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B Zykadia® Taxotere® concentrate | Xalkori®

and solvent for solution
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(indirect comparison )
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CADTH % Canadian Agency for Drugs and Technologies in Health 4 £ + #
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(=) 2%] fm#e % % (non-small cell lung cancer, NSCLC )

A ARTIRNR R GE R F 4 2015 # 2 7 O G chlpr 7 iR 4 B om0 2012 & A
@Mﬁ@@@iﬁ%&p%m%&’%\k$g FEEMEES L B RS
DINEM BRI S B R 12.00% c FeE SR 2 SRR A L
Booseimo2012 £ 28 G 43665 4 s EHEERE 0 T
2839% > B¢ W A FE R FE EMEEY ES- A8 8587 4 0 & 10 § 4
vEEER e F L 25020 5 10 < Kt FF[1]

WS RF A L 22] fwmrz % k (non-small cell lung cancer, NSCLC) |
%z %% f% (small cell lung cancer, SCLC) = * #g » = i‘ § k973 e 85% 0 H Ak
X 5 ] dmre R o 2Ho| fm e W R ik _E’_%«}I%If‘l.é? a J‘é (I R B HT\}%
(‘adenocarcinoma ) ~ ## j# im % & ( squamous carcinoma ) ~ - B
(adenosquamous carcinoma) ™ % + w#z f (large cell carcinoma) [2] - i ¥ &2
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IR R F R E e WL 02012 EARA LI L FEEFE
EPramy 311692 A -H e |k ’?e:&-qp 7.58% tH AR A AT T
LR IR S (7,213 4 0§ 61.69%) 0 H =ik A G Bk e (1,900

i 16.33%)\’”?'&@?&;}%%(159 Ao b 1.36% ) < e (134 4 > F 1.15%)
[1] -

R )0 T OLEER AR AARR 0 x A R 7 S iR A R i
{8 o TNM 4 # % % (Tumor-Node-Metastasis ) §_4 B B 2 & % 2] fmbe 3| %
T et 8P s 2 B RS R 7 1 € (International Association for the Study of
Lung Cancer, IASLC) & ¥5- B w @it odrnigkorEz = > L 5d £ RBRmS &
¢ (American Joint Committee on Cancer, AJCC ) {- & "% I# J% %5 i (the International
Union Against Cancer, UICC) #r2k o 45 2010 # % = 3ens B8 5 & iren
BRA o AR kIR A m#rrn‘ (T)> £33 RO B (N)> 12
TG RAHEH (M) d 3% EEH Rl E (5 1 HITF5IVEH)-mh
W(F V)t mwﬁ@’%;ﬁ%ﬁiﬁﬁfé‘ RTIIR S R
B R s o @ R s TR S R R S T R o A ) 5 R e
- 3]

LB AR P E B RS R A R E SR R P R 2] e R
Fnf N0 - R Rk g Al s AR A H 2 gE A R kR (performance
status) £ F1E Y £ > HRE DA EEHR Y F I DN o HAItaLE ezt | e
B W G p A 2P iR o s o A R e 5 A R e 3t R
FoeE - R é*iﬁﬂiﬁi ML g o o A REALR R i CIRS e g o)
[Iia,ﬁm}jf_;{% v LR A H AP gl BINKk -

(=) ALK & 71£ 2= (ALK rearrangement )

AFIRE AW BiSR I RFAEF LR DL  FSFETHT B RDATFIRE
ByE R RAAPM otk oent £ 4 R F]F & X4 (Epidermal growth
factor receptor, EGFR) %2 KRAS ( Kirsten Rat Sarcoma Viral Oncogene Homolog )
R reek 5 2007 &£ F 2] e g (non-small cell lung cancer, NSCLC) T
B gk B o] ¢ 40 B 39 & 4 (echinoderm microtubule-associated
protein-like 4, EML4) e % 144 = % scf* (anaplastic lymphoma kinase, ALK)
R R M F 4 F# (inversion) (Inv (2) (p21p23)) » ) = f & A& 7]
EML4-ALK - EML4 5 N =304 & ALK e03-0 B gcps & i £ 35 = EML4-ALK
FRE By o €2 ETREC R ;‘}irﬁﬁ?]rﬁé‘ifﬁ:,vTL°’é_NSCLC’ALK‘$ﬁ
21 EML4 ¢t > Bv 222 A %] (40 TFG ~ KIF5B %) ﬂ’#ﬁﬁi‘%'ﬂ v e B {8 e
Sk IR R RN T R R RS Bt e A FIR R & NSCLC Suft 5
ALK £ #1€ 2 (ALK rearrangement) [4, 5]
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ALK gﬂ-@ @ (+) 2 %% 3 NSCLC &~ 464 + 3] » ¢ NSCLC &4
F12~T%[5-12] o o 0 EHART £ AR £ FIRME A 241 64 2] ne R
o 4 R A EET EMLA4-ALK f & & %118 4.69% (3/64) [13] -

ALK A FIE o2 Mo 8 5 i ik JIZ a5 ALK & FIE ke a 4 7}5
¥E s s REB Y 0 YA S A 9:]1/5;« (adenocarcmoma) %, [14] -
o ALK A 7€ 2 x> EGFR & KRAS 2 8 F i3 Ao Fla i?“mi‘#’k]lfé’g
FARE B et BB EGFR %% > Tkt A A FHRR € 2 EGFR 2% 5 B
ER —z: EGFR 23 # M2 %7 i&- h#kk ALK A 7€ 2[4] - p # ALK A7 &
K B vk R =32 R (fluorescence in situ hybridization, FISH ) & & # = ;2 >
H %;?J 2R @ dE @ F 4 PCR (reverse transcription polymerase chain
reaction of cDNA, RT-PCR ) £ 7%+ 4 L E H T H M % L £ & L
(immunohistochemistry, IHC) [5, 6] -

Liek > o 0 ITEFA T F IR ALK #4187 224 5 scendrd] ALK AT E e
Bitimreand £ o #30 ALK A F]E B a2 | mre W % > - Skt ALK
PRI 2 A dnio o F A FIRBIEF D RD Ty & éfbf}?_‘—ﬁ"ir%‘mrﬁ 25 p)
BRABRLDEEF LR FAFRBIEE KL B iRy SR
F AR 4 R Rl 0 L EANER R PR B AR
- ¢ mﬁﬁ PR ARG Ip R AR ALK Frdl A ok i3 P45 [5] -

HF o ALK e8] ¢ 32 % —  encrizotinib~ 2 % = & ALK $r414 ceritinib
£ alectinib®[5] - 82 2% crizotinib Fe/k + o ALK A F1E 2] e % %5 B
Fhoo LA - BREFGsRE T EF AL RELDON AT
il EMSE s £ 2 A2 - 2 A4 ALK AT R % (40 L1196M -
G1269M ) > ALK e & 2 Fl<rf 3 (amplification of the ALK fusion gene ) » & 5
21§ 75 (alternative signaling pathways) =% it (4 EGFR ~ IGFIR ) - %“' Pﬁé
SR %R 0 % - v ALK Fr4)& ceritinib #74] ALK 5% & %) 5 crizotinib =
=% 2 g% crizotinib § R % & FE 1 ceritinib " o OB F e S .
Ceritinib L2 %8 * 3t &% crizotinib j5f & & 1 & &% @ X ch ALK B 28]
e i o Alectinib B iks B % - X ALK Frd & > ¢ JE® USFDA 2 p A% 4
+ 3 [4,5] -

(2) Wik %5 45

gH4 ALK AT E e B 2t ) fmie 2 oy 0 REAPMTRA Zdp sl 2 in
FiE R 0 fF&Acis

2 p + alectinib (Alecensa” ) # =+t USFDA (U S Food and Drug Administration) % p & @2+
4 [15] -
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1. % W NCCN

2016 & £ R R & 7 % (The National Comprehensive Cancer Network,
NCCN) 2b/| fm¥e 3 Tk R 4p 51[6] » 4% ALK A F1E {2 NSCLC 2 75
FriE &Acts

2 e
ALK H 12 NSCLC iiffr 2 12 3 N % e A
S
ALK £ 51 ¢ 21 o 5 - SULR
B REAF-ARCELREVFRT ALK % 1 @ * crizotinib
e e .
B R M ERY HT ALK R P B B S
%At g enit B A i 0 B T crizotinib is g o 2A

ALK £ FI & ‘o5 12 15 8558

m EEKZABEL FER Y crizotinib iok (F g 2A
w7 :ﬁ;:jlia'}l“—_%i,ul AR PREHSN o MRKEE) AEET
ceritinib 2t alectinib /5% -

o FEAZARET

o R L R A INeK (2SR ) TSR Y ALK 2A
Frd R 3 3 ceritinib 2 alectinib iR o

O B AEICRW LR AN TEER T ALK e 2A
Ao e

o kMg SR s ceritinib 2 alectinib ;5% o 2A

F ALK AFE B A i 5 - W2 % - 8 ALK Frildlis 2 8
REFF RN PlEREP- gy & &4 NSCLC 2 ’Jﬁl«‘){%i\? Bk e % - R
iR EE o AL AL NSCLC 2 in B 0 AP M & RAF Srie s

® NCCN sk 2 4p 51 e d5 fr & 4 4f ((Categories of Evidence and Consensus ) » i & = 538
P E s REBAER
Category 1: Based upon high-level evidence, there is uniform NCCN consensus that the intervention
is appropriate. (& 4R > B £ @)
Category 2A: Based upon lower-level evidence, there is uniform NCCN consensus that the
intervention is appropriate. ( M#FEHAE 0 F £ @)
Category 2B: Based upon lower-level evidence, there is NCCN consensus that the intervention is
appropriate. ( MFEH R 0 K E )
Category 3: Based upon any level of evidence, there is major NCCN disagreement that the
intervention is appropriate. (Z P #EIHR AR - B 7L Li- )
© gt R Kk & (performance status) 0~4 » _éné, ¥
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ot dp 2 & 45 12 NSCLC /5 22 23/ N %

r - Mok
m  jp#>t cisplatin/gemcitabine - cisplatin/pemetrexed ¥ 2t @k & 2A
rn}]% A BETE R OPRE e s i it e o
m AP #>T cisplatin/pemetrexed » cisplatin/gemcitabine ¥4 @k & < 2A
%&ﬁﬁﬁﬁ%&o
W FELRRT AFE oMY S A 3 PE R R A 2A
B FE R o e R T o MH %%/r%ﬁ"f}i?iA
Vo A _Eifhe
B oR 12 BRARSRITEGEELF R 2 8F 2~4 B AT 2A

u ﬁﬁ 'F' iﬁ"fﬂ/r%ﬁei/r%lﬁr}?‘\ﬁm?k#"g%‘h ’—T”'J%
SR R - MR
o Nivolumab £2 docetaxel 4p+* ¥ 12z L 558 o

o  f PD-L1 51" % - pembrolizumab 22 docetaxel 4p it 22
DS SEAY =% - RERTS | P

o Docetaxel &>+ vinorelbine 2t ifosfamide - A

o {Lﬂrju,ieﬁr% me e 4o pemetrexed £ docetaxel 7 2 oA
AR 0 R R o

o AP H B * docetaxel » ramucirumab & & docetaxel A
L G E e

o Erlotinib 3t & & £ #4455 (best supportive care ) o A

2. ® M ESMO

B FE 6 ( European Society for Medical Oncology, ESMO ) *+ 2014 #

¢ NCCN sk 2 il $ERHfos Bahs 8 ( Categories of Evidence and Consensus ) » ik & = 538
HELPRE REBER
Category 1: Based upon high- Ievel evidence, there is uniform NCCN consensus that the intervention
is appropriate. (B #HixR > B £ @)
Category 2A: Based upon lower- Ievel evidence, there is uniform NCCN consensus that the
intervention is appropriate. ( M#EHAE 0 F £ @)
Category 2B: Based upon lower-level evidence, there is NCCN consensus that the intervention is
appropriate. ( MZEIRAE o LK)
Category 3: Based upon any level of evidence, there is major NCCN disagreement that the
intervention is appropriate. (Z P #EIHR AR - B 7RI Li- )
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8 1 g i TRk B4 51 [16] » 4-HHE A (2L | e R 2 A iE R R el

A NSCLC /o B3 2 2N 3 —fﬁjﬂigﬁg‘ =k Y
b - Wik
m RS - REF R ROEE TR , A
B O Y RS E 3 R E LR (¢ | B

gemcitabine v taxanes ) ezt ik e * o cisplatin
i RER -

m ET L gk R chom 4o pemetrexed i SR b [ A
gemC|tab|ne docetaxel ;5% °
E AE- MR 0 pemetrexed T 2b gk | A
NSCLC -

o EPESLBE e R T R & 0~1 4 2 NSCLC | A

BH o fﬁ‘f":. 218 > ¥ %S bevacizumab
£ © paclitaxel/carboplatin 2_ ;5 ™

m ¥ 2EE Rk NSCLC ?ﬁﬁ » ¥ ¥ & bevacizumab & I A
SERE L LT VRSt B

m P AR IEESFHELEM AT REHES 3 I A
LY R L

LI/ R R R S X I N L R BN SEY S s I B
SHORB A AT o ERLT A4 BRAE F RS
B A2 o

ALK A FIE e B2 | e s 4 0 T I A

i# * crizotinib ;5% o

eﬁ;ﬁ-’-ﬂ B EE ¢ 2014 # 8 7 G TResk 4p 51 B o ceritinib (Zykadia® ) & Ak R E
/& (European Medicines Agency, EMA) 2.} # 5 7¥ > ceritinib (Zykadia® ) ** 2015 # 5 * &
EMA ik enynig + B (conditional approval ) o
" 4% % 5 (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.
I1: 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.
I11: Prospective cohort studies.
IV: Retrospective cohort studies or case—control studies.
V: Studies without control group, case reports, experts opinions.
% 2% % & (grades of recommendation )
A: Strong evidence for efficacy with a substantial clinical benefit, strongly recommended.
B: Strong or moderate evidence for efficacy but with a limited clinical benefit, generally
recommended.
C: Insufficient evidence for efficacy or benefit does not outweigh the risk or the disadvantages
(adverse events, costs, ...), optional.
D: Moderate evidence against efficacy or for adverse outcome, generally not recommended.
E: Strong evidence against efficacy or for adverse outcome, never recommended.
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12 NSCLC isf E 2 3P 5 E SR Ty L
e PEY
m R E -SRI FURAL ARHE PR R E Y
B 0~1 A c £ 0 BT F S A o
B RS REH VY i@ pemetrexed (B ¥ | B
* A ZE gk #@‘J it ) £ docetaxel -
Erlotinib # ¥ % 2 3 # EGFR e fi ¢ 5 R 24 3] > I B
TR 02 A A g iR B B o
o ¥ EGFR R#F Al (Srgth) et 0 % I A
%5 EGFRTKI i3 % ‘s‘?{m/%‘
T ALK A FIE 2B a2 | fose WO 4 0 F I A
L A X i crizotinib s & @ * crizotinib T 3 %
SRR o

S AR RFENARLLPRR

* %% " % Zykadia® capsules (ceritinib) 150 % 7.2 4 »z= A % ceritinib -
AU 3 REHEMT Brem ALK #7408 o NSCLC ¢ 22 ALK 4 =421 3=
Gk s F0 LM E SH ALK B3R F o X 5 #NSCLC % #(¢ - EML4
( echinoderm microtubule-associated protein-like-4 ) 3 ALK & 5 = &
(translocation partner) ; iz ¢ 2 2 d ALK ehj-v s % L2 EML4 N =538
A £33 EMLA-ALK fb & 35 - Ceritinib 248 ¢ 2 48P 2 ¢ Fr4] ALK
pORARRE © F s s ALK BL4 2 T g & B i deo Fermhpi v 5 o 12 ALK
e e # 3 [17] o A5t 2015 £ 12 9 3 pUigi H M 2R S
FZYKADIA if # »® & crizotinib j5 ¢ & i & &2 % 22 ALK 5 (et dp 28]
b Bﬁ‘?.}%,&—‘ﬁ 4 [18] -

Ceritinib 57 ATC ~ #g#% = LO1XE28- /4, antineoplastic and immunomodulating
agents/ antineoplastic agents/ other antineoplastic agents/protein kinase inhibitors #g
W ATC =~k LOIXE ¢ & § # 31 fa< > » # ¢ gefitinib ~ erlotinib ~
crizotinib ~ afatinib = J& {® ;»\EJE] FROFET R MR L F o e 5 crizotinib 2 i
B &k FE AT ® 20 Tk ALK B M enmt ) 26 ) e o & % ) [19] -

AimfIIt e R EH I E (0% - FREM FE P EFT ”ﬁﬁpﬂ
s [18]T o w TALK B W | T3 R BT 63 > &' U477 2 %é
\r"}'-‘iiﬁﬂ*"ﬁ«m% T{rd’*fﬂx@eé%wf 5 crizotinib 200 ¥ 5. & 250 ¥
I L a2 j@r@;@ﬁﬂ\w FE &AL * 2 TALK r%‘rimrm;a
R K o e Kﬁ: AEeh o E B B R T A g Terizotinib 05 ¢

13/49



105CDR03007_Zykadia 150mg capsules

B giaatd 2 ALK B a2 ] e o L% (o 72 [2b] fowe g |
R EEMET R F ARG XF 10 BEA PSR AN
docetaxel ~ paclitaxel ~ gemcitabine ~ pemetrexed ~ vinorelbine ~ gefitinib ~ erlotinib ~
afatinib ~ bevacizumab ~ nivolumab 4p B & 5 » & ¥ 2252 73> ALK B (a2 )
P s;b;[%.ﬁrr,- A o

2z BAREEAPITY Y ALK B2 ] e W

‘m\t
t+‘§'g
et

ATC & 3p78 | RF | A3 | H = 7 | RERFEHER

SR # 2

LO1XE1 e ALK | B & | 200 1. g #* »te &% - 6 7 platinum #f

Crizotinib Bt et | A mg/cap F - S F 0 & pr2 ALK
#p 2] 250 Z B ] e R A
v 0 5 &, mglcap |2 @FE T2 gE R H G e 2L
F o it Pl e R 4§ TR
R 7% 1t (brain stabilized) 419 2
(R Sl * oo
2Rk FadR AR Ak v A 5 TR TN
FpE # 2. 97k g & ( Asymptomatic
ALK % brain metastases ) £ 7 "o 4% 2 7%
Mo FoE ok ( Symptomatlc brain

metastases ) 5ok 16 otk 45 40
Tk EMRETL P EZ 2
Bt (FARMNERD -

3. BEEW %3%’5/5 fo i *

D FHEmT BT 2] e 2
«‘f”;ﬁﬂﬁ \.:m’—’é”]ﬁ HIEL > THE S
EX ¥ - f‘sfilgﬁfé“?ﬁiéffé‘* 3 A
f’i—‘,g-?lLY;,?l % (Aog 2N
X & *Fn%ﬁ] ﬁ.aw,ra?m
e enBi g ) L FhED LV pE
(measurable ) e d 5 Bt > 4o
W F R ep o R R
(evaluable) R R

QF=? FEHF H2 K=z B
PR EZBY RS o
A e ST/ SRR oh
Tk FR o B ¥ F
BE 30 X k& F R ETR 3R e
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ATC & 3p78 | RF (A3 | H = 7 | BFRREFEHER

SR # £
h-dho FRRE REE G
PO X ke h o FIEANTTE
BEH (7 2 i Byl ik (408
WX KT IRUTE ) -

() F =t > M 43F 5 o
alectinib AR F A
B!

= N RIS ’g‘é)lf’é‘}"éﬁa‘ﬁﬁ)

*3¢ 2 1 & %% CADTH/pCODR-~PBAC % NICE 2z %5)%‘7}%}1’3’—" SR I

R REL TR RRRGuS EPRPEFEREE 2L
Cochrane/PubMed/Embase 4p B < % - VIR fRL R F R PPER

2k
2P ARM TR AT L R
® FL P
CADTH/pCODR ¥ 2015 & 12 0 24 o
(be £ )
PBAC (&)

3201637 18p & &

NICE (& &) 32016 % 3" 18 p i
2T

7“1%

L o

v I AIER P o

SMC (fkte i) FR A HTRAFL W 2016 £ 1 7 24 o
Cochrane/PubMed i % & % -

ERE R THR

£ 1 SMC 3 Scottish Medicines Consortium gt if # 4 % i § 438 -

(- )JCADTH/pCODR (4t £ + )

W £ A B %5 o - 4 ( Canadian Agency for Drugs and
Technologies in Health, CADTH ) [20] v+ £ = " & = F =3 & 2

( pan-Canadian Oncology Drug Review, pCODR ) [21] = E%? EEOERELFEE R
%% B ¢ (pCODR Expert Review Committee, pERC) 3%:%*+ 2015 & 12 # =
F2qFE o T EBE R PR [P F ST .

1L 4R ¢
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L R ¢ 7 2Z3R 0 ceritinib H jisg # * AT crizotinib o B & 7
mf X 2. ALK F5 14 5 30 gt Hp 2 & 4% ¢4 NSCLC i hoe

LR gk LANL RIIRLH A Y PR R RS T
ceritinib e fk 2o g v R A FE Lo © Ar F”ﬁ ceritinib 5% F F ko
i E B aoceritinib 22 2 8 ok 2 N (e ELFMELE) B -
LE & focdpthanie & o e G j? SR P ]J;E'vTL FREEE A EEE

7}‘_'

2. &

‘“}

LR E€ARSMPL Bpn 2% ¢ 359 pCODR i (7 &% 5
]“:‘Q[‘kﬁb}@pwze T2 2L o n s ¢ o H i s BNz 5 - 8

= ¥ Tk :55% » ASCEND-1 ¥2 ASCEND-2 > 12 % I A (RIEAEE i (patlent
advocacy groups ¥ % %4 1 3 @48 (provincial advisory groups, PAG) # !
LR

$245 ASCEND-1 ## ASCEND-2 sk it % (%2 442 = ~(z)
2 (7)) Bt BES - R F 0 ES (4o docetaxel ~ pemetrexed ) 2
B H R AP L o ceritinib * 3t 42 i ALK :ffvﬁh]é?n}ﬁvNSCLCﬁr,— SERER
REOEMFE EFE EARBE BEY B2 ERTARDR F 8K
bofXm AR g i’ﬂ“lpﬁ*’?zxéﬂi" - Py «ﬁpar‘,ar,;%g;egg
2%k FAFEH B LR \Ll-ﬁ?*)%‘—‘;;b%""}_.r T R T
g CRERTS I = ) BRI W o S e

b A B ehE LT fl:}f; 2015 & 4c £ < S seit o R H 40 £
IRt PR = TR ERFHESEFEFE G 17% 2 IFR D
5& 3% 51 (63%) ¥ M Q:&;{%é:}wﬁw AT AR~
BRRERY F 5 o 4c§—xmrﬁﬂpﬂﬁ}$’@’\ v H#h ALK & F1€ Bk 55 > =
FHN G AR ORGSR - SUSK o B WA ),@’1 % 20~30% - 3 H=
VA Sy SEC R i L g R e BRI Ra o VR LT el T
PP REN L RRRIE L HEP S R 3R BR L E REE R
Kixx g #2720 - £ 4R 5 &% crizotinib e R m A AT re‘ e
crizotinib & g 3| P i £ 0 Flet P @ * ceritinib » i Ap ke 2 47
ik R o ¥t e @ % i ceritinib rm?a 24 & ceritinib fe crizotinib 4p vt st 59
T PR AR Fla HEGEA G oo P HRER X SV H G B R e o

L EBMMAE S - LT P F ceritinib 41 * % NSCLC 7
AEFE o BRI 0 S AR AR A SRR R S PR iIsh S
crizotinib » 12 2 > A vk £ BT ceritinib v gt AT aEYR 0 102 B 2 )
Tk sk i % o
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(= )PBAC (&)

3 2016 & 3 * 18 p ik o 3R 4 ¥% (Department of Health ) % 545 i 3%
AL ﬁ ¢ (Pharmaceutical Benefits Advisory Committee, PBAC) 2. = & & 7 [22]
% j ceritinib * +> ALK 15 128089 2] fnve W & e0dp B R 4R 2 6 H i o

(=)NICE (£ /)

R R RGER 2 Ry A% 7 o (National Institute for Health and Care
Excellence, NICE) z 2B 4 F » HFE - B2 A5 ph 2 =G Rr 279 [23] -
NICE p 2015 # 12 5 — #3351 (single technology appraisal, STA) &7 5% 5 i&
= ceritinib & * >t L5 % J5 R B 0 ALK 12 NSCLC sdp i 3= > & % >t 2016
£ 10 RSk EE - Ra o NICE 715 # R % 4] 2 (Evidence Review
Groups, ERG) {8 A +5ch4p b 48 3% > NICE » 2016 # 2 ¥ 2 2 fcw bwi 48 (5

g 55k o

L B 6 FRPHER
(1) SMC (&R #)

%44 B ¢ (Scottish Medicines Consortium, SMC) 2. 2 B 4 7
FELZ®2016 & 17 =2 2R aR4[24]2 A RApH > 0T LREER AR
BRI P F R

A LR gER

%R g@gi v]’zg“ ceritinib T % % &% 1§ crizotinib J5 % ¥ ALK 15 14
NSCLC 5 * 2 ip i * & - & i ¢ cuik Ffp 22l 5 -y
gl =9 R SR ﬁ%? L X iE crizotinib Jof e d ALK B
NSCLC 5 4 - i * ceritinib j5 5 i 7 MEadgr B BEHsEHP =
B 15~17 B Y s Rm PR LV RESFE T ES LR € “”@I'Jfga
7> % (Patient Access Scheme, PAS) ¥ 12z X ceritinib = & 2% % »
FER AT FTREE AT IS RhRT A ke

B. Ap¥tRocd % 2N
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TR EARSMNPr a2 T 2PFEH LB 2R AV RBL 5 -
¥ - B TA 5% 0 7 ASCEND-1 22 ASCEND-2 3% (342 ~4+4 '
FEREARM R, 2 TERFRELFE RFLEE) A AT H
** ceritinib Ap ¥ > 4p 4% %_ EAaley wiw_%

ASCEND-1 22 ASCEND-2 &3} 2 78 3852 1 & },é"f»#ﬁ L |

F &% (overall responserate » ORR ) » 5 4*¥t7d B F R eipl € » A it B
Ber pop A eniE By S @A R & Y3 8 (progression-free survival -
PFS) % #4835 %8 (overall survival » OS) ehdicdpip $F#h = B o 4
¥ 8L crizotinib Ja 5 & g 4 o F-0Ey - BiRrREROESE
Bim oo i ceritinib i i F TR M FORABEC FEY (A5 69
BE5THY ) 2 FHEED (F55 16782 149 B 7 ) p>tiEd v
AT o BL 2L BN (drdocetaxel ) enEERE A ¢
#ci 54" (95%Cl13.81t012.3)-

Ceritinib 5 o PRI » F A% FRFel 2 #0010 Ra o 8
Fop A ceritinib g 2 o TR QT B2 & ~ B B 4 T
,ﬁﬁz};}ﬂﬁiF—i\m;}*ﬁ;—m'}-moq ]ﬁ REHFTHE T f &P U

R HEF LE PR o

C. mtewenF #2227 (Patient and Clinician Engagement, PACE )

ALK I 2 NSCLC & 8 ehss 3 & TR 5 "ot 45 0 § ¥ 4 2 &
TR E 2 A4 g REPLEfE T LBE L o P LT
B GFHFDY R HEHE  SFE T LS off-label i F 5% & & if L 4F
BLis R o Tk FEF A7 0 HOT AT L@ iR haL R 4 0 7 ceritinib in
T ek JeRAR§ < i 2 W R0 MR AR B ik 2 Eiiii’éé’r? A A
45 é."*fm#m”@‘f 7S e A 13 crizotinib ¥t & PR ARG T 5 M E o ceritinib
L ¥ { R L ENIT TV RE SRR AR
LB R T e ALK BB M eaL NSCLC o A RE AP EHICS o Bt
RpA Ty e (T F PR

il

2. RAFTHEAM /I%
(1) #=- 2
~3E 2 * 2 30F Cochrane/PubMed § + FAL R 2. & (2 3P 4o ¢

11T 5] PICOS 5 #F if it > THOR B L AR RATEL A FRT L5
¥ (population) ~ i > i (intervention ) ~ % »c ¥ P& & (comparator ) ~ & »<ip]
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2k (outcome) % F= 3 &+ > 2 (study design) » H & i it 12 4o

BoraEE g &R crizotinib o 0 ALK BB en

Population
ot Hp 2] %%&&ﬁ
PR A%
Intervention ceritinib

Comparator A%

Outcome AR
(1) Jxiepr= ;gJe ¥ BE R AL E AT
(2) Teh &

Study design

i% pe + it 2. PICOS » % i Cochrane/PubMed % < f‘Jc SRLE 32016 & 3 ”
18 p - 2 non-small cell lung cancer ~ anaplastic Iymphoma kinase ~ ceritinib @ 5 B
EFRFHF - HOF Rk Lo o

(2) =%

Bk AL /]?e'r}ép B S 300 0 &% PubMed < }I?% 7L E 2 Cochrane
Library & &+ = /]?cl = 2. Cochrane Database of Systematic Reviews 4= Database of
Abstracts of Reviews of Effect + T4 E » A F & 444 ALK B (et 8 240 ] o ve
’i#r}%,&ﬁ » 1 * ceritinib s Bk s 1;%\34)@;;? AL A rsER ﬁk o

dHET S FRERT > L AFEL A FAM 2 EH S RHBRR T T
B B AOF 0 U fRA ML P R 0 4% PubMed T3 TR E
T Lo SEERMEREL > EF2HE AR ok ’J:,F,QL;JQ, 5 1% -
Bk Sk 0 A6 S

m  ASCEND-1 & € b3 ;25 2 4~ 4> % % -2 ceritinib 2 & ~ & < & &
(maximum tolerated dose ) ~ & >4 ~ Z i 6 4 B 27 Frd By s 12 & % [25] -

m ASCEND-1 :#2%*¢¥ NSCLC I}i’; 2 %k HpE HR e 7.8 % ¢ 4-4¥ ASCEND-1
% ¢ INSCLC 5 4 » 28 ¥ i gige * ceritinib 22 32 &) £ 750 mg 2 6% &
Mg »op L 5 [26] -

ASCEND-1 3% & % - Tk @5 > £ ¢ § 2B %W - £ 5 1 i
Woor R AL HE MR WA R FR R B LR 235
A€ 750 mg =huE @ Hp 0 3= ceritinib 2 R A S 2R % o AR b )
2 A dp i R B R KR ARM AT 3 JE o T A E B & ASCEND-1 sk at
W2 R E AT

19/49



105CDR03007_Zykadia 150mg capsules

A. ASCEND-1:#2*¢ NSCLC i b 2 P g B 752 % [25-27]
a. Ay E3I

ASCEND-1#5% 53— 2 ¢ o ~H 2 s TE2 5% - ik ik >
AEFSFTHN LTI U BRF20 BIREERT ST o BEHRL AR P D
fxt R 2 ceritinib 2 g & @ B E > AL P L T ceritinib 2 % 2 - £
Pded Bt o B%e AR EHR Y L & EFAE 750 mg
N o

AT s &% ASCEND-1 :#% ® NSCLC b2 W OHp I 3T
ceritinib @ * i # X ALK Fr(d] > & X § 32X 38 ALK il 0o g e 4
2R E e ~5¢°§w€ﬂ'ﬂﬂf1 APEFEE RN

ASCEND-1 e 34 % 5 #8218 k1 F ~ B F A 38L& 4 12 ALK
AFEF 2 BEgs 4 (BHNSCLC s 4 » ¥ X Rzt (FISH)
RE: 15% Mg mie & ALK 3 =B ). @ gtk iep B AR E -
£ F deaR s > ECOG p o A8 'ﬁi«“:% 0~2 4 > P& &> 124 «
Prui RHRY2ZHAIFF 1 BT LR MERF AT R RECIST
1.0 5= (response evaluation criteria in solid tumors ) £ i v & o

ASCEND-1 1% 384 % & 4 13> NSCLC ¢ & o B
ASCEND-1 3% # £ F NSCLC 5 * ¥ 2 1t # #) i His 47 -

C. ik

Rek & 5% ceritinib (LDK378) T R+ p 750 mg > *t 3 EPFEFR T 0 1Y
21 2 5 Lip B % - FHRREFS R L IREFET ~ MR ZRX Dy
T iy P st o R HFNRAMEUFF LY > TEFHEN
EooREIFIA MR G grade 3 A 22 ’férﬁr)i%wi ER- X B
- Bk e P T5% a3 sk A E R E A EE =¥ 3 150 mg/day >

"R AR Tk % & ¥ %k (Eastern Cooperative Oncology Group Performance Status,
ECOG) p # # it % & (performance status, PS) 3= 3 » 7 * 2085 & e0i7 5 it 4 R iR 325
AR KR A FBRAFETHAEET > FCE Rarichw Eiok R E anEh -

0: Normal activity fully ambulatory

1: Symptoms, but nearly fully ambulatory

2: Some bed time, but needs to be in bed less than 50% of normal daytime

3: Needs to be in bed more than 50% of normal daytime

4: Unable to get out of bed

5: Dead
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BSVAEIZ O ZBREFPEK  AERILRNITEARMAE o
d S*REHE

ASCEND-1 #Z >4t © f ch=t & Jfrredpth o 45 54 7 & 5 (overall
response rate °» ORR ) » H % & 5 7|%= > & J& (complete response » CR) &
84 & Jis (partial response » PR) o 4 vt 6] - 2 & 5 - R E I F RS
2154 RTEmas BR R R iE e S5 8 R4F S 7 (duration of
response > DoR) ~ & % I i L it 3% 8 (progression-free survival » PFS) 12 %

F o gt AT 2 3F % 3RS dp R (exploratory endpoints) ¢ 7 A Hd
%% ¥ (overall survival > OS )~ 7 f & "% & Ji PF R (time to response > TTR)

R F eRd Bk AFAfep b2 F A4 F € (blinded independent
review committee » BIRC) = » "= 7 245 RECIST 1.0 % 4r 113255 o

BB L 22 PTG o Ko~ 0B H 1= ceritinib 750 mg & £ i
ALK f»_'\r] z 2[5 NSCLC Iﬁi BT AT o

e. Fik%%

i

m 2011 & 17 24p 32013 &F 7% 31 p R @ &R Ep 2553
% 1 1= ceritinib 2 :x# £ 750 mg S A e ALK I 47 NSCLC P
BF 246 4 > H Y 5 83 i (34%) & % #& =% ALK Fr4 /5% > 163
= (66%) ¥ 2% 6 ALK I Rlish o S 3 0 & g 4 A TR
Fritpig o

m 163 =% X ALK Fr4]#)0s% c0 ALK 15 4+ NSCLC o H oz gpv
% i 52 %(%@'24"80}%& )’54%‘1}‘% BoabM i 3ier A (66%)
Sl A (29%) %+ ¥ “ﬁ’\}?” (93% ) ® j&* Wk gv &
(97%) » "oi&# m[fﬁ k% 60.1% - i& 163 R A Ao 7}‘»;3\:,56%7\ KL
+ ¥ & ™ crizotinib » 3 ¢ 137 = (84%) s 4 *% crizotinib * - % 4%
E TR S0P

m  Ceritinib 2 ;o 8P B ¢ ixfics 38.6 % (# [ : 04~105.9) 355 p &
£ x“$t6642mg(§71§] 607.8 = 750.0 ) 4p¥+H| £ 5 B ¢ =#,k i 82.8%
(%%:] 706 & 97.5)c in P F 5 74% (181/246) mf}% LA
1=x#HE 5 62% (152/246) m}?ﬁ 3 AERE o

B D EREA WL (201440 140 ) EHEDF cBcs 111 B
Too Ry AF AR SR > HI A R ALK A~ 2 g
X i ALK Frd) 300 R m}]% AL EREF S (ORR)A B 5 72%(60/83)
22 56% (92/163); ink X M F BEFERF (TTR) © #5955 6.1 o &
REFEFER (DoR) ¢ #kcA %W 2 17 B2 22 83 B2 #ﬁffi,ﬁ (=
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S8 (PFS) A w5 184 7 2 6.9 B 7 - A GEY (0S) £ ¥
X ALK ahl’%[f]f"ﬂé WAER T RENGEDY ko ¥ LB
ALK Fr] 3 /p)%‘mlﬁsA » H R ;%/pﬁﬂ 5 167 3" o(F» e R %
L Ew)

#» ASCEND-1 5% 1 4% £ =% 2. ALK 154+ NSCLC T b FR % ceritinib ;5% 2.
R %

¥ &% ALK ¥ B2 ALK
R oxdp ¥l Blic R 2 4 ¥l Blio R 2 g 4
(n=83 1) (n=163 1)
R s
% 2F & on(%) 1 (1.2) 3 (1.8)
WA F 0 n (%) 59 (71.1) 89 (54.6)
B AR T n (%) 14 (16.9) 29 (17.8)
B REE (%) 0 16 (9.8)
x4k & 0 n (%) 9 (10.8) 26 (16.0)
FHWF RS > n(%) 60 (72.3) 92 (56.4)
[95% CI] [61.4-81.6] [48.5-64.2]
FRRIFFERE ¢ =8(?) 17 8.3
EABELFED P k() 18.4 6.9
BRG0P () NE 16.7

NE : &/ iz &

SRR 4 kA 4T 0 A W B B B E B ALK Sl Hlin
Feehp 40 AP R 5 4w 1h 313% (26/83) 2 60.1%
(98/163) ° ipdt g 4 2 £ iny F X@ (whole-body response ) %8 &
F (ORR)~ 7 454 (DoR) 2 pm & 528 (PFS)  &1ff
LY PRS- R (S HGEB R D20 F RS 5
%1)

% 1 ASCEND-1 25 1 4% 4 326 2 " £ 5 B 4% ceritinib 7o 2 2 & 00 F
fo it %

A ¥ 2§ ALK ¥ 2% i ALK

R 5dp % FrFIRlie R 2 g A FrFIRis R 2 g A
(n=26 %) (n=98 1)
FRFES n(%) 19 (73.1) 50 (50.1)

[95% CI] [52.2-88.4] [40.7-61.3]
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A ¥ 2% 8 ALK ¥ 5% 8 ALK
R ok FrpI RSB 2 A 4 RIS B
(N=26 ) (n=98 2 )
FREFFPER - P 2ik(?) 12.6 6.9
[95% CI] [5.5-NE] [5.4-8.3]
RARBEGEY P k() 9.7 6.9
[95% CI] [4.6-NE] [4.9-8.4]

NE: fi & &

DEIRA 0 246 4% 3B ceritinib 2k A E 750 mg hx E o AT

LB AT B 2381 (97%) F A0t E E R 08

% Ak 0 117 1= (48%) ¥ 3 2 g2 2 E 526 = (11%) 7 ¢

aE 2a izt @ % ceritinib o

m ﬁ,j Ren? LFE 5% EAE (CLF B~ vRed )0 3430243 =
(99%) & > e+ % 5 gradel-2 - * 5 pikiydl & f S H LA
{8 % av sl 5 grade 3-4 L R o B 430 15 1+ (6%) ke ¥
Lehgrade 3-4 R F W A By R ¥ ¢ AEOTP R Rfs (alanine
aminotransferase, ALT ) 3 4 ~ % ™ % = pt & %= fis ( aspartate
aminotransferase, AST ) 3 4v o

‘\%t os A

E)@\m& F_k

(1)@ % Hms T

7

EHECH ER Qo RS HERS PR LAY E 150 F L Zykadia®
(ceritinib) B T2ERBLRIFTETE o R RS 2 i Br TZYKADIA i *
A crizotinib jo % ¢ E 1 & 0wt 20 ALK B ehmi 8P 2ho ) i 0 o B X f | TaE
2% 2 Xalkori® (crizotinib) 7% %% 5o Fl A 520 p %% 5 ¥ & * i crizotinib
¥ A&7 w35 1 crizotinib IFR%QE' FESL Ry B L o

ERARNZ P EER Zykadia® (ceritinib) z_ s »c 27 % > M4 1
& 32 Tk 2% ASCEND-1- Tk :£% ASCEND-2 % — 38 ;% ® ¢ * ceritinib 2 real
world BLZ = T 2 5 LR ] fLﬁ“ry ?f%m#%ze B E AR 0 T A Ao )Y
WP e Z Py Yy ASCENDl Wz EF NI F L > gk £ gk &
A AdR2 T3 3 \*ﬂ@;}grﬁg@;ﬁ%J ;;;g N S | JPT;#: o ¥ =AY
ASCEND-2 :#5%[28]% ;= ® ¢ * ceritinib 2 real world BL%Z 4/ 7 2. #9x[29] #
Frakpnw gL 0BEaR? NTRERFLHF TR - F2eE L 2 é
%

1. ASCEND-2 #5[28, 30]

23/49



105CDR03007_Zykadia 150mg capsules

@ g

ASCEND-2 25 % — 47w~ H o~ B3N (v ¥ 2 % - BTk Rk 0 3
Bz B P i %“gﬁ TR E RS 7 750 mg ceritinib % 5 $Ragdp &
A1 ALK B 42 NSCLC 2 L 3% i I & inJfy & crizotinib i e 4 2
FUBR AN o AT ] R Fre e

() %%

ASCEND-2 e ¥ % 2 # &£ 18 ko b ~ B3 K IRaLdy (stage I1IB)
A 4 (stage IV) ALK F5 442 NSCLC /ﬁa A (g mgkiiziex (FISH)
BREET> 15% *Mmimie &§ ALK 5 =) ¥ Aai Sl 0% (&
S8 20— fE7 i Rt ) ¥ crizotinib s B (crizotinib A % @R
Sk P ceritinib k{8 @ Y 2R ILF ) B K xu‘z LR %z WHO p %
WAk 0324 23 7 od WbgF I@E’II*%F.E RECIST 1.1 % & il
g v o

() g

sk % 5% ceritinib (LDK378) T pRE p 750 mg o # 45k B 3 4R
/é:*%)\ m%‘ 'F)}} ‘)]%% Fé‘%% ;ILiA ZL ‘:J IL /r’% Fm'&r' q‘ﬁ:}’ﬁa}%’/ )?E\‘

Y
= sk e

‘&v

b

(4) SxpEhHiE
ARkt id FHRAIFATELHEMF S (ORR) -

=& & Fr pxdp Tedid PF%iFLELE BIRC 22 F BREFEFR
(DoR) ~ & iy #15 (disease control rate, DCR) ~ ip iy & "% F Js o B
(TTR): d BIRC =2 #48F ok (ORR)> M2 % 21 A FHEN &
w8 (PFS)~ Fa 328 (0S)~ Jx + 484 »c% (patient reported outcome,
PRO) -

(B) =7 i%

m 2012 % 12 % 4p 3 2013 # 9" 11 p F 3@ sk E 5~ 140 L=
e 7 41 F5p & crizotinib ja g 50 ALK 1542 NSCLC 5 4 » 3 5
X 1= ceritinib & &£ 750 mg ° T A FE# Y i 51 & (gpa
#1029 % 80 At ) 50%y5 4 54k Sl 4 R A Ak 4 (60%) & %
A (37.9%) 0 B+ 5 Bca ’Jx]‘U“” (92.1%) > 23w é,—*z (100%) % %
#42 (stage IV) NSCLC o 140 i 3¢ £ 30 45 i 3 40 1 >
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2 crizotinib is g 0 43.6%: &8 % 2 f6 1 0 34.3% % 2% 348
T 0 22.0% % 3555 4246 3 601 IL}%:oﬁMPF“F‘ des 1L3(H#F
01z 189) B 7 o

m  Ceritinib 2 ;s W ¢ ke 88 B 1 (§#F 011 194) AL
R mdch 84.9%( § F1:37.5 3 100.0)e i 8 ¥ F 75.7%( 106/140)
SR Y EFL U LM E B 7 A B m R Y 8k 85.8%
(91/106) -

m G Epord RSk 5 A ER L FHF % (ORR) S 38.6% (95%
Cl: 30.5t0 47.2)» 2 BIRC 3% 2 £ 5 Jis & (ORR )% % 4p 12( 35.7% )
(Rreda B S gL 42)

B R R Rordpth o BRAIF AR R IEHF BRER (TTR) ¢ =
Bei 18 Y (#W:16356) F R#&EFpER (DR) * #ci 9.7
#1 (95%CI7.1t0111): @A mE - 5iE% (PFS) 5 5.7 %1 (95%
CI54-76)> 4 BIRC:ER 2 &% ki £ b it % o

# = ASCEND-2 2 % % F Ji& 5 % %

BHRIFAFERZEES BIRCi#*#R2Z 5%*

R i (=140 1) (=140 *)
(LR
%2 F b, N (%) 4 (2.9) i
WL F O, n (%) 50 (35.7) 50 (35.7)
7 Iﬁi £, (%) 54 (38.6) 38 (27.1)
% 2 F /g i B N (%) i 22 (15.7)
7 Iﬁixﬁ N (%) 19 (13.6) 15 (10.7)
%A s, 0 (%) 13 (9.3) 15 (10.7)
SR 30 (%) 54 (38.6) 50 (35.7)
[95% CI] [30.5-47.2] [27.8-44.2]
# 2413 (CR+PR+SD), n (%) 108 (77.1) 88 (62.9)
[95% CI] [69.3-83.8] [53.4-70.9]

* 4+4F full analysis set 4 7 2. %% %

LI 2 & P%%ﬁ%%vﬁa Lefon A s 0 B A PR SRS R E b T14%

(100/140) > H @ 72% (72/100) £ 8 £ i PR 3csi5 % o Ceritinib

i * A "m@?%y ﬁf; Lthx Eink K O (whole-body response ) » # #% #_d 3

1A N BIRCi 2 % P EFHX ’é—*‘ i % - R oo (¥
ﬁﬁ%y}% AR R iR o R LA )

% = ASCEND-2 "4 5 & 45X ceritinib jofr 2 2 ¥ o & ek %
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RELEARLES

BIRC#R2 %%

R i (=100 *) (=100 *)
FWFE RS > n(%) 33 (33) 32 (32)
[95% CI] [23.9-43.1] [23.0-42.1]
PRS0 n (%) 74 (74) 64 (64)
[95% CI] [54.3-82.3] [53.8-73.4]
FRAFFER - ¢ =8k(?) 9.2 9.3
[95% CI] [5.5-11.1] [5.5-12.9]
BARBENFEY ¢ k() 5.4 6.8
[95% CI] [4.7-7.2] [5.4-7.4]

B 20 d BEHRAFATET NEBES T G %

PRl TF s

17 0 i * ceritinib ;5% g F & (intracranial response) & % Aot o
HEME N & &5 (overall intracranial response rate - OIRR) % 45.0%

(95% C123.1t068.5) fF P # 4+ 5

* (intracranial disease control rate,

IDCR) & 80.0% (95% CI156.31t094.3) - (& " # 5 L ¥ F it P

RTINS R ST WIERN

% ~ ASCEND-2 "4 # ¥ #

Hadl P AR R BAx = ceritinib /% 2 fEP A &

:&ﬁ#ﬁﬂl— HRALFAFTEGZES BIRCi#Rmz2 2%
NP B n=20 n=33
R R R
2 2F 50 n (%) 2 (10.0) 1 (3.0)
A F s 0 n (%) 7 (35.0) 12 (36.4)
BRARE 0 n (%) 7 (35.0) 15 (45.5)
B RBEE 0 n (%) 3 (15.0) -
AFF s 0 n (%) 1 (5.0) 5 (15.2)
FERATP F B > n (%) 9 (45.0) 13 (39.4)
[95% CI] [23.1-68.5] [22.9-57.9]
REP B oRaEF1 S 0 n (%) 16 (80.0) 28 (84.8)
[95% Cl] [56.3-94.3] [68.1-94.9]
B GF 2PEIOA T R ceritinib chR RE H EF A2 AT HY

11 &= (7.9%) p 4 F17 2% 2@ 5% 558 = (414%) 5 * % HED
P BT BF R LFE LR (814%) g (80.0%) &Rt

(62.9%)’ < S #ci gradel-2- 3 4 BE A L E 2K

54 57 = (40.7%) ¢

B A dEE ok (PRO) A 47 engia o W g sk T-np ¥ % (lung cancer
symptom scale, LCSS) % % &7 » s % £ M 4p B A% 4P 00 2K 8 P 4w
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AR S AR R LS SRS L B AL i
Bf krdZ o R 2 B&E TR % (QLQ-C30) chig s+ Ko » ip
RPFEEPM N 2R Fr R & o Fila 2 > &% ceritinib /52 9
[ ]];3/\ 9% R AR Bl Ik 1 % j_,r.r.r.’?‘r-r, R WAL R FE
;]%- Eivm & E gk w o

=i

2. R * ceritinib 2. real world EL% 1457 7 % 95 [29]

BESABE G FTE S 0 FE LR Y 2SR (temporary
authorization for use » ATU) (R 7 & i¢ * T % &dhyp 4 > 7 05 gL * &
Feo R O AR K 5 mEE o~ ceritinib TRk s 0 @ or ATU @ * 3
ceritinib e 4 o ‘<p\ » ATU dhaps 4 B8 2 3 TRk s s 4 fte 838 #10d &
real world f&/k ol 2 2 5-1¢ * 8 47 o

BEIZFE Y £ 5~ 169 AW ¥ &% 4 crizotinib 22 ALK F5 £ NSCLC
VI & p B ceritinib 750 mg ;2% o ceritinib 2. Ja B E Y 28k 6 B2
(# % :04 1 220)- & ATU ¢ 445 ceritinib e »c g % &0 » B AR F
&% (ORR) & 53.5% » & fmidl15 (DCR) & 75.0% ° &% > {tenie % &
T BY R AR B HIE B R TR G fRdp iR o ATU 47
Bpom chfy ot % > M P08 ASCEND-1 - ASCEND-2 crficdp £ 5 — e

\-

o

7~ .‘%“ ?‘)’{?‘;ﬂf

e

ARV B 5 RS E Zykadia® (ceritinib) 150 % 5oz A F B F T S
TemBEiRy Y srb @ erk 5 T 2t & crizotinib i ¢ Bt & m R wf
2. ALK [%: ]“imfﬁﬁﬁ?bflnf‘m’-’?“*&nﬁ °“$ﬂ\i“3' FE &SR ARE G "TALK
2] fm e W % | i R E 2o %&wﬁ‘y crlzot|n|b~ra AExE 2 %‘&“;} i’%&m
i Perizotinibipf? ErfEEa X o Fp oAk HE ERLsnA

BE7 AR @ R -

B R TAHRE AR > ARE S PR X 2y TR
RN R TRA RS 0 B Y A R D B RTEF B BT R

Y TR e R dp 5B R 0 4 ALK B2 NSCLC 5+ > Bfé * ALK ] #
b crizotinib frd x B R(SF PEHEF R > BIEEREF- L S #5442 NSCLC
2 RER - AT B - MR AP EE RS R E o iRk
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£ 40 pemetrexed i 5L >t gemcitabine s docetaxel inf o & Ris KR T e
¢ * pemetrexed ¢ docetaxel ¥ /5% o

rExY o2 %’Eé{«i* T % i crizotinib ,r)%:‘i » @ crizotinib 3t A ® 2. 45
CRERSE A r C R G AN R - S F N & po  (crizotinib 2 G R F 2R
H 5Lz ) rﬂLLj\griMm;,%-&ﬁ;; e i g s EE T 2 crizotinib
AR 4 i 5 pemetrexed & docetaxel 27 & % % 2B SRR o e T b
Fppgq"g}ﬂl?ﬁ;ﬂ? PR PR AHENAD R - MR VRS IHEES L H
pemetrexed iof ik B < R o B fRAkdp 5l 2 23k - 5k o F]t A crizotinib o R & 1
FEZMEZE VR IEST R AR AR Y FOELF TR FEL ERAE
Apil R AR WM AT R BERFEHRTLE AREE R F)
A% i docetaxel T TR A K2 AR Y &

2. Q%%ﬁigﬂl,— 4 ‘7 d\rjé;{‘

(1) 44+ CADTH*: 2015 # 12 * 2 ff &ﬁgﬂ"—ir; R4 > A 2F LA ceritinib
H ook @ * 2 crizotinib i & 1 & 3 @t 22 ALK 4 5 3Rt 8 &
HEHENSCLC i+ -2 | § zﬁ*‘v?% D3R E B A § PR Rk Ry
7 Lo ceritinib (9 fphk v E v R A FE T M o B2 AvRE R ¥ ceritinib 5
R F R o e iv | 8 e ceritinib & H s IR 2 sV Ap vt ndp R v

-a: o
(2) #F¥pf SMC*t 2016 # 1 7 = an®ip dF 2 ,gggﬂ;:;t ceritinib f%;; i
¥ 4 crizotinib i f eat ) ALK B 12 NSCLC o £ 2 in g * % - £

E445 2 AV RMEZ S - DY - D RERR ASCEND-l g1
ASCEND-2 e/ % » & * ceritinib /5% it § B F e 5 B3 o B
AP EHYIBI TR SR PRl RESEF T Ep LR
g4 e Ilp A ¥ T % (Patient Access Scheme » PAS) v 1z
ceritinib e Ak > P ER AL R FER BB A T TR Rl
T o aER o

(3) 2 2016 # 3 * 18 p it > £:3/8» PBAC A5 &A% 4pb 232G 2
Tty M ERNICEFE-FEAEPHU2ZTRIRIEFY o

3. AnbRoenE pp

g PubMed - Cochrane Library &+ 4B & [ ch2 frio® » 02 2 223K F %
dez_ FRL > ceritinib * 2t g 4% :‘@ crizotinib ;5% 0 ALK [ (2808 25| e 3 %
BHeoipbpooc % 2 8dy > L Rikhp 20 Rk E% 0 2 197 real world %
MFT A EE - DR pi\%% ASCEND-1 ~ % = # &4 :#% ASCEND-2 (&
Wk ) R * ceritinib 2 real world LM} FHdp (BEFH > ) 33
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e i e o mRgy P d AF KL F AL REFRTHEE AR
ARRE o T REBE R HAT R R S Ron X 2R

(1) ASCEND-1 2% ¢ NSCLC 5 4 2 uf ¥ 3 if gio 175 %

ASCEND-1 35k 52— ¢ w~H i -B N T¥2 % - PiphkirHh %
2t WP g g s 47 4% ASCEND-1 :#5% # NSCLC I B iz ceritinib & * %
BRLE AR E ALK I RIS R o L 2 Uit % 2 E g % o

BB E P 246 R InaLdy N A ALK 154 NSCLC It v &
P ceritinib 750 mg isf 5 H ¢ 3 163 & (66% ) % 4% i crizotinib 5
B oo AL B RS o HT Y X crizotinib Je R o @ % ceritinib o 2
S 03 {@'_, (ORR) % 56.4% (95%CI485t0642) FREFESFER (DoR)
¢¥oifcs 830" ’ﬁﬁﬁﬁﬂ?i Fied(PFS) 5 6.9 1 * (95%CI5.6t08.7)>
R Ed (0S) 5 167 B " (95%CI 14.8-NE) o 4447 n-%‘r;tr%;f,ii‘ TR AT
A\’}'?’bh’ffﬂlxpéﬂ kL5 - Rt

(2) ASCEND-2 5%

ASCEND-2 5% 5 — % ¢ w~H 2 B3N TE2 % - Pk d&k - F
SRRy~ 140 A w R E 7 4 sk & crizotinib (5% o ALK B
NSCLC s * » # p 4 ceritinib 750 mg 75 © 230k % (100%) ¥ & 4
M (stage IV) NSCLC -

TR R T o RERAIFA TR EHME BF (ORR) 5 38.6% (95%Cl
305t047.2) F 34w (DoR)® ~# % 97 B (95%Cl7.1t011.1)-
;’@sﬁ-‘fﬁi,ﬂif“ 58 (PFS) 257® " (95%Cl5.4t07.6)° ¢ BIRC : =i 2.
FERTRAFIESE o S EREH R L (100 4 ) st B2 E
iR F & (whole-body response ) &% - & = Féﬁ % - R OHTG IR
p 1‘;‘%}}% (20 A ) =S FEm e oo @ F ceritinib Vo RN F RS
(OIRR) % 45.0% (95% Cl23.1t068.5) -

B 4 47 4 5ck (PRO) A 47 58t A » iallm = » #25% ceritinib i 91 Y
Bk RRAP MR A ERTERG B AR ADAAREL A
ERFCL AT ok REA R F 257 AFE LT ok
LR

(3) i * ceritinib 2 real world g2 47 § % ¥

hERAPE LD FVHED o R AFLER Y SR (temporary
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authorization for use, ATU) & ¢ & & * E'J%r‘%év”rﬁfs Ao Tl 5 BhE
S o FEAT Y 5o~ 169 o ATU & * 3| ceritinib » ® L5 i 3% i crizotinib
2. ALK B} NSCLC phr o & p B ceritinib 750 mg JaF o & ATU # & 47
ceritinib e »c i & &m0 H R F B F(ORR) % 53.5% 5 :}ﬁa#jﬁ#d *(DCR)
L 750% ¢ h% 2SR ET 0 HF LA AF L E  vEC ~ vk
S kB F o ATU “7BTm enf 2 & 2 345 - & ASCEND-1 v
ASCEND-2 trfich £ - 5% o

%

o

FRGE D EAPM ATl TAF %

ol
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I~ AR FIER

(- )ERF RN AP Fpr GAEE Y

L 2kp&RON2ZEFLPN FHR

Lé;i;—’ﬁﬁ B2 A EAGTEGHEL G EEF R i ceritinib * Y5k
& * i crizotinib 2 2. anaplastic lymphoma kinase ( ™ # # ALK) {22 2t |
‘w2 %% g (non-small cell lung cancer » 12 ™ # # NSCLC) IS N N A S
MR A BT R E 4 & (quality-adjusted life-years > f§ - QALYs) % it B %
g R o BHHCAIERF 24~ g & ceritinib = p AR S v PR 5 #E% & (750mg) -
¥ ik gpaE Fi; AT 1T 2 Tk 2% ASCEND-2 77 7 »Ap R £ 8 B 11 80% 5 4 £ o
I 35 E I docetaxel E-xeE- > BHE LTS mg/m Y - ;-*ef:f,% AR A B R
12 1.62m? k3t E o dE = e d AR 5 120mg e

PR 2B R E R R A S TR (stable disease ) ~ i &
it (progressive disease ) ¥2 5= (death) ~ 7R 2 7 & » QALYS &2 A ¢ 12
3% EATIFEFTITR -

TR A R SR B

(1) Ferxdde

B e R sk FE by é‘zir‘g ¥ F vt g ceritinib ¥ docetaxel 2. & & i
R & 554 (progression free survival » 12 ™ f§ £ PFS) 2 #5485 7% 2 (overall
survival » »2 T (i fE OS) > 2k F X afkEH BRI R LARL o Tk 22
RETHR T 2 ceritinib 2. PFS & OS &3+ B2 445 % o TRk ;8% ASCEND-1 &
ASCEND 22 p {73 %8Py - Docetaxel 22 PFS & OS w3+ > ¢ crizotinib £ i

5559 (pemetrexed 2 docetaxel ) # cit 2 % = #) Tefk id% @ & o 2x ¥ @5l ¥
e %}E%\Q};k]\ r/?aﬁ’-}%[}% A /.;{q"' IE_ o

@ Far+r

Z % > 5 o ceritinib iﬁzééiiﬂ%éé” 24 1 $ o docetaxel # &% * e 2016
339@%$a$ﬁo@megwﬁﬂa&%6%9’wweﬁizéﬂﬁ%
i * gg 2 ; docetaxel ‘e * prR 5 272 B " - 51 % ¢ @z\w};k? ZRCFH
*%%Lﬁf%ﬁf T ERRRFER R AP LR R REF oF 2 F R
*AEG B ERF ~ERF T (CTscan~ Xray ~ MRI...) e gt ¢ P ER K
:ﬁﬁ&gﬁﬁma*nﬁgﬁﬁﬁ&»%%mﬂkﬁ%#@aﬁ“%%ﬁ%o
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(3) & hreE Al s

Léé"iiﬂ“ﬁvﬂfr SE BT A#FH KXY > LR S I EPF o ceritinib &t
docetaxel =+ 3 +r 0.82 QALYs > 1.04 B 2 & & (life-years) o H i3 = & s 5t
= (incremental cost-effectiveness ratio, ICER ) & #7 5 % 1,614,799 ~ -

A AAATRT 0 R PRS0S 2 F sl FF - A B FR
f=f o B R2 4TI GOICER 7 i 4 3T AT o i 949,333 ~A7 -
~ o H¢ o HRigEERE F]+ (keydriver) % ceritinib Z 7 o

2. LY v

*f‘“@"i@iwﬁﬂ’.ﬁ?‘ ;i J;'\:'{ﬁ“ ’ﬁ%?":‘ '\";\Aﬁ* \:'Ké’ﬁ mﬁg E i‘}E"h"ﬁgﬂ
Bl ?52 5‘5‘«%‘??"}%4\“ FAPT AT AR BE W] FREL I DTSR
a8
+

2% R TRAPNGHELEREFT 2 LT ERHFL | RESFL DR R

L.%Fg Eqe 3= 'Qf'f??u‘%\;ﬁ’ﬁﬁfbg/n\‘ffrifﬁﬁ BRI Sl il B o
Ceritinib ,r.l,gifﬂ.éff’“c‘ R R TR 2 TR Rk A AR 0 ¥ CME B Y2 RTeR
#HARL SV N E AT RESSRFF T R R 2t ek BRI 2R T
I X ER G RV A o B P PR R 2 2] e g & e
f@‘—é)—*k’fﬂ,‘[}iﬁjﬂl A m[}i;&i;vk’j%i\ :jﬁ;A%ﬁ(f&uﬂp,ﬁh/} fm e 5
Tt ) F LR T i oo ST B AT INA 5 TR ATIRA 1 O Y

f'_ ~

g F et f P
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*3¢ 2 1 & %4 CADTH/pCODR~PBAC 2 NICE 2 ¥ 1 35 4 2 2 2
g;g—gﬁf-f;i TR ARG R W HE e %ﬁrf;%ﬁi;}igﬂ’—fé osOAR 2
CRD/INAHTA/Cochrane/PubMed/Embase #p i ~ 1;% » B fREL B %Jﬁﬁiéﬁtéﬂ‘—fé K
B2 BHERE PR RLFFY R

ki 4P
CADTH/pCODR %2015 & 12 % o4 o
(v &)
PBAC (:#) 32016 # 37 18p kB @mFaLe
NICE (& &) 32016 # 3% 18 p ik 5 i AER P o
H s f)%‘;fijstff—.« SMC( @kﬁayﬁ)? BAPIEREL 2016 & 10 22
Gl
T ERE CRD/INAHTA/Cochrane/PubMed/Embase =% % % -
EREkEL T | A

3t ! CRD % Centre for Reviews and Dissemination, University of York, England.ﬁvéﬁ,’.@, °

INAHTA % International Network of Agencies for Health Technology Assessment HEH o

1. CADTH/pCODR (4t £ ) [21]

nE A HBEES L TR ER2 B RF A4 | ¢ (pCODR Expert Review
Committee,)? & i i pERC) 2015 £ 12 7 o ceritinib #3222 % 0 2 2Rt
oot 538 * 3% anaplastic lymphoma kinase (74T f§ - ALK) Bt 38 E i 7 &2
B m)ﬁjt}_%‘ % 2. 28] fve % g (non-small cell lung cancer > ™ #§ # NSCLC)
I S i ST crlzotmlb kA @?ﬁiﬁi Z A 2] dm e Ty Lo

Hod o S AR L 3 At AT

FRFE- PRY L ﬁ)s ERE %*”'J ( partitioned survival model)z_ = & »c#* &
17 (cost-utility analysis ) » #* #-3] & 7 = f i Bk & 7 o 48 T3P (stable disease ) »
7 i & 2 (progressive dlsease) E v o JUEEy b R ceritinib e g i L P
F % (best supportive care) = ~ pemetrexed & ~ 4c £ + L% ¥ 3% 16 ALK $r)
A 2. ALK P54 25 ) fmve 5% 5 i ¢ 41 PR 2 (historical controls ) 2 docetaxel e z_ =
Arct o pERCZu 5 2 AR % > R FIR L 4 ot AL & 5
?i'ik’ﬂ?ﬂ g o ¥ ¢h s pERC » 3% 410t 2 B3 B Al E E AR R AT /r%}‘f}i){%
BE {8235 F (post-progression survival ) 82588 > pAEFT 7 U4 2 & 1 4o
e R fs T R enis Fank o
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2 f8kc® > pERC 3% I ¥ 2L EF R-F 5 E & & (head-to-head
comparison) # % o x B $pR e TS e £ 52 BoRpE o 0T g bl v
kg (chartreview) @ & > itk 3 "Lk 2™ > pERC 315 M FALF ¢H4E 3 4o
EAHERE 32 FaMHrE o

IR ATE PR 0 FE U RF 0 pERC 7 23R T ceritinib -

2. B FRPHTR B
(1) SMC (gt ) [24]

gt Z 4 L R € (Scottish Medicines Consortium » ™ f§ - SMC) *+ 2016
£ 10 g chy 1097/15 gl ik 0 2R o ceritinib * »t A m e i * 4§ crizotinib
1 ALK 1 H2 B 25| % 5 4 o SMC 514 B2 k4 & dlp 4 * F P T
3+ % (patient access scheme, ™ ™ & £ PAS) > € 3 4v = A2 F » txyt 223k & PAS
3 P dp R g »]:c? A PAS ehip 2 { M2 T § sk e

Pz P o EAIN 4o

BERF E A - B Ak d 240 i ceritinib Lfi’ﬁxiii%?r'r%:}%;% * At hh e
& * i crizotinib G ALK B 122 BLHp 25 | JmPe Mo A 2= AATH o JL R T i R
BB E2E B ¥ 2 03] (partitioned survival semi-Markov model ) » i & ¢ f& 4
= & 5 s & - # (progression-free survival, r = f§j & PFS) ~ 5 5 i& B ¥

(progressive disease) % = - Gt @ ARBE Y > BREFLOEES ZREF
J& (complete response ) ~ 2% 4 & J& (partial response ) % Jﬁeﬁ Z_(stable disease ) -
fei*g‘iﬁ BakiohF Bgret BEEREAPM a2 A /REH 2% ERE S
TEA TR E

LA s S lic B Y p PR 2 (indirect comparison) ceritinib
B i MR s 2P MY B2 (systemic anti-cancer therapy ) - 7 ceritinib
B g T Y ASCEND % - 12 % - ik %a kv 130 el L 31
R I S ARz - errdocetaxel 3~ 47 (docetaxel scenario analysis) ® %
# 5% 5 (overall survival ) d @ % % ehfik 2x & 22 w487 5 (retrospective
study) 7 %k o EEREEH ¢ s & o ceritinib 5 15.64 B 7 > B i X
2w i 22 %" odocetaxel 8 A 477 0 % Z_30%¢rup; 4 % docetaxel ;5% »
FWaEd? 8k 39 B - FlAHERFRE 10 £ EIRE RS R
(goodness-of-fit )~ #t & »x & (external validity )& = 5% /4 2 & 48 5 7= 5 4 Weibull
curve ~ & 5 s & i Fd  log-logistic %e3t > 4 vh 3 o 2 * EIRA 5 iE ;;-Q—g d
ASCEND-2 i#25 (9 31 AL » 5 © 4 & 2 #3258 4% EORTC-QLQ-C30 F#
i 5 EQ-5D &% 7 2 & cceritinib & F r A QB’»:L%?;’@ﬁsif;’,,g iLHp £ 52>

uxﬁﬁ%¢@jﬂj"m%ﬂ%¢7“¥o¥4,g%%#ﬁ%%%6,
BRELEDRFRET ¢ SRBELRY PBET RHFTAAEL Y o5
I}%xﬁ‘. 15 2 .—g,%&\ﬁ.u;ﬁ;};«,‘ (a.m\% * 38 P o ,g& ob 4p 5 — @%g%t;,% ¥ (%zriiipf

N
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FfE ~ rEeE ) 2 & Bk (terminal care) %

& F1PAS #74c2 B T 0 ER K f TER & &;@: % ¢ o ceritinib &2 =
B2 EEE e 4 & (quality-adjusted life- year P T AL QALY ) F TR
50,908 ~ o R kL hhd i By B A~ 7 ¢ o docetaxel 155 4

2% - QALY F 7% ®4 52000 ~ o AT B AHTP 0 BT T B HE g}r;-,—é

TRREZ Jo R PR R 5 ATR o

SMC #& 3| F 7 5 S B4 > 4ofiik |+ ocrizotinib 757 4 Rreffs 4 o F €
¢ * docetaxel pemetrexed ey e iE Fi;—"Ff @ % Fg A7 0 B3k @ * docetaxel
Frehgm A e 2 50% ~ 70% % 100% - H ZR = & 2z % 1t i@ (incremental
cost-effectiveness ratio > ™ = g £ ICER & ) ¢ 4 %[ 4 & &4 53,000 ~ - &4
53,000 = % 4% 55,000 ~ o F]Fr s S ded B A koo ceritinib e AR 5 S
I3 4v B3R 'E K 10% ~ 20% % 30% 0 B ICER (&4 %] € 3 4c % & 43 54,000 ~ ~ &
4 57,000 ~ 2 =4 61,000 ~ - 23k ¥ % docetaxel BB AP & % kiR
L4 s R ICER &5 i“g4cﬁ’li\€§b o ¥ th o A A 47 5 ceritinib
feht FRER S RARECHMER Y k5 7B o i ASCEND #5%
Poogpf Y 85 88 > g% ICER EH 4 2 ® 45 62,000 ~ o

SMC %5 » & enFR A 7Y » R % G RT222% & (% &5 K E
@2 popEi-dnt @4 RGE) RhFEKRY L 0 ceritinib # % pER 2
" 4 ceritinib e 2 EERE 5 5 5 10% o ceritinib fe g S iE L dF MR egpt 20T 2
ICER & 5 43 71,000 =~ ; &4 iF L #F {2 22 &% docetaxel /o v b3
= 50% - B ceritinib % ICER & ¢ 3 +r 5 % 45 76,000 ~ -

T

b
QN ES

q_
a
4

\
b

i}s"“‘g&’

3. T F FALEARM 2 x
(1) ==

A 3F £ * >t 3% CRD/INAHTA/Cochrane/PubMed/Embase T + 7 4L & 2. = %
WP AT

2T 5| PICOS s 0% F 14 THOF 15 & AR RATERL A F LT 2L 4
¥ (population) ~ i > i# (intervention ) ~ % »c ¥ & & (comparator ) ~ % % i
£ 45 1% (outcome) % #2733+ 27 3 # (study design) » H 40F i i FaZyeT

Population ALK-positive non-small cell lung cancer

Intervention ceritinib

Comparator A%

Outcome A% T
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Cost-effectiveness analysis; cost-utility analysis;

Study design
cost-minimization analysis; cost-benefit analysis;

cost analysis(Taiwan only).
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Primary tumor (T)

T1

Tumor <3 cm diameter, surrounded by lung or visceral pleura, without
invasion more proximal than lobar bronchus

Tla

Tumor <2 cm in diameter

T1b

Tumor >2 ¢cm but <3 cm in diameter

T2

Tumor >3 c¢cm but <7 cm, or tumor with any of the following features:

Involves main bronchus, >2 cm distal to carina

Invades visceral pleura

Associated with atelectasis or obstructive pneumonitis that extends to
the hilar region but does not involve the entire lung

T2a

Tumor >3 cm but <5 cm

T2b

Tumor >5 cm but <7 cm

T3

Tumor >7 cm or any of the following:

Directly invades any of the following: chest wall, diaphragm, phrenic
nerve, mediastinal pleura, parietal pericardium, main bronchus <2 cm
from carina (without involvement of carina)

Atelectasis or obstructive pneumonitis of the entire lung

Separate tumor nodules in the same lobe

T4

Tumor of any size that invades the mediastinum, heart, great vessels,
trachea, recurrent laryngeal nerve, esophagus, vertebral body, carina, or
with separate tumor nodules in a different ipsilateral lobe

Regional lymph nodes (N)

NO No regional lymph node metastases

N1 Metastasis in ipsilateral peribronchial and/or ipsilateral hilar lymph
nodes and intrapulmonary nodes, including involvement by direct
extension

N2 Metastasis in ipsilateral mediastinal and/or subcarinal lymph node(s)

N3 Metastasis in contralateral mediastinal, contralateral hilar, ipsilateral or
contralateral scalene, or supraclavicular lymph node(s)

Distant metastasis (M)

MO No distant metastasis

M1 Distant metastasis

M1la Separate tumor nodule(s) in a contralateral lobe; tumor with pleural
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nodules or malignant pleural or pericardial effusion
M1b Distant metastasis (in extrathoracic organs)
Stage groupings
Stage IA | Tla-T1b NO MO
Stage IB | T2a NO MO
Stage 1A | Tla,T1b,T2a N1 MO
T2b NO MO
Stage 1IB | T2b N1 MO
T3 NO MO
Stage IlIA | T1a,T1b,T2a,T2b N2 MO
T3 N1,N2 MO
T4 NO,N1 MO
Stage I1IB | T4 N2 MO
Any T N3 MO
Stage IV | Any T Any N M1la or M1b
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2 | "anaplastic lymphoma kinase"[NM] OR 5756
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#1 AND #2 AND #3 101
#4 AND inprocess[sb] 30

#4 AND Filters: Randomized Controlled Trial
#4 AND Filters: Clinical Trial

#4 AND Filters: Meta-Analysis

#4 AND Filters: Systematic Reviews
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Cochrane | 2016/03/18 “ceritinib”:ti,ab,kw in Cochrane Reviews,
Library Other Reviews

47/49



105CDR03007_Zykadia 150mg capsules

4=~ crizotinib 2. G S i R4
Crizotinib (4- Xalkori) (104/9/1) :

1. g #te &% - a7 platinum £ % - S 800k % pez. ALK B jEz apgp 2t
| e R B
2. 14 E,:ﬁy }{;;Jg_n A {fc}#ﬁﬁ%i J ‘m}’é”iﬁ?@-]?’s *‘33 b? f \'ﬁé
(brain stabilized) 4y ¥ n% * oo
PadRAE Tk O A AT & F)MGHE A 2 Tk i sk (Asymptomatic brain metastases)
B3 Fodk A 2 TRk g sk (Symptomatic brain metastases) g fr 15 f 3 45 4p B
TAEARELL P20 2 p A (FRBHERTY) -
3. FEEimRAPAGRY:
(1) FREFR &G 2] ore 12 HIL m’v’é"%ﬁﬁﬁﬁﬁ SR T
—fﬁzﬁfaﬂ?fyr:}%‘)\’ﬁ;ﬁ.:jﬁgﬂi 2B ErEm (g X k- Ty
’é] RH BT EL TR AR ) %‘/ M 1w pl £ (measurable) =
IR % névt v AL F T ORI E it | Pl ¥ 2=z (evaluable) g 7
"7;}“71(’1* o
(2 #=x?FEnFh2 AN BT S E 2R FERY o LY
EELFT%K'TF/\?}? *Bﬁzg%fﬁ‘?‘}i"ﬁr LEEw iEiS 0 T BT X Ok
‘:"”” TR ER A - B ’Lr‘)% e Lt F w F AR X ks g
FIEAFFEHE TR E R i (4osgdn X k& T iR ETR ) -
(8) F =t A4F Lo

7@%

—\

48/49



KiTé‘-;‘!’:— 7. g

57

=
72

GRS ¥ LS

105CDR03007_Zykadia 150mg capsules

h:@p P

r

RS

PubMed

2016.03.07

#1 (ceritinib or Zykadia)
#2 ("'cost effectiveness” or
""cost benefit" or "cost
utility"” or "cost
minimization" or
"economic evaluation™)
#3 ALK-positive
non-small cell lung cancer
#4 #1 AND #2 AND #3

Cochrane
Library

2016.03.07

ceritinib or Zykadia
Limited to ‘economic

evaluation’

INAHTA

2016.03.07

ceritinib

CRD

2016.03.07

(ceritinib or Zykadia)
AND (ALK-positive
non-small cell lung cancer)
AND (cost effectiveness or
cost benefit or cost utility
or cost minimization or
economic evaluation)
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