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pCODR & pan-Canadian Oncology Drug Review 4t £ < " % 1 & o 3% 5 e S chig R - 2t 2010 & =
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Rype FFd w2z {E @&pi%ﬁw>#7m@mmmumwﬁ Ag
TR E AT ATF RE B AL 1,810 % < @ ﬂ«ﬂ%fi?‘** ARl 5 9609 A [1]
B 8#:}&'1‘; DIV R - 1 1R 403> 2018 & £ 2,093,876 A7 & t(ik 11.6%)
112 £ 1,761,007 4 (18.4%) )% 7~ = [1] o A 5% 0 4945 2016 & 2 F 2 Bk %
:v":il;f Z o fp gt 2015 & 113,086 0 g i k3 4 fic 0 2016 £ 2 3 13,488
%05 4 3.07%[2]- @ 2018 # FIF F A F Ficopa A= 2 AT @?%sﬁi:a 9,388
Ao RS F239.8% 0 B S A RE S A AR ZF[3]

BRI S S K R R E RN o R LR A ] e R
(small cell Iung cancer, SCLC){r2t/] fm?s 5 Jg (non-small cell lung cancer, NSCLC)
B % 5E aw—‘*‘ X 1k 2. 15% o ,éﬁﬁ it 85%[4] - 345 105 £/ E ek & F
L &g T NSCLCa 22 SCLC % 4 #c & 5 10,702 « 22 800 ~ »H ¥ NSCLC % % IlIB
2 IV ¥ % a‘%ff HEpu A T%2 54%[2] o 2 e R B A G Hf]‘uf%
(adenocarcmoma) B fm P2 g (squamous carcinoma) ~ ’ﬁ&ri@iﬁ* % (adenosquamous

2015 R E e AR T L0l R L L
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carcinoma) ~ * ‘w ¢ J(large cell carcinoma) ; H ¥ 12 Hrlu%w BlE® o BA B
&G fﬂ%%%wm oy AT et R S F R D P SRR R
W A2 T3 8B R ARPN 188 A AR BRI R LY
85% 5 = o e BRI R F]50% 5 d 3t S el H:]’L@v n‘v ’iﬂyj’i-‘@;éﬁ%m%u
A S S WS S mpk o Fl R B E4] o

me R A TR e 424 A 4 £ F]F £ B (epidermal growth factor
receptor, EGFR)ﬁ% 2 %M = B kcps (anaplastic lymphoma kinase, ALK) Ak %]
& %2 ~ROS1-BRAF 2 HER2 % - 2% & .27 ALK A 7€ 2 4pk » ALK &
FIRAFAB FaEt o mAd fand ey ALK R Flen%r 4 4p b > %72 14 ALK
2 Jea R AT Sl - BEE AT A 2] e R L
1 ALK f & A %% EML4 ~KIF5B KCL1 fv TFG ; # ¢ x 2 EML4-ALK & 5 #
(% 80%) - ALK A F1 & e cinig £ = 8 > ¥ & =322 ;2 (fluorescence in situ
hybridization, FISH) SRR BRI J,L ¢ ;2 (immunohistochemistry, IHC) 12 2 PCR
@ FISH 5 % * efRig = 2 [5] -

FLo) e W g i o Ry ATk dp M B 8P W] (tumor stage) ~ ‘w## ) ik (histology)
# =+ Fr 2 (molecular characteristics) £ 5 4 # it ik i (performance status)i+-2_ 5 4
9 NSCLC(% I-llla #7) 27074 & B #(curative intent) » 3 & L 12 & ji=r s kR
T TL A Hp g L BA T o 24 2 (adjuvant chemotherapy or radiotherapy) ;i 8t
NSCLC(% IlIb-1V #) g iy - 12 5 feic B 5 A (palliative intent) - p 4% 230
MEA b BmEFLERTER S S al it o A b dkcH - & (solitary
metastasis) ¥ 12 & jiFer Gi B A5 MR i R (definitive irradiation)[4] o

@ &4 ALK B e 8 NSCLC o 4 2 ik > B"R 4p ik Aris ¢

1. 2019 & % MW 7 & F * % (National Comprehensive Cancer Network,
NCCN)2_ 25| fm % 7 g4 51 [6]

(1) % - #4%¥e 5% <alectinib (%L £ %) ~ brigatinib ~ ceritinib £ crizotinib
#- & * o (Category 1)°

(2) 4% - JmiE¥e ;5K 4o crizotinib 75 % 18 B o & =3 Ik ST
crizotinib » 2 §_#& 3% 3¢ ceritinib ~ alectinib # brigatinib 5% 5 4 i
EHEvE g2 lorlatinib - (Category 2A)

(3 m f%ﬁi S ARHe ip o 4o ceritinib ~ brigatinib 2 alectinib & 4o 5 &

® US FDA »t 2011 # 4% ;& Abbott Viysis ALK Break Apart FISH Probe Kit #4 3 # i8] = i

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

¢ Category 2A: Based upon lower-level evidence, there is uniform NCCN consensus that the
intervention is appropriate
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v Kf B4 3% ceritinib ~ brigatinib £ alectinib J5 % 0 7T g
= lorlatinib - (Category 2A)

2. 2019 & g %% ¢ (European Society for Medical Oncology, ESMO) 4+
AP A 12| do e gt L AT 5122 3R [7]

(1) &% ALK B g 4 23k % - 8 ALK #r404| 5 crizotinib (1, A) ~
ceritinib (I, B) ~ alectinib (I, A) 2« brigatinib (I, B; EMA & & % /&) o

(2) % * NI FRA Gtk pF o2k i@ * alectinib (111, A)~brigatinib (11,
B)-ceritinib (1V, B) o7/ % 3% 58 F i L8 B Ji 5 alectinib i+t crizotinib
(I, A) ~ ceritinib i3t i 5 (1, B)4 2 crizotinib (IV, B) ~ brigatinib it
crizotinib (I, B) -

() &% ALK B itys 4 2 3 < 4§ crizotinib @ A op & 1 2 g5 4 > &R %
alectinib (I, A) ~ ceriinib (1, A) ~ brigatinib (111, A) £ lorlatinib (111, A) -

4) A&k 5= f ALK Frfl®uE A B E Lm0 &k
lorlatinib (I11, A) -

A% &5 lorlatinib 3 % = & ALK drdl® > Bt HE B SERL L
(macrocyclic) z_m B & & & e ALK Fr)F] 2. 2535k 14 & $7 (acyclic)# F o = %
RE s A4 REE j\%ézwgg;ﬁd @,L CE SR BRI RS TS
ml‘gz@%(braln blood barrier, BBB)# it @ i ¥ fg4! g ik o Lorlatinib it s PR
H & ALK #Fr4)# ceritinib ~ alectinib ~ brlgatlnlb)wlB * LB > - AT Y
Baor 0 & % crizotinib 12 %) 20% ¢ A 4 FEM o F L it * % - % ALK el
B OARE - Lep A gt E A2 B o i Ceritinib J5 R (2 0 ) 54%eTrig AEAL )
M EE AP 17%F AZEA A R TR % R L i ALK G1202R(21%)
v F1174C/L(16.7%) - & * alectinib /5% & > B % L nR ¥+ I_G1202R(29%) ;
m @ * brigatinib JoF {8 0 A A FEMH AN HX) T1% > B2 B ﬁ;}g g EF

¢ ESMO #x * ez 93 % 5 (Levels of evidence)? = % % ‘s (Grades of recommendation)4c ™ :
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
II. Small randomised trials or large randomised trials with a suspicion of bias (lower
methodological quality) or meta-analyses of such trials or of trials demonstrated heterogeneity
I11. Prospective cohort studies
IV. Retrospective cohort studies or case—control studies
V. Studies without control group, case reports, expert opinions
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
Insufficient evidence for efficacy or benefit does not outweigh the risk or the disadvantages
(adverse events and costs, ...), optional
Moderate evidence against efficacy or for adverse outcome, generally not recommended
Strong evidence against efficacy or for adverse outcome, never recommended

mo O
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AR %70 5 G1202R - Lorlatinib ¥r&— ¥ ¥4 % B G1202R v ALK Fr4]#] &
F)R B o b T 7 R EE ST crizotinib 22 H B % - A endi#E M 7 R[S, 9]

S AR RESNARLEPRR

+ % % 5 lorlatinib (Lorviqua®) & 7 2 # 8 17 i o » T * > ALK 15
Mz B Hp 2t ] e B J{%’P(NSCLC)]?? T (1)crizotinib frisgar - Al w o
ALK $r4] 2 (2) 12 alectinib 2 ceritinib ¥ 5 % — & ALK $r41 %75 5 28] fo e 9%
B 2 B e AR R ARy R 1%*‘ EFE RS EE i %*«H ot
F R R ﬁi FRETAM Rk M B gk s E o At Y o EEREA RS

1. i * »* ceritinib & alectinib ;o @ & 1t & &2 @2 22 ALK B et i 28]
fm v ’ifc.}%gﬁ o

2. FERWGAfPALRY o

3. FXYHERFAZBANCZB AT FZBYFEY o LY
et F ot e AR TR T R E T

A R fEd M E S S 2 £ ¢ e (WHO Collaborating Center for Drug
Statistics Methodology) . & [10]:& 7 4% - % J& ~ % % - lorlatinib 2. ATC 75 &
LO1XE44 » &>t ANTINEOPLASTIC AND IMMUNOMODULATING AGENTS/
ANTINEOPLASTIC AGENTS / OTHER ANTINEOPLASTIC AGENTS/ Protein
Kinase inhibitors g %] > e #g %] & 47 £ 344 5 2 @ crizotinib (LO1XEL6) ~ ceritinib
(LO1XE28) ~ alectinib (LO1XE36) 1 % brigatinib (LO1XE43)#? & % % 2.4p i > 4
ALK Frf &) > i5R 28] e 5 g o

L afmdimflina R EH g a2, FR&EM FEMBEFT RS
w9 Foo [11] 0 42~ B 473‘5‘} s L TR = .. SN 4 0% Eﬁﬁ%»]-,sw’?e“*rﬁ%“
R L& 20 LFH kAR E R T 5 alectinib - certinib - crizotinib - brigatinib -
dabrafenib ~ tremetinib ~ pembrolizumab ~ nivolumab ~ durvalumab - ¥ 4% »~ B
GEF T2l it A YRR AR AES M et 2 A E

17 £ 54> 2 ¢ 2 3 pemetrexed docetaxel » paclitaxel & % & o 5% £ B*%E4p 31
ARV RS SR 2 AR E AT 2 B ek 2 AT

2z HARERL AT RE Rl ER
ATC #2515 AR R Al RIS R
SN : H '
1.5 % cisplatin 25 A s+A | 9.26.Pemetrexed (4 Alimta) :
LO1BAOA By 3Reg Hp g\ dE A5 4 2] | /100mg | (95/3/1~95/7/1~97/11/1~98/9/ 1 ~
Pemetrexed

‘e (B Z 51 % | ~500mg | 103/4/1 ~ 103/9/1 ~ 106/11/ 1)
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B B AL LR e o

1. T 3

(1) & cisplatin & % > & 4 o SR T
L LT
GOITEE ENEE S T T
70 gR(z)1 EEF- &t
Biok o i prz K 3RaLdp g
A2 e W s B (B Y
Btk e Al ) 2 8 - B
Koo (95/7/1 ~ 97/11/1 ~ 98/9/1)
OEEELENES EEAN
T2 0l A IRoLdp A 22t
| e v (BRE B e g?\«
U eh) 2 F - A
33+ ECOG performance status
» 0~1 2 3 & - (98/9/1)

2.5 4 BRALT B ERIGER
B 6 RARBEN
S w0 (103/4/1 -
103/9/1 ~ 106/11/1)

B R v

o
5

L01CDO01
Paclitaxel

o]
(CRGE: I o nl R
S LS et A
ABRAXANE & *
carboplatin » 4 % & F%88
Hp 2 A M2 dm e o
B2 % - RisK o

B g L
ol
30mg -~
60mg -~
90mg -~
100mg

150
mg ~ 300
mg

9.5.Paclitaxel = 4 ;3 54| :
(88/8/1 ~ 88/11/1 ~ 89/6/1 ~
89/10/1 ~91/4/1~91/8/1 ~ 93/8/1 ~
94/1/1 ~ 98/8/1 ~ 108/11/1)
9.5.1.Paclitaxel = 4 ;3 &4 :
(108/11/1)

2,25 fmie VR 0 TE L W - AU
ZpE 2 27 cisplatin & * - (94/1/1)

10/36




108BTD10006_Lorviqua

W
V=

o) R 5 T 9.3.Docetaxel : (87/7/1~92/11/1 ~
93/8/1 ~ 95/8/1 ~ 96/1/1 ~ 99/6/1 ~
100/1/1 ~ 101/9/1 ~ 108/1/1)

2.20 ] e MRy < 3R &
2| e R o

R

L01CDO02
20mg -~

Docetaxel
80mg

(z)z )
LERLE N BT SRS )
EoEANEE & SERIEY) A
2 R 3RaLdy A E A2
2ho| im0 28 B2
cisplatin & * if * >t p
TRELH A 2] e
R Y AT AR R
%i@“?'}éf/ﬂ%i,&ﬁ o
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* &£ carboplatin & *
ES I RS £
ﬁ o
2ho] b e 0 g 9.4.Gemcitabine (4-Gemzar)
(92/12/1 ~ 93/8/1 ~ 94/10/1 ~
96/5/1 ~ 99/10/1 ~ 105/2/1)
BTN
1.0t 8 2\ @ % & s % 2 28]
R LR A -
b Qe
Bl
L01BCO05
. 200mg
Gemcitabine
1000mg
LO1XA01 AR
] _ FLE (AR ] o 50mg ~ | R3T LA EE
Cisplatin
100mg
LO1CAO4 S| e v A 5H#) | 9.9.Vinorelbine : (91/1/1~95/6/1 ~
22| P T
. . i /10mg 96/9/1 ~ 101/3/1 ~ 106/11/1)
Vinorelbine
~50mg | 1.F% v L
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U SREOL S R SEh il R
Gl e R R AT KR R o
/20mg
~ 30mg

2.0 2 & 2o v PR 83 A )

A EEHEF o

LORVIQUA i * *t
ALK H {22 8L 24 ] fm
% 3% i (NSCLC) s * %

LO1XE44 i * (1)crizotinib fois i | " % 4z
Lorlatinib It-fAHe 'rﬁALK#»'r? /25mg | iR
(A% 2 x) | #]#& & (2) alectinib & | ~100mg

ceritinib #5 % - &
ALK i &lie fr 25 o
LR el

Z xRS (Y RTAERE)

*3F 2 3 & %+ CADTH/pCODR~PBAC % NICE 2 %5}%7}%}9&’3;:* R4z E
ROE R EZFTH ARG ﬂtﬁlzﬁW«g%ﬁiﬁiﬁw,.%ﬁ &
Cochrane/PubMed/Embase #p B < )I§J< » BRI R Pﬁ AP ?k BidiER
2P AR M IRAA Y Bk o

ki FEP Y

CADTH/pCODR | % 2019 & 10 * 25 p it & A A M F o #4L3m 4R 2
(e £ +) . CADTH @ #-A %% 2.3 11 7 pERC 4 #H %42 o
PBAC (i) 32019 # 10" 25 p &k A B IEAREE F R BT
NICE (#®) 12019 4# 10 % 25 p b & & B4R B :Jgsmiﬁf;.ﬁ;% :

ft NICE © & A3 107 » F3-P £ 425 4355 472

T 2019 # 10 * 25 p i %Mé#ﬁf&?f}ﬁiii'iriﬁ—é ;
e SMC = L‘%Iﬂ"\:’ ’ ?P)Lﬂq-&%w}}}%\ J—"p'—{ﬁ °

Cochrane/PubMed/Embase == & % -

BeRET

e
"

#‘,

*‘m}

SR RELTH

3L SMC 3 Scottish Medicines Consortium @ if #4 4 | & 455 -
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(- ) CADTH/pCODR (4t £ + )

4 £+ CADTH 2 B 4 =:[12]3% [lorlatinib ;> £ 2019 # 10 » 25 p .+
ABEARM FR PP ERAFL e L CADTH #-H $ e 11 * pERC 33k A2 °

(=) PBAC (&)

AR PBAC = B 4 ::[13]3% lorlatinib ;> 3 2019 # 10 * 25 p .t A &
BAn b F R PR AR S

() NICE (& ®&)
% # B NICE = B % ::[14]4% Tlorlatinib ;> % 2019 # 10 * 25 p it & %
BARM FRAHEEHL S & NICE < B Ry ey @F§md - fpp &

A R ERARE -

(z) £ & FEFTH

1 46 PR fHE g SMC (EH )

A Bt i SMC = B 4 =L[15]40% Tlorlatinib ;> 3 2019 # 10 » 25 p o+ & &
LEAPM FR AP RFL L OMC - BRERFERIREFFRLY o PP

EAH AR

2. T TR AP é}gk

(1) x>
~3E 4 * >3 F Cochrane/PubMed/Embase 7 + FALE 2 = j2 P 4o !
12T 5] PICOS i #0F i it » T4F 0 & AN ERATHEL M E 2T 2 g5 4

¥ (population) ~ i > i# (intervention ) ~ % »c ¥ & & (comparator ) ~  »<ip]
2k (outcome) % #= 3 - > ;2 (study design) > H & ix it FI@ 4o @

BorE i D ALK BB 25 ] fme v

Population
P Prrpigid @ 2L ALK B ey 2 ) e 7
Intervention lorlatinib

Comparator * KR
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Outcome * KR
Randomized controlled trials, clinical trials,
systematic review and meta-analysis.

Study design

% B+ it 2. PICOS » i% i Cochrane/PubMed/Embase % < g&?fi& » 3+ 2019
# 10 7 29 p > 2T orlatinib ;~" advanced or metastatic non-small cell lung cancer |
s MAET B TROF 0 FOF R0 e o

(2) #F 2%

3+ Pubmed & + F42 & + > lorlatinib ;~" advanced or metastatic non-small cell
lung cancer ;| & M4EF 73 F LT 24 K v‘)g% - K GEEE 2EHEYT
1 44 P& 32 % (randomized controlled trial, RCT) - > Embase F#L & ¢ $& + it 4p I
M4t 2 ik %2 4p B ?/I?c v £ 17 148 K ?Lﬁ’c JECER Y emsz%« RCT % g2/
FE 21 B~ g & 47 (meta-analysis) 2k St < L;Jewégf (systematic review)2 % -
** Cochrane Library #& % F 7 4 % ' lorlatinib ; ~ " advanced or metastatic
non-small cell lung cancer ; 2. Cochrane Reviews ~ ),;kéﬁt“;‘l » I RIS TIApRE 2 )I;Je o

bz g ?%ﬂ@v‘ PFEE S GEL PR FRRH £
PICOS & » ' @i Bni@ 22 2 ¥ v 2 PLE b R 2
~

e A
M IR gﬁ&f%véﬁé; FRES 5T
Tk iR

I.  Lorlatinib in non-small-cell lung cancer with ALK or ROS1 rearrangement: an
international, multicentre, open-label, single-arm first-in-man phase 1 trial[16]

Shaw % 4+ 2017 &3 £ 2. 5 B 5 ¢ w5 - H-H F2 B R0k 2% o
Toip g R 3 5 ALK 151228 ROSL Bt chm 25| 50 3o 4 o 385 R 3
# p v JR- = lorlatinib 10 2 200mg £ % p v JR= = lorlatinib 35 & 100mg (21
XA - ) sk lorlatinib 2o % >4 - B &% A £ (maximum tolerated
dose, MTD) 12 2 i By i 14 o

SRR xRS BA g A ) 041 =5 ALK B E(T7%) 0 12 = 5 ROS1
5 14(23%) > 1 =en ALK 2 ROSL ik fi A ptaasl 5 39 o 4 ks o f Leh
FOAF LR ERAR L E(T2%) B = A %k (39%) ¥ A0 55 % (39%) -
% 1§ -k " (39%) - ALK 15 XIS - J& & (objective response rate, ORR) 7 46%
(95%C1:31 3 63); ROSL ity A (B 7 fg 7 =2 {# * if crizotinib)z. ORR %
50% (95%Cl:21 3 79); & £ A & &5 % 1o 4 % #f lorlatinib 3 5 /& -
d 3 RPEERFAIHE > FILERLY - PEKLS 5 P - v R lorlatinib
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100 mg -

it

Wit H - HESHE E% Y o lorlatinib a8 ALK B 122 ROSL s 4.2
2t )| fm v Bt @, N j,.}/} Z EFF\ ,»)%‘ 3z H P % @;m)% A Jﬂg»ﬁ ¢ ﬁ;;d “:q‘_ﬂ‘ “‘,Dmggfg IV
g g fE 0 b en TKI Fr @] e £ prenfi-a) o F]pt o lorlatinib » 357 123k i
HIR (T e 5 o % ALK Frdl B2 LHEM T - B oo E A

[1.  Lorlatinib in patients with ALK-positive non-small-cell lung cancer: results from
a global phase 2 study[17]

Solomon % 4+ 2018 # 2 F 2 % - ~ W Z ¥ o~ Bk s HERA
Rk :_% ° <F\,\ [ ER ge_ea“%‘i% ] F’e% B&# 4 ;4 sga?&:}gpv % IR
ALK 2 ROS1 A # €. Bms&ﬁi)ﬁa& g7 #\ &R B q_/p)%m" FRAl 55k
,,M*.éﬁiz*f" > 3% > ¥ ECOG performance status 0-2 2 # 8 - %% ~ §5 ~ '+
GRS A I #HT RS A HERE  ER I AT A FES ]rw MR
Ao B SHRA BB AR dr gL F o T S G R A L
EoRFEEE A AR 3 EP R R AR B R~ BT L REA
§OIRATR § EE A SRR RE o

B A (N=2TB)4 A8 5 6w » 10T 5 & Jmos 4 i

(1) EXP1(N=30): ALK L~ A& Eink 2 ¢ o
(2) EXP2 % (N:27) PALK BRI~ 3 38 crizotinib v B m B 1Y 25 4 o
(3) EXP3 2 (N=60): » 5 = % :
B EXP3A 2(N=32):ALK 5 ]“+ % i crizotinib 12 2 - fA A AL R (7
& B_FE Y crizotinib Ja g w18 A3 )z*j B B2 A e
B EXP3B %2 (N=28): ALK [5 'ri\ < i H # 2crizotinib 2. ALK #r41 3
+1L;],§‘(7, m:'fgt)m‘f\«‘fﬁi ‘fL Z_ [fii A o
(4) EXP4 ®(N=65): ALK F i+ ~ B £ i85 8 ALK Fr4 3+ 1 5 (7 =2 #0) 17 5
Bl
(5) EXP5 (N=46) : ALK F 4 ~ 42 iF = 8 ALK Frd @2t F (7 "= k) 1 A
%gﬂiﬁko
(6) EXP6 12 (N=47) : ROS1H 2« 5 iz ity MAHE 254 o

Bt RAEEE 21 2 (- BioKEH)ELE p - =0 R lorlatinib 100mg 5 i B
BFRFLZS 18153 21 % >z {627 3iFf B =x ~ 2P 38 Biokirdis
FHIEGRDTLUBC X o BR300 B K 6 W4 fd Big
BUCTscan & MRI)> 2 f5ec 5% 12 B AW EHI ABE 5 b o 1 8 Foei®i
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i 1% 5 "B £ BF ik (objective tumor response)” 12 % fE "% & Ji (intracranial
tumor response) « =% & i >ci® s g1k 5 0 & 4% 4 pF ¥ (duration of response)’ ~ E
POE Rt PR A 4k P T (time to first tumor response)’ ~ & 7 gk & 1
7% (progression free survival) ~ % 2 {4 27 @& <X 4 ~ b s £k R N S L 0
WMo ~ FL it s 2w RiEo ﬂ\o‘gkiﬂi}_%ﬁ ALK F%'r}_:}{% A
(EXP 1—EXP5)z # 511 2 > 6 2 (EXP1—EXP6)z % > 327 » L% har °

2w~ ALK B 4 e % [17](EXP 1 3 EXP5)

pooled
EXP 1 EXP2-3A |EXP3B | EXP4-5*

EXP 2-5
R E A7
iR 30 59 28 111 198
REELEF G
%> F RS 1(3%) 1 (2%) 1 (4%) 2 (2%) 4 (2%)
A F S 26 (87%) |40 (68%) |8 (29%) |41 (37%) | 89 (45%)
P AR 2 (7%) 10 (17%) | 10 (36%) | 38 (34%) | 58 (29%)
LEARBEN | 1(3%) 6 (10%) | 7(25%) |20 (18%) | 33 (17%)
i e 0 2 (3%) 2 (7%) 10 (9%) 14 (7%)
L ERFE k|27 41 9 43 93
TR S (90.0%; | (69.5%; | (32.1%; | (38.7%:; (47.0%;
(%:95%Cl) + | 73.5-97.9) | 56.1-80.8) | 15.9-52.4) | 29.6-48.5) | 39.9-54.2)
;;g;f "1 14 14 14 14
" 10R) (1.3-2.7) | (1.3-2.6) | (1.4-2.7) | (1.4-2.9) (1.3-2.7)
e -2 1]
W E R A (Nllg.O—NR) (NlT.l—NR) (I\Alli—NR) (NSI.QS—NR) (NlT.l—NR)
B 1 (95%Cl) i
%;‘fi B 6 6.9 7.0 7.2 6.9
' (10R) (5.6-12.5) | (4.2-7.0) | (5.6-8.3) | (5.6-9.8) (5.6-8.3)
B F A
ARl 3 23 9 49 81
BEP B2 ZRF &
%> F RS 0 5(22%) | 1(11%) |10 (20%) | 16 (20%)

f‘ Objective tumor response: confirmed complete response or partial response
" Duration of response: time from the first documentation of objective tumour response to the first
~ documentation of disease progression or to death from any cause.
! Time to first tumor response: time from first dose to first documentation of objective tumour response

“ ROSL F5 15 4 i pc 5 % (EXP 6 )i W] 3 430 F - j 2 IS
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pooled
EXP1  |EXP2-3A |EXP3B | EXP4-5*

EXP 2-5
M F S 2(67%) | 15(65%) |4 (44%) | 16(33%) | 35 (43%)
T 1(33%) |3(@13%) |0 17 (35%) | 20 (25%)
LRARE" |0 0 3(33%) | 4(8%) 7 (9%)
Py 0 0 1(11%) | 2 (4%) 3 (4%)
FEL LBRAEN |2 20 5 26 51
F o o ¢ M| (66.7%; | (87.0%; | (55.6%; | (53.1%; | (63.0%;
(%:95%Cl) t | 9.4-992) | 66.4-97.2) | 21.2-86.3) | 38.3-675) |51.5-73.4)
DR 14 1.4 14 1.4
BARE R o0 a1 | 1426 | @331 | @s2d)
B 1 (IQR)
YT
Ao B F 4% | NR NR NR 145 145
FpER (NR-NR) |(84-NR) |(41-NR) |(6.9-145) |(84-145)
7 (95% Cl):

EXPL R3S insfm 4 ¥

CEREET 2 RS ¥

EXP2-3A % 4% crizotinib & & & %
% 2t crizotinib 22 ALK #rd)# & & &8 2 & & i }%}?; A EXP4-5 g% =2 & ALK Fr4] &
pooled EXP 2-5 & & =1 48 ALK Fr| | &

& H i op 4 ¥ EXP 3B ¥ &

CERREEY ¥ RS

*Lines of therapy; if the same TKI was given twice, it was counted as two previous lines of treatment.
§ confirmed response

T Using exact method based on binomial distribution

1 Using Brookmeyer and Crowley method

% Estimates are based on the reverse Kaplan-Meier method with 95% Cls based on the Brookmeyer
and Crowley method

I Number of patients with at least one measurable CNS lesion at baseline.

NR: Not reported

*$£ﬁ9ﬁ”’71Mc#£i*—ﬁNK%WW$%%"‘“%
$0 2 ER TG F 5t 5 5 TigR s (72 o 30%) & [T s | (78
= > 42%) o @ 22 lorlatinib ;o AP 2. ¥ B3 2 E & 5 B £ F A g (N=224/275,
81%) ~ % = e b "5 7k (N=166, 60%) ~ -k #6 (N=119, 43%) 2 2 % F4 55 %
(N=82,30%) - ~ % % 2 & Jig ¥ 5 #= & (gradel-2) > “# % grade3 7 2 & i » B
"‘#f‘ ifv’vgradeB-M LFE s B PEFEIM L RN R B = e b Tq e (E & N=43, 16%) -

219 s A (T%)E 4R BEEH 2K b 2 L PR T ’#(N 2, 1%)

4 275 s 4 ¢ o £ 83 =(3006) ¥ AT s Y3 6L (22%)F S 0 AR
S5 10 RS AR Bk LR TS K R(6%11 2 T%) o A A wm}%‘fﬁv‘g‘*@/
(N=7,3%) # A 15 2 52508 o 500 6275 i 4 ¢ £ 107 i 4 (30%)
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AR P R SRR 0 F R R T3 snarea g (N=62, 23%) - Fri gt (N=60,
2000) 112 v E A E A 4 e ®(N=23,8%) 0 < LIER LF o

it

i - *‘*’Eiéfi‘?‘ MR DU Rt - SALK e g 4 o lorlatinib $ fE
Mo bR T i B 879N BLE S 0 2 BB 60.5%2 EEAY B ELE Sk o @ s
AR BEif 2ot E ] 0% R LS B2 66. 7%m)§pp\ LEF
F ¥/ % — Nemcrizotinib & H 0 % - R e ALK FrdE F A T T it 2. ALK
Bt 4 0 lorlatinib 7 37 # it 0ok 0¥ - R o

I1l. Efficacy and Safety of Lorlatinib in Korean Non—Small Cell Lung Cancer
Patients With ALK or ROS1 Rearrangement Whose Disease Failed to Respond
to a Previous Tyrosine Kinase Inhibitor[18]

Bh 5 E BT 2010 # L 2GR RS K o 12 B A ALY 2Y] mie
o B 7010 B 4 (83%) 5 ALK BRf2 > H 4R 2 25 4 (17%) 5 ROSL 4 o 32
% ¢ lorlatinib 2002 Z i S02d ¢ o 12 mt P F L gp & FIRRE R LA
&2 lorlatinib > ¥ 3058 5 X {s= o FP T @ BE RN o 1T 1L
B A RS & p — = v PR lorlatinib 100mg -

i A FIE G P g E & 55 & (36-T6 Fi) 0 < 3N )];3 5 A (67%) 2 e gE
H(67%) » 12 5 4 @ - = S Wk e 0 B 4 S 9:]1:},% ° 8 A i
EERPEC J MR A (67%) 0 B P 5 4 FeX RN bR R o 230 12 B 4
TR ER % - Acrizotinib JaR fs (P BB ER S 173 B Y [23-511 B 2 ])
BE - AULR AR E ™50 10 L ALK B s 4 SRS § - s ALK Fel 4
4 alectinib ~ ceritinib & brlgatlnlb ¢ ROLHRERF G 9.6 B (24-215 B 7).
¥ 2 = ROS1 51+ i ¥ = A ALK Frd )8 o 23X % — 2 crizotinib 75
K fe 0 & ALK & ROSl P% I’i),% A IR 100%enE LR ),’ﬁg;f%" ol X F M
ALK Fri 2. ALK Bt 4 > 8032 1) 7T0%hE LA 5 -

ALKt £ 7o dfs 805 9 4% = (1 & B] % Akt vz )lorlatinib i -
HY X6 2(67%):E 5304 F i 0 2 1“(22%)3§§'Jﬁ:[’$5$§?¢;o A ROSL b 4 &
Feot lorlatinib ie g 16 0 1 @ P304 5 0 ¥ 1 FIA R R £ lorlatinib
(o ¥ BB AL P L6 B (L3121 7 )11 fyp 4 2 ¥ il
RePER L 581 (131 165 % %) ¢ tcr BpFR S5 (11 1518%7)-
" ff—gtv*/@‘fﬁr’}}%%f“ AP L65BP(QL 2165 BY) AP RHBEMGED YA
&3] bR AR LY G 3T BB EHOEE S L ARLIRE 1
A (33%):iE B % 2 F 02 (67%)E FIIRA F o BRI MBS F e 100

0p o
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B BEEGL A KA UF R LR RARL (8% BT
2 5 fi(gradel-2)pE ¥ & % A £ o

I %

AFE R % - AT lorlatinib * v e ot g 2] dnve W2 I R 2 R
P& > o 4pi>t crizotinib 2 2 alectinib - lorlatinib 3 % = & ALK/ROS1 #*
#17 J,wﬁg %% BBB I fgdn o 1E % At igReniiRy o qpictH oo 4 2 TR

Beds (P o - ﬁﬂﬁﬁ%ﬁ‘réé%ﬁ P ERF RS 5 A2% > ¢ R BRR G 1LT R
T) ATRARROLELS S 5 64%  AopidlF 5 1% 2 ¢ ik R R
p5®”’wa@ﬁétkwf—@ﬁ&ﬁﬁfiﬂﬁvaﬁvﬁ{ﬂiﬁﬁﬁ
POt ER o BB LA A BB PEAM L g ¢ B(83%) 0 A g
AEA R R FEFEMBE S 0 TR KA U lorlatinib ia o o 3 ALK
P 4 2 fe BRI 2] e ol 4 o lorlatinib T aE £ A pERY o

(1) g hess T

@féi’g%‘%ﬁ%B};ﬁ;égk\l};ﬁﬁga 2B APy ﬂxﬁ;r f

& o} ,3,‘;;@,}%& P TRE R il B = 8 ALK drd) :;_Jf#
2Ll

7

":14’ \\\?’;r

Iorlatlnlb A0 B TR AR 3 SR K H[19] 0 A7 7 B 0 d 3% lorlatinib ¢ % TR

HERB RFLUERBER > 2 d 3% 5 5% BBB v BE iv# Mg p "6 %
s H @ TKI e @ 0 7 R &k TKI Frd )& gk b =070 % ¢ ABE 2T R
FRL 5o piER S T LER S 1T 4o U RMEEH S - % ALK $r4] 4 e
FERRE > 2477 103 B r ALK 418115 A 5 0 & 1 e b o e Pk )
#7— % ALK #r414| (lorlatinib) % ceritinib #w 14 2_4p B =10 3%#7 7 & P lorlatinib
Hivirs 8 - B ® ErE- FOEF SR G1202R 0 ALK Fr]#[9] -
YA RAEEY o Fli AR F L 0 A gt st o

=

B R GE R B

(= D25 &

* % % & lorlatinib (Lorviqua®)f& 7 2 # M 17 i o 5 T * > ALK 15
2 o Hp 2Eo] v 0 ,;%(NSCLC).@ % ¢ * (1)crizotinib fris 3 > - ﬁﬂ e
ALK Fr41] 4] 2 (2) 2 alectinib ¢ ceritinih 15 5 % - #& ALK $r4] 3]0 F 240] fmre 3
BeF A B o AK Y2 i TR~ RS HIERE S

1. g * »% ceritinib & alectinib jo ¥ & v &% & 2 @ X 22 ALK B (et Hp 25

20/36



108BTD10006_Lorviqua

J »éa;l;;fﬁ‘%,%:!zo

2. FEREETFALAPELSRY o

3. AAXVHFETNFALFAMZB 0 A
%‘Fﬁf%"l‘f‘ir%w#ﬂﬁ‘zgﬁ?ﬁl‘ ’}"‘?ﬁ%

/Bg @:k\z'gﬂ—,@je‘
iL a7 ,f,ja,k\z' ‘5%‘0

= \\\

d>r A ARl Y o alectinib (Alescensa )5 10 P BREBETE
RITHU BB TLHLF R E ¥ 5 - ®* E crizotinib ~ alectinib
ceritinib P Wi - % % o 533 D) 1445 - X TKI e d & # %;é'f‘:)l%,u 2
R ERE L AFER NI R FP AR ikt a g ARERL

B E TV o

(Z)2 & FRpPHTE EFER

PR ARESY LR %gffévfiﬂfﬁf—'ﬁ_af i ¢ (R4 PBAC ¥ 4 &
EEwidh R ESAPMRAR) & AF BB EHER -

(Z )P $ rer % > 14

BARAEPMZIBFRRERZ - B R SRS P o B s H AR R
Sho RN 275 A 0 ME AL 68 Bl i ROSLE s 4 0 Hooocs
L A /]?c’? Fo0 FPPL LR W~ 5 e (EXP 1-EXP b5):& i s 47 0 e
ORI o EaV A ok N S ORI

FERHET O RARLE ISR ALK l‘%']“*-'ff?w P x B PR ELE B
90% > @ AR A EBLE S 5 67% o @ T i crizotinib ~ 2b crlzotlnlb
H s ALK Frd| %) & & i .}é‘ 22 % > H (pooled EXP 2-5) & %8 * 75 £ BLF i 7%
@ RE N ”a‘vﬁﬂﬁ‘ﬁﬁ B 5 63% - 7P R E A ek EEFER L Bk f@;’b &
14 B 5 @@ ZHEEP A 4ok REFF > EXPL 25 2B % > His 2y L
14" - % 247t o & 184 B4 x 1 - 8 ALK Fripldlic o 4 0 2k
/I & A mE g F s b G TeedF b, (72 = 39%) s rf,%fr;,ﬁa_ﬁu
(78 = » 42%) - £2 lorlatinib J5 R 4p B 2. & L2 L F i+ 5 B "2 H % & 5z (81%) ~
Z feH i Pg e (60%) ~ ok M (43%) 2 2 % B A Sm % (30%) - =¥ A mgrade3 x
47 2F i BeE e g 2 5 Y e g (E b 16%) ° % 19 i 4 (T%)
AR E? 2k B ¥ Lok E3R fri‘l"#f(l%) B 275 g A ¢ o & B3 i
(30%) % 5@ ¥risnK 42 6l +(22%) % SR U HE P ETL KM E RO RE BT
LR F A k(6% B T%)o -k A P T ,pv),%: i 4 e (3%) B R Fl AR R ¥ .

(=) FR

BB E N ERT E5
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T ERE R

G ELS T EEN- IS S 4V 22,

L 2gFRO2FLPFHL

ERFRE- PRI FRDELGRETY R EEF R R A S

LorV|qua (Iorlatlnlb) APEAT Y B LR o % 20U ceritinib &% alectinib Jo R B 4 &
2. ALK B (gt 8p 2L ] fmPe W chat A3 # (cost-utility) o 27 7 AR B A

o
-
7 B r
N R - AN - A ALKdrd &SR w4 B2 ALK
P AR5 PRIt g 2| dm e S s A (% @ 7 3R X crizotinib @ A i ¥
i H s ALK ]3] )
i~ Kok lorlatinib
P vk pemetrexed & & 7 44 i B (cisplatin 2 carboplatin)
i@ * & i s 03] (partitioned survival model) o A gk B A 5
A7 # % 1 (progression free) ~ 7 J5 & i* (progressed disease) % 7 =
(death) » 12 30 = % — it #p
G ML GFEEHE AP KT E 20 #
ITIR A AEEITR o ITRF R TS 3%
KRR | EFIRERAAT - BFHERERLST  FBRRRE R AT

d >+ lorlatinib @3 — H E*¥(single-arm) ~ % = # ik i 5%k 0 A T B ER B
7 7% 3 Jc(parametric survival curve) & ¢ 4 2k 1E BEEP B 2. 18 60 OS 22 PFS 0 4p ¥
B v SR 51 % a2k 4 H4L {7 2 matching-adjusted indirect comparisons(MAIC)
AR RIS TR BRI A 2 FER S FRAE S RIS B0
Ko TREBEERY  AEER ABRRAFRY B LR HE LT RFE
TEERNFFAITRETREY PERFEFEPHFR Y oo Sk p
lorlatinib 25 % B fc b & &t B end B o o 53 @ & 2 e 3 A ik

23 fE o

9

A A7 % B o lorlatinib Ap ot B sk 0 2 ICER B 5 & 4 - St
B2 E&EFRDT A & (quality-adjusted life year, QALY) SRR R 5
#2185 F & KH TS AR RAITRET oo EHUSR B Y ATIRT R ok
PO S A TS RE B AR AR R A4 #i 4 lorlatinib # -
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¢ * pemetrexed § % ggg # 4 5 ICER &4 4 -
2. A%Y <

%%é%i%ﬁ*m**iﬁimﬁ%’iﬁémépi*%ﬁf?%ﬁ@
T R BRI ik Sic b EmEp Y g Q}%j\/@
AT AR MAIC = B P I
*ﬁ%f”# T RER AL BARERY | RS FTAL BUF 4
B 2Pk dris o

>

(1) 24 7 erfp ¥ 22 48 231 * lorlatinib 322 ¥ I L EXP2-3A( W
% crizotinib @ A * B H © ALK #r4]#]) 22 MAIC 2472 % » &r A% %
2. p &% EXP 3B-5 (% £ crizotinib 2 #F e ALK Fr 4] 3] 4o ceritinib -
alectinib » 2% 2 f& v + ALK 43 ) 7 4p 3 3 f?éiﬁ B RO P OBK & i A
HHE O o BT 0 R K EF 2 )I;L;? s > pemetrexed *

e crizotinib 5 &2 * &% = & ALK #r41&]{s 2. PFS 5 #7 4 £ [20-22] > s ~3F
FRRAPBERE AL D ERE T ANER LT ERA PR S
B h c AFRB NIRRT AH LT EB P EAFTPIREFE L S HEFA
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ile"[Supplementary Concept] OR
"7-amino-12-fluoro-2,10,16-trimethyl-15-0x0-10,1
5,16,17-tetrahydro-2H-8,4-(metheno)pyrazolo(4,3-
h)(2,5,11)benzoxadiazacyclotetradecine-3-carbonitr
ile"[All Fields] OR "lorlatinib"[All Fields]) AND
#1 | (advanced[All  Fields] AND  ("carcinoma, | 24
Pubmed non-small-cell lung”[MeSH Terms] OR
2019/10/29 . .

("carcinoma"[All Fields] AND "non-small-cell"[All
Fields] AND "lung"[All Fields]) OR
"non-small-cell lung carcinoma"[All Fields] OR
("non"[All Fields] AND "small"[All Fields] AND
"cell"[All Fields] AND "lung"[All Fields] AND
"cancer"[All Fields]) OR "non small cell lung
cancer"[All Fields]))
#2 | #1 AND (Meta-Analysis[ptyp] OR systematic[sb]) | O
#3 | #1 AND Randomized Controlled Trial[ptyp] 2
#4 | selected 2

(lorlatinib/exp OR lorlatinib) AND (‘advanced
non-small cell lung cancer' OR (advanced AND
#1 | 'non small' AND (‘cell/exp OR cell) AND | 148
(lung/exp OR lung) AND (‘cancer/exp OR

Embase
2019/10/29 cancen)))
#2 | #1 AND 'randomized controlled trial'’/de 21
#3 | #2 AND 'meta analysis'/de 2
#4 | selected 1
Cochrane #1 | lorlatinib 15

Library 2019/10/29 | #2 | #1 AND Cochrane Review
#3 | selected 0
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FHE  RWPY Mex E# GFeEK
PubMed  2019.10.25 #1 non-small cell lung cancer

#2 lorlatinib

#3 cost

#1 AND #2 AND #3 0 0
EMBASE 2019.10.25 #1 non-small cell lung cancer

#2 lorlatinib

#3 cost

#1 AND #2 AND #3 9 0
Cochrane  2019.10.25 #1 non-small cell lung cancer
Library #2 lorlatinib

#3 cost

#1 AND #2 AND #3 1 0
CRD 2019.10.25 #1 non-small cell lung cancer

#2 lorlatinib

#3 cost

#1 AND #2 AND #3 0 0
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