEE T2 AP ASRY A XLH3BI EE  EEFIRHRED
fg,\ﬁ,s}:i » & 3B IER - X e
(1)isR # Ui 3| nE b ' B T im o
(2)%3;»}; TH BRSGFFP T3 BELL F]S O
LEERA X BT T w2 PR AE- &
Il.Karnofsky Performance scale % ** 60 & 70 2. ¥
Nl & % K31 F & 12gm/dL
V.56 1+ {5 o 4F B 42 3 10mg/dL
V.5 s % & i (lactate dehydrogenase)4z i 1.5 & & % & _F 2
VIAZE - L P enZE G Ao
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(3)f 2t B 3 36 1 2 i fe v g e 8] TKI -

2.5 * F¥ES 4 a7 i (intolerance ) Bl Rk Ed ) § 5
R FREREMIMT E > ¥ g FRIepL geps R ETA] (tyrosine
kinase inhibitor, TKI ) °

{2 4" Sorafenib

oH B e I A

()58 T2 ® ¢ & X interferon -alpha & interleukin-2 ;5% %
FT o g ib'ip'j?fé,#’/r}? 1}%% Wib'lFﬁfﬁ,#’/r}?
2k R R @ cytokine # &k ¥ 2 #i¢ * sorafenib o iz /f 7
MeTR E2Z B L s AP ER - (100/6/1)

(2)& > s P # % temsirolimus % H is friRpd gcfs 12 %78 (tyrosine
kinase inhibitor,TKI ) °

BFLFnFafaER® » B 2 e 3 B 2 EF
FRERGFTAR 3B IR - o

{4 Everolimus

ioJf i@ * sunitinib 2 sorafenib o % Fr2 8L T iw e o Koo

4v £ * [48, 50, 51]

J2 4" sunitinib

Treatment of metastatic renal cell carcinoma (MRCC):
01 First-line therapy for patients with MSK Prognostic Score of Favourable Risk or an
Intermediate Risk OR
(1 Second-line therapy for patients where:
o The disease is of clear cell histology AND
o Documented failure to first-line cytokine-based therapy.
Renewal will be considered for patients with documentation of radiography and/or
scan results indicating no diseases progression.
Note: The prescribed dosage should be 50 mg daily for four (4) weeks, followed by two
(2) weeks off the Drug Product, in repeated six (6) week cycles.

Standard Approval Duration: 1 year

{1z 4" pazopanib

Rt 2013 £ 2 0 g B iRiE g T 40 F R¥% i} pazopanib %
3Rk R A b 2 ﬁﬁ;k}%"tm’?e&[ﬁk EE I A I A I TR
hERY LA EH EHHPERF S 2013267 20 o

For the treatment of advanced or metastatic renal cell carcinoma of clear cell
histology in patients meeting the following criteria;
i) are unable to tolerate ongoing use of an effective dose of sunitinib, as mutually

assessed by the requesting physician and the patient; AND
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ii) have a MSK1 prognostic score of favourable risk or intermediate risk; AND
iii) have an ECOG2 performance status of 0-1
1MSK = Memorial Sloan-Kettering
2ECOG = Eastern Cooperative Oncology Group Performance Status
Renewals are considered for patients who
i) have benefited from therapy (i.e. no disease progression) and is expected to
continue to do so; AND
ii) have a performance status of ECOG 0-1

Standard Approval Duration: Inition — 1 year, Renewal — 1 year.

Exclusion Criteria:

Funding for Votrient will not be approved for patients who demonstrate disease

progression while on sunitinib, sorafenib, temsirolimus, or everolimus.

4" everolimus

For the treatment of metastatic renal cell carcinoma (MRCC) as second or
third-line therapy in patients previously treated with sunitinib (Sutent), sorafenib
(Nexavar), or both.

Renewal will be considered for those who have demonstrated benefit from therapy and
is expected to continue to benefit from Afinitor therapy.

Standard Approval Duration: 1 year.

Jcq* sorafenib

For the treatment of metastatic renal cell carcinoma (MRCC) for patients who

have:

[ Histologically confirmed metastatic clear-cell renal-cell carcinoma; and

(1 Experienced disease progression after prior cytokine therapy within the previous 8
months; and

1 A performance status of 0 or 1 on the basis of the Eastern Cooperative Oncology
Group criteria; and

[ Intermediate-risk or low-risk status, according to the Memorial Sloan-Kettering
Cancer Center (MSKCC) prognostic score.

Renewals will be considered with confirmation from the physician that the patient has

benefited from therapy and is expected to continue to do so.

Standard Approval Duration: 1 year

Jq" axitinib

The pCODR Expert Review Committee recommends funding axitinib as a second-line
treatment for patients with metastatic clear cell renal carcinoma who, based on the
mutual assessment of the treating physician and the patient, are unable to tolerate
ongoing use of an effective dose of everolimus or who have a contraindication to

everolimus.
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¥ =& | Jcd" everolimus

For the treatment of metastatic renal cell carcinoma (MRCC) as second or
third-line therapy in patients previously treated with sunitinib (Sutent), sorafenib
(Nexavar), or both.

Renewal will be considered for those who have demonstrated benefit from therapy and

is expected to continue to benefit from Afinitor therapy.

Standard Approval Duration: 1 year.

* | [52-55]

F - & | fz{* Sunitinib

Sunitinib is recommended as a first-line treatment option for people
with advanced and/or metastatic renal cell carcinoma who are suitable
for immunotherapy and have an Eastern Cooperative Oncology Group
(ECOG) performance status of 0 or 1.

Y {" Pazopanib

Pazopanib is recommended as a first-line treatment option for people

with advanced renal cell carcinoma:

* who have not received prior cytokine therapy and have an Eastern
Cooperative Oncology Group (ECOG) performance status of 0 or 1
and

* if the manufacturer provides pazopanib with a 12.5% discount on
the list price, and provides a possible future rebate linked to the
outcome of the head-to-head COMPARZ trial, as agreed under the
terms of the patient access scheme and to be confirmed when the
COMPARZ trial data are made available.

P 1504 »]’zi“ bevacizumab ~ sorafenib ~ temsirolimus
(by NICE on August 2009, TA178)

Bevacizumab, sorafenib and temsirolimus are not recommended as
first-line treatment options for people with advanced and/or metastatic

renal cell carcinoma.

58 | PUREIFPEERLEH

Piage: VI’J:? everolimus ~ sorafenib

Everolimus is not recommended for the second-line treatment of
advanced renal cell carcinoma.

Sorafenib and sunitinib are not recommended as second-line treatment
options for people with advanced and/or metastatic renal cell

carcinoma.

Axitinib ¥ #F ¥
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F 1 ¥ [56-60]

% - & | fc{* Pazopanib

First-line treatment of advanced renal cell carcinoma (RCC) and for
patients who have received prior cytokine therapy for advanced disease.

2 , 2

PR | EEPERBRLH

P50k »]3:? everolimus ~ sorafenib ~ sunitinib ~ axitinib

Everolimus (Afinitor®) is not recommended for use within NHS Scotland.

Licensed indication under review: the treatment of patients with advanced renal cell
carcinoma, whose disease has progressed on or after treatment with vascular

endothelial growth factor (VEGF)-targeted therapy.

Sorafenib (Nexavar) is not recommended for use within NHS Scotland for the
treatment of patients with advanced renal cell carcinoma who have failed prior
interferon-alfa or interleukin- 2 based therapy or are considered unsuitable for such

therapy.

Sunitinib (Sutent®) is not recommended for use within NHS Scotland for the
treatment of advanced and/or metastatic renal cell carcinoma after failure of

interferon-alpha or interleukin-2 therapy.

Axitinib (Inlyta®) is not recommended for use within NHS Scotland.

Indication under review: for the treatment of adult patients with advanced renal cell

carcinoma (RCC) after failure of prior treatment with sunitinib or a cytokine.

24 [61-66]

- & | fz§* sunitinib

Initial treatment, as the sole PBS-subsidised therapy, of Stage IV clear
cell variant renal cell carcinoma (RCC) in a patient who meets the
Memorial Sloan Kettering Cancer Centre (MSKCC) low to intermediate
risk group and has a WHO performance status of 2 or less.

NOTE: No applications for increased maximum quantities and/or repeats
will be authorised.

Maximum quantity: 28
Repeats: 1

{1 {" pazopanib

Initial treatment, as the sole PBS-subsidised tyrosine kinase inhibitor
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therapy, of Stage IV clear cell variant renal cell carcinoma (RCC) in a
patient who meets the Memorial Sloan Kettering Cancer Centre
(MSKCC) low to intermediate risk group, an d has a WHO performance
status of 2 or less.

Note: Patients who have developed intolerance to sunitinib of a severity
necessitating permanent treatment withdrawal are eligible to receive
PBS-subsidised pazopanib.

Patients who have progressive disease with pazopanib are no longer
eligible for PBS-subsidised pazopanib.

Note: No applications for increased maximum quantities and/or repeats
will be authorised.

Max quantity: 90 (200 mg) 60 (400 mg)

Repeats: 2
Authority Required: Continuing treatment beyond 3 months, as the sole

PBS-subsidised therapy, of Stage IV clear cell variant renal cell carcinoma
(RCC) in a patient who has previously been issued with an authority
prescription for pazopanib and who has stable or responding disease
according to RECIST criteria.

Note: Patients who have developed intolerance to sunitinib of a severity
necessitating permanent treatment withdrawal are eligible to receive
PBS-subsidised pazopanib. Patients who have progressive disease with

pazopanib are no longer eligible for PBS-subsidised pazopanib.

& e & AL

iE% J2§* everolimus

Indication: Treatment of patients with advanced renal cell carcinoma
after failure of treatment with sorafenib or sunitinib.
Listing requested: Initial and continuing treatment of stageIV clear cell

variant renal cell carcinoma in a patient with a WHO status of 2 or less
who meets certain criteria.

The PBAC rejected the submission on the basis of uncertain clinical

benefit and a high and uncertain cost-effectiveness ratio.

£ % 2 §* sorafenib

Indication: For the treatment of patients with advanced renal cell
carcinoma.

Listing requested:

1. Year 2006 —

The submission requested an Authority Required listing for

sorafenib for initial and continuing treatment of advanced renal cell
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carcinoma in patients who meet certain criteria.

The PBAC rejected the submission on the basis of uncertainty of

the extent of gain in overall survival, and the resulting high and
uncertain cost-effectiveness ratio.

2.  Year 2008 —
The submission sought an Authority Required listing for initial and
continuing treatment of advanced renal cell carcinoma (RCC) in
patients who meet certain criteria.

The PBAC rejected the submission based on an unacceptably high

and uncertain cost effectiveness ratio. There is high clinical
uncertainty associated with the claimed survival advantage, but the
place of sorafenib in the treatment algorithm is uncertain.

3. Year2012 -
The resubmission sought an extension to the current Authority
Required listing to include the initial and continuing treatment of
Stage IV clear cell renal carcinoma in a patient who has failed
therapy with first line treatment and who meets certain criteria.
Sorafenib is currently PBS-listed for the treatment of advanced
(BCLC Stage C) hepatocellular carcinoma.
The PBAC acknowledged and noted the consumer comments on
this item. The PBAC further acknowledged Kidney Health

Australia’s letter of support for the need to have second line

treatments available for renal cell carcinoma on the PBS. However,
the PBAC considered that recommending further treatment
options on the PBS for renal cell carcinoma in the second line
setting would still need to be made on the basis of strong clinical
evidence in the Australian clinical treatment context.

Recommendation: Reject

P & & axitinib 4p M 315 3R £
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GHEd - ORI T PR i

TR B@p Y M3 RS
#1 ‘axitinib'/exp OR axitinib
EMBASE 20130517 #2 renal AND (‘cell'/exp OR cell) AND (‘carcinoma’/exp OR 56
carcinoma)
#3 advanced
2011-2013 #4 #2 AND #3
#5 #1 AND #4
#6 #5AND (2011:py OR 2012:py OR 2013:py) AND 'review'/it
Cochrane 20130517 "axitinib 12
Library

1800-2012
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