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2. B3 (ROBECEIBELAEVI L)
AH DB K LABBE D BERLIE D & 5 B4
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3.1 #k
. OXY—hkLorAa 7N | OX) = Lo h TN
WR7E 44
100mg 200mg
e 17 17 7t
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IXMLZ7F=7100mg | =X L 27 F=7200mg
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4. REERIIFHR
ONTRK B&EEFHIEOETT - BEOERE
OROS1 BEEIZTFHBHEDOYIRTRE L ET - BREOIE/| Mtz

5. MEERIZHRICEET %R

(INTRKBAE B TR DT - BROBERE)

5.1 KHIO T OREH LN BT 2 B L AEMEITHETL T
R\,

5.2 WRRBERICHAAN S N2 BEOFREFIZOWT, [17. BRI
il OHONEZ ML . KH OB 4%+ 50 12 HF
L7z BT RALASOGEFROFEHRIZOVT HEEIHE L. @it
BEOBEREITH) L,

5.3 T e B § 2 BLE IMA R IZ & D . NTRKREG
RFHEPHER SN BEIHEG T LT . BMEIZHIZ- T,
KRS NI B IR ESE SOOI EREER s Wb 2 &, 7B,
TKFE S AR T B 38 i LS R AR SR IS BE 9 A 1E IS D W T
. AT =754 s 6 AFNETH S ¢
https://www.pmda.go.jp/review-services/drug-reviews/review—
information/cd/0001 . html

5.4 R Z/NREFICEG T BI0E, BRRABRICHAANS L
BEOFEIZOWT, [9.7 NRE] RO 17 FRAE] OO
NEZ P L 72 LT RAOER GO K % HEIHE§ 2 2 &,

(ROSTRAEEIGT B DY RE & T - BROIE/ | MlafHE)

5.5 ARFN DM AL B D HNIER LRI L T,

5.6 T kEbia BT HMBE UIMA ML 12 & D . ROSTRLMG #1%
FHEATER S NIEF KT T 5T L. BEIZHIz - TE, K
RSN B ERE G UIERESR T Wb 28, B, K
PR S IIARHLEE T I 28 S DX RSB 2 L B 3 A 1S D v T,
UFOYy 7% A4 MO AFIRETH S
https://www.pmda.go.jp/review-services/drug-reviews/review—
information/cd/0001 . html
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INTRKBE A BIZFBIEDETT - BROBEER)
W, BACEIR MLy F =7k LClALE600mg% RIS
T5, B, BHEOREBICLVEARHET 5.
EE. NI X MLy F =78 L CT1LHLAIB00me/m? (AR
FE) Z8EH%S$ 50 72720, 600mgZiBr v b, b, A
HORBIZE Y BEW =T 5,

NEEFHEOHE (300mg/m? 1H 1EFEIH%5-)

RFmE (m?) b (1H1M)
0.43~0.50 100mg
0.51~0.80 200mg
0.81~1.10 300mg
1.11~1.50 400mg

=1.51 600mg

(ROSTRAEBIZF R DUIRRTEE & 1T - BROIEMERME)
WHE RAIIET X b Ly F =7 L LCLHLR600mg % R 1#-
oo B, BHEOREIZ L) BEEBRES 5o
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EZF Btk O#T - BROEROY&

AL (m?) P LNV ANy
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— P 100mg/ H % A5 H ¥ 5-
— ki 100mg/ H %8303 5
0.43~0.50 ik 100mg/ H % H3 A% 5 C 2.
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8.1 LEEEDL D LoD I LW D DO T, ARG OA
FE G- EE R COER, Lo —5), CKEOMAEZ 1T
I E, BEOWREL TR 52 Lo [11.1.121]

9. BENEREZFHIHREICHETIERE
*9.3 R ERE
WEEZEET L LI, BEOREL L) EEICBIE L., BIME
HOFEBIZHDEETHI Lo X ML 7 F =7 OMEPiRED
LR L. BERADE H b BENDDH 5, [16.6.25H]
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CYP3A FH5EH EIE o 38 BB T | CYP3ATHEH & o ff
AbZaFy—)b, (CEELEPEINT L HICEL), =X L
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5%Aii | BN
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O e 25.0%) K BT
N

) FEBMEEL il[’r/\]_l'%ﬂi‘ﬁﬁ?\ (STARTRK-2:E) ©
NTRERVE BT Btk o B B8 & CROSTR VA R 1Bk
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BWHEDEE

14.1 EEIZFEFEOER
PTPEEDOIEAIPTPY — F 2250 L CIRAT 2 £ ) 48E T
5:&&WP>~%@%%K£U\@mﬁﬁﬁﬁﬁﬁﬁﬁ«%kt
FIEHILE B L CHERARSEOEE 2 AIEX T2 L
D3 5o

15. ZD/OEE

15.2 FEERPRAER (ICE D < B3R

15.2.1 A7 v 2BV T, FRBEE =R ICHY 32 AR THK
AR L O R FSEEIE (R EI = WA, KRERE RO
T B GE BE i OSHRRAT B 2 MR A IS B 1S 2 SUSHKER O IERLE) A%
WE S TnaY,

15.2.2 7 v b & FH7o/MERERIC B v CRERIE SR = 093 75 124
Mg B R TR TH > 7275 in vitrofe R R RERIC BV Tl
r“a??é;@%&&%b:*ﬁ%a‘%i%f%f%iﬁli;ﬁ%ﬁéﬁﬁéﬂfu\

o [9.4.221]

16. EYENRE
16.1 MigE
16.1.1 BE@ERS
H A N e e B PR A FK600mg & 22 E 1S B IR e G- L7z &
EDOIR ML F =7 RO EFERHPMS O MAE i R L O
FPEIHE/ ST A — & LT ITRTY,

AN B 14 12 A HI600mg & Z2 5 I |2 B g 1 G- L 7z &
EOIX V7T =7 R CTEEAH M O IM4E hi R
bl + BEER A, n=12)

3000

2500
—O—LX L7 F=T

—o—M>5

2000

1500 1

ik i3 (nmol/L)

= 1000

500 1,

0 6 12 18 24 30 3 42 48 54 60 66 72 76 84 90 9 102108 114 120
G- #e e (h)

H A AR 1 (AR 600mg & 22 JERE I HUBE I3 S L7z &0

Mz 2 b L 27 5 =7 ROEHRHEACHD M ORI B E (T A — 5D

Trmax Cnax ti2 AUCins

(h) (nmol/L) (h) (nmol/L - h)
IX LI F=T 3.00 2170 18.3 40800
(n=12) (2.00 - 5.00)| (39.6) (19.6) (47.2)
M5 3.50 430 40.6 12600
(n=12) (3.00 - 5.00)| (48.4) | (20.5) (47.0)

1) Toaddhdefili (FEFH) TRL. ZOMD /8T X — & [ FHEAF
W Q%M ZBRE) TRL7Z,



16.1.2 R1E#RE
NTRK1/2/3. ROSITAZALKREEAET- WO BIRE RN
HEZ R E L7258 TR (STARTRK-D 1I2BWT, ##
B ITARHI600mgZ TH1R4H B FARRE 1 5- L 72 L &
R+ L7 F =7 RO FEEACH MO AT i RS L O
EMBIRE ST A — & F LDTIRTY BHEAT—%). $%51
HE & O14H B DOCrnax L FAUC-a»r B L7z X ML 7 5
=T OEBEORMFIGMH (RMEBRE) LZ2hzh
1.35 (47.0%) M 081.55 (49.1%) . MbOZERFRIZEN 212,08
(81.7%) J02.84 (93.1%) THY ., TIRE~HEDIESD
EERLT.
JEEEITARKI600meg 2 1H 114 H AR I 5- Lz L &
DXL F =7 RO FIEEACHPME D M5 P R
(P = e )
#51HH (n=18)

6000

5000
—o—IX LI F=T

—o—M5

4000

3000

i (nmol/L)

3

2

2000

1000

Fe 512 (h)

#5140 H (n=15)

0 6 12 18 24

6000 -
5000
—O0—IX LT ZT
—e—M5
— 4000 | +
=
S
g
B
i 3000
E
H
®
= 2000 f
1000
0 . . . .
0 6 12 18 24

- 1R (h)
WEEE I IARFN600meg & LH LIM14H B AR OG- L7z &0
MAgEHF T X+ L7 F =7 ROFEEABIMS O Y EhRE
FRA—% 1)

Tomax Conax AUCo2
(h) (nmol/L) | (nmol/L - h)
H5IHE |ZX ML oF=T 4.00 2250 31800
(n=18) (2.00 - 8.00) | (57.5) 47.7)
M5 4.00 622 10200%
(n=18) (2.00 - 24.0) | (79.2) (81.5)
514 |22 MV F2T 4.00 3130 48000%
(n=12) (2.00 - 6.00) | (80.3) (76.5)
M5 4.00 1250 24000
(n=12) (0.580 - 24.0)| (89.6) (97.4)
#2) n=16
11:3) n=9
16.2 BRIX

16.2.1 BEOHE
TR B A B MEAS B A HI600me & £ 14 (gl m o) —
) ICHEREOHES Lz &, Z2BBERSIC0T 5 T
kL2 F =7 DCrax Jr CAUCKDBTEIGM O (fihik

5./7efEr%5.) [909%CI] 1. 2 -211.06 [0.989. 1.15]
U115 [1.07, 1.24] Th o729 GHEAF—%),

16.3 97
I X b Lo F =T RO EEEHME O MR s A3
VTN B9%LLETH Y . B AR 2 g
DEBIIRD LN H o729 (n vitro)o
e AT TE6EIIZMC-= X N L 7 F = 7600mg % ZEfE IR
HARRIPEG L7z & OG5 AFH (V./F) 13, 961LTH -
720 (MEAT—%).

16.4 X3
IXMLZF=7UE, BT, T LCCYP3A4IC
ToTR#sh, =X Lo F=TERABEEDFF—+F
PRS2 R MRS 59 (n vitro) . [10. 2]
TR A B E6HIZC-T X b L 7 F = 7600mg % ZE )
ARG L7z & &, FG4240H £ TomEEdic
FIZZX LI F=TOREE, N-7 Voo v gins
KR OMSA R S 7z (ISEH ORI e IR § 2 4
ZZNZN68.6, 18.6 KU11.5%) 7 JHEIAT—%),

16.5 HEtt
R A B E6HIZC-T X b L 7 F = 7600mg % H [l
5 Lok &, &G43120 0 F Tl2#EAHN82.9%., K
FA3.06% D AT BED HEIE S 7z, F 720 5122640
M ClcgEmAgitt s o X b Loy F =T oREE
B OMSOEI 4 1E, R L TZEN2EN35.7% 5
22.1%TH-7" JHEAT—%),

16.6 JHENEREHT28E

16.6.1 /7R
ER L4 T AR (STARTRK-23%8R) . 14448 T4
Bk (STARTRK-1#ER) R OVESAE 1/ 1b HHBER
(STARTRK-NGEER) ISHLA AN S N724% L Lo BEED
7= 5 & 72 TR SR B AT O 4G A S L R
FHIAFIB00me/m? % LH 1A AR G- L 72 & & AEE
ZAAI600mg % 1 H 1A R 5 L 72 & & 12589 % AUC (-
2 kLo F T ROMSORM) O, 0.8~1. 20 FHA
THholzo Flo LRlORHEMSEWBIRERMT OREREL .
INBEEICARB AR MBE O X 4T & & TLHLER
BTG Lo L &0 BAEEIZARHFI00mg 2 1 H 10 S5
L72& 2234 5AUC (X Lo F =7 K UMSDH)
DIIE. EEEEH0.43~0.50m> D HPH T120.65~0.74
Tdhote—77 . EEHEFA0.51~1.50m? D HiFH TI30.85
~1.28TdH o721,

16.6.2 FFipeE=EE
HFHERERE & B 12 AFN100mg™ % Bk 15 L7z &
E OB AR & e L 7o RN (8f5]) 12
X3 28 (Child-Pugh$HA) IFHERERE &85 (7))
2B BT X b L2 F =7 DCna i AUCKD A1 P15 4
DH[90%CITIZ#n211.25[0.904.1.74] } U°1.57[1.03,
2.41] Th o720 HEJE (Child-Pugh/#B) OHFHEAER
EHE (1261) 1251 5 Crax St FAUCKD AT I L
[90%CI] 13 & 240.905 [0.678, 1.217 % UF1.54 [1.06.
2.24] THo7zo F72. EIE (Child-Pugh/HHC) DHFHE
REBE R (1140) 12351 B Cmax e FAUCke D H AT 358
DM [90%CI] 1FZ#1240.778 [0.580, 1.04] % 0*1.80
[1.22. 2.66] TH-7Y FHEAT—%), [9.38H]
W4 ARFNOKBEINHELOCHE KA 13, =X b

Lo F =7k LCIHIE600mg % %5 TH %,

16.7 EWHEEER

16.7.1 1 bZ3FJ =l
TEHER A BB, AFI100mg™ % CYP3AHEHITH %
ANTar = VERESG LLE, ZX ML F=T
D Crnax L CAUCis D BATFIH D I (BE e 5105/ Bk
5I) [90%CI] 3. #h#n1.73 [1.37. 2.18] K 1%6.04
[4.54. 8.04] TH-72" HEAT—%). [10.25H]
1#5) AFNIOAKRENHELOCHE KA 13, =X b

Lo F =7k LCIHLE600mg % %5 THh %,



16.7.2 U772 EY >
EHR A B ELI06IZ, AH600mgx CYP3AFEHITH 5
77 Ty EPEHEG L&, ZX ML FZTD
Conax J N AUC D 30 FI L > Lo (B FI e 5 / LA 5105 )
[90%CIT 1%, # 1 240.444[0.353.0.559] % 0%0.233[0.184.
0.295] TH-7-2 JHEAT—%). [10.25H]

16.7.3 34V L
BT EZL10BIC . A#F600mg % 1 H 1\ AR 512
CYP3ADEE TH 2 I ¥ VT A2mgk Hilal it Fik5 L 72
L&, 25T L DCmax e FAUCHD AT FIGMEO L (B
THH%5- e/ B 51 [90%CT] &, # 1 210.786 [0.659.
0.937] B U°1.50 [1.29,1.73] TH - 72" FHEIANT—%),
[10.251K]

16.7.4 ZOft
fRERER N B 10612, A#I600mg % P-gp2E I TH 5 ¥
TI¥ T 20.5mg& LG L8 &, YaF2 00
Comax X NAUCut DA IO M (BF % 5-Fg/ Bk 5-
) [90%CI] &, Fh2hnl.28 [0.982, 1.67] KU51.18
[1.06. 1.32] THo7 FHEAF—%),
FERE A ME19B1IZ . AFI600mgx 71 b >R ¥ TRHEH]
THAHIT )T = VERNBPHEG L&, =%
N L2 F =7 DCmac it WAUCk D AT DL (5 ¥
L/ B o) [90%CT 1d. 2 Eh0.765 [0.676,
0.866] K 0%0.745 [0.647, 0.859] T -7z (FHENF—
%)
I XML 2ZFZTEP-gpD#EETHY ., BCRP,
OATPIBI X UMATEL# & L 720 F72. M5IZP-gplt
UBCRPOIETH Y. MATELZHE L7 (n vitro) o

17. BREREIR

17.1 AR UORLM(CET 25

(INTRKBEGEIGFBMDETT - BROEME. ROS/#EE

{EFBHEOEIRARE & ET - BROIE/lRAhRE)

17.1.1 EEHERESE I#H:ER (STARTRK-2:5%)
18 LL EONTRE . ROSIXAZALKEA A% T By itk o s
1T - SO EBEEE G & L7z ER L 45 TAHTEERIC
BT, NTREKEE BIETHIEOMAT - FIEOEIEEE
5160 (9 B HARANLB ZAHILH1A600mg % #1145 L
72#E R RECIST ver.1. 11280 < Sar -2 1 & A%
WERIE56.9% (9SUIEIEIXR © 42.3~70.7%) TdH 7217,

NTREBUVE B TF B IEEH OZE ()

EAE (%)

Wl BRI o
R 6/13 15.2.18.80
I/ 6/9 (29.96:;972.51>
L o/6 (35. ::—‘939 58)
FLIRHIL > WA 5/6 (35.88:_'939.5@
AR B 15 (0‘5?—)%(1)‘64)
W - W /3 (o_gfég.m)
P /3 (o_gfégm)
[ 2/3 (9. 42?9; .16)
353 N 12 a s 74)
JIRAE e /1 . 513)—015)0.0)

BIPEFZEBUEE L. 90.5% (57/63B1) Tdh - 7zo F2E]
PERI . BRI 46.0% (29/6361) . 925738.1% (24/6381)

fEH:28.6% (18/6311). TH#I27.0% (17/6361). #FBtks
F1225.4% (16/6361) . FAEMEENE25.4% (16/6361) . 14
WIN22.2% (14/6361) THh -7z,

F72. FERBIZB VT, ROSIFHEANIZ X 5 RGO 72
WROSTREVE BART W PE O UIBRARE 20 AT - FEEE D IR/
Jiefili e 2 3362 ARHI T H 1IH1600mg % & 13 5- L 7248 4
RECIST ver.1. 11220 < M7 3K 52 12 & 2 25031
75.8% (95%IEMEIX [ 1 57.7~88.9%) T -72%,
EWE IS BARIE1392.4% (97/10561) THo7zo F4EINEH
IRER#39.0% (41/10561), f#ifk36.2% (38/10561). i%
Btk 1232.4% (34/10561). T#i27.6% (29/10561), fk
THN26.7% (28/10561). JE5721.0% (22/10561) TH-72,
(INTRAKBIE BIZFHBIEDETT - BROEFRE)
17.1.2 @515 1/ 1 b#EBR (STARTRK-NGEER)
2 AMONTRE . ROSI AT ALKEE AT T Byl S o At
17 - FEO/NRBEEEE Z IR E L2l 1/ 1 bl
MBRIZB VT, NTRKA BT O ELT - I/
TR RSN AT (B e A5 &38R 7 % )
G- s,

. - JHEEY T EAR G
-t JENE (mg/m?) .
0 | FLYBALGHEA I 400 SD
3 KBS 550 CR
4 7 L — P BIE 400 PR
4 EEEG)E 400 PR
4 FLIL B EAE 1A 750 PR

D) AH & QAW ERIFESFIEDTR ST 2 WK H
LNz RENOERS NI HEROCHE (NE) 13,
IR MLy F=7E L TIHIEB00mg/m*TH 1 . 4%
D LoD T— 5 % v 7z BRI )RR AT 12
o x, BAEHITAFI600me % 1 H 1SRRG L7z
& X LR DOBRE RGO ND L) IIBE SN,
HELEBIFIE L O &7 L — P B hE DA
RECIST ver.1.1. SERMEBFHER TE 7L —F
MREBIE IIRANOBIMEIC 3D & | GEREEEMIC &
D HIE L7zo

£2)

BIPE S L, 100.0% (5/561) T o7z T2REIE
A&, A MmEREEA47100.0% (5/5%1), #1180.0% (4/551) .
T ER SO A°60.0% (3/561) . REIEM40.0% (2/561) .
fEIR40.0% (2/561) . FAITHE40.0% (2/561) THh o7z,

18. EERhEEIE
18.1 {EAE
IXFLZFoTIE. POEIFY VZHEAFF—F
(TRK). ROSI%pF 1 v FF— X153 5 HEVEH %
HY AE5FLEWTHhHsb, =X Lo F =7k, TRK
By 22327 ROSIREMNG 5 » 787 %0)) VAL EHE L.
THO Y 7 FNMEESTO) Y EBbEIET L2 L0 X
O, ESREEEIEIER AR T LBz b N Tn Y,
18.2 HAEE1EA
IX ML 7 F=TUE, in vitrolZB\W T, TRKEVE Y /%
7 %3814 % v M IENTME B RCUTO-3Mlakk, v
NGRS - R HRK M2/ @k, ROSIRNG & > /87 %
FEHT 5 v IR NN B Sk CUTO-28 1 latks: D # 5L
D NS AR OB & #7222, F72. =
X ML F =T, in vivollBW T, TRKREA % » X
7 % FB 9 5 CUTO-3)% O'KMI12M bk, BE S #0 B
HRCTG-0798KE AL+ PRI A3 1 SR GOO2E 355 Lk
R ROSIEG & > 78 7 % 38819 % Je/ i B35 ok
CTG-0848. LU-01-0414fEHH#k A S % TN ENE TR
L7 X — R~ AEEEEAGRBERE~Y Y XILB
WO, BB & 7R L7227



19. B S ICEEY 2 E{EEMNAR
—fgp9%Hs c =X b L7 F =7 (Entrectinib) (JAN)
1bs2% « N-15-[ (3, 5-Difluorophenyl) methyl] -17-indazol-3-

vlj-4- (4-methylpiperazin-1-yl) -2- [ (oxan-4-yl) amino]
benzamide

53 0 CaiH3aF2NeOz
5 F& 1 560.64

fés

WK HE~TREA OO G OB A IUILO B 2 HETH %,

T =) (95) IZRRLEITICCL, T M= MYIVICEHE
12 &y A% 7 =)V L OIKIZARD TEITIZ L Wy,

a\o O

Al a1 203~206T

*20.

RV EDEE

AFENIVGE LR T WO T, 7V I ¥ —aREEE LN T A%
B BZITRRE BT URETAI L,

21. AEREH
211 FEHEE ) 2 7 EHEHN % 5520 b, BUICHERT 5 2 k.

21.2

EINCTOWRBIEBI IO TRLENT WS Z &b, BElRTE%,

—EHOREINARD 7 — & PEB SN D £ TOMIL, AER 28

%

AR 2 T 5 2 L2 X ) . RHIO M O R

HTILET 5 & L 12, AHOLREMROENEET 27—
g RENCPUE L. AR OBEIEMEICLE R EZH LS 2 Lo

*22.

2E3

(AZXY— kL7 H7+EI100mg)
304 TN ONT, EIRFIAY)
4271 7€) (PTP6% 7t )b X7, EIEHIAY)
(AZY— kL7 H7+EI200mg)
217 7t (PTP3% 7t x7, EIEHIAY)
904 TN ONT | ERKIAYD)
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4)
5)
6)
7)
8)
9)
10)
11)
12)
13)
14)
15)
16)

17)

18)

19)
20)

FEXHE
A7 v b & G2 13E MR (4R E RS (2019456
H18H A7, CTD 2.6.6.7.3)
EnaERER (201946 H18H &G, CTD 2.6.6.4)
LR HARN (EEEN) (2B1) 2 S g
STARTRK-1:5k (20194E6 H18H Z&RE. CTD 2.7.2.1.1)
RXDX-101-15%5%& (20194F6 H18H &G, CTD 2.7.1.2.2.5)
In vitro®BHFE A (20194E6 H18H KRR, CTD 2.6.4.4.1)
RXDX-101-05:85% (20194E6 H 18 H &R, CTD 2.7.2.2.2.1.3)
R (B o L) (20194F6 H18H KGR, CTD 2.6.4.5)
¥ —EHEEN (2019456 H18H &G, CTD 2.6.2.2.1)
FEPERE /N oo H U =
FEPEORE ¢ BFRRRERE S B S B A Y EhE
RXDX-101-12:85% (20194E6 H 18 H &R, CTD 2.7.2.2.2.2.2)
RXDX-101-14585% (20194E6 H 18 H KR, CTD 2.7.2.2.2.2.4)
RXDX-101-13:85% (20194E6 H 18 H &R, CTD 2.7.2.2.2.2.3)
RXDX-101-09:%5% (20194E6 H 18 H &R, CTD 2.7.2.2.2.2.1)
b5 v AR=F =R LTzin vitroizh (201946 H 18 F K72,
CTD 2.6.4.7.5)
NTRK@ A BT B O EIEAA (201946 H 18 H AKRE. CTD
2.7.3.1,2.7.3.2,2.7.3.3)
ROSIRVE BInF B0 I/ Nl (20204E2 H 21 H KRR
CTD 2.7.3.8)
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23) TRKAEE & AVEIRGENEE T VBT B HUEEH (201946 1
18HZGE. CTD 2.6.2.2.4.1)
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