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16.1 MMEE

16.1.1 BEKE
H AR NARE S A B P, A#FI100. 200 X 132400mg
(B 7R IVAD) 2 BRI MR R 5P Lz L &
D7u Ly F =T OMB R L OPKS T
A—=FIEUTDOEBY) THo7ze AUCK FCmax
13400mg T TOHIPHCHEAQ M RIS EA L -3 %

x5 WEH | n Cmax | tmax™ AUCin ti/2
(mg) (ug/L) (h) (ug-bw/L)| (h)
868 0.750 2040 1.68

100 #1HH39 (86.6) |(0.250-2.05)| (926) | (32.3)
S H |37 788 1.00 2180 273
(80.6) [(0500-9.37)| (97.2) |(50.8)*?

923 0.920 2240 155

sy T 516 | 0530100 470) | (160)
WSHH 6 815 0.760 2370 2.16
(52.0) (0500-2.00)| (59.6) |(39.5)*

1210 0.760 3760 1.67
200 BIHH6 (122) |(0.500-1.95)| (114)** |(25.6)*
SSHH 6 929 1.03 3040 267
(175) |(0.500-4.00)| (118) |(49.3)%*°
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[ K. S e $ 2l
01234 6 8 12 16 24
PG (R

b o Cmax tmax* AUC tis

(mg) (ug/L) (h) (ug-wL)| (h)

100 6 548 1.00 1220 1.88
(33.2) (1.0-3.0) (239) (14.8)

200 6 1250 1.25 3280 2.55
(47.3) (1.0-3.0) (33.8) (18.6)

400 6 2730 1.00 7210 2.78
(35.1) (0.5-4.0) (42.2) (14.1)
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FEAT FEERE BT, AFI100. 150 3X13200mg (7
LVAD) Z1H 20 KERIORS P Lz &5 v b
L7 F=TDPKNFGA—FIIUTDOEBY) THo
2o PSS bL 7 Fo7REIRSSHOHE T
WCREHIRREICE L7z AHI100mg % 1 H 210 S A%
OG- Lok b58HHICBIIs5u L7 F=
TOEMFRILIITH > 7=MEATF—%),

BAT G GRATCV%) . %1 ¢ rpryefii (FEPH) . %2 : n=33.
%3 :n=3, ¥4 :n=5. %5:n=4
16.2 TR
16.21 NAATANALFEY 5+«
TR NGBS, AFAI100mg (7 7 IV H) % Hilulfg
35 L7z Eoifid 4+ 74 58 7 4
1332~37%Tdh o 7-(HHEATF—7%),
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TEHERE AN18BILZ. AAN100mg (FH 7 & IVH]) % Ha
BOEG LA &, ZEREG T2 5B
B ICBIFAIa L7 F =T DOCmax KO
AUCLa DEMEM O IX. FEF10.656 K
108 TH -7z (HEAF—%),
16.2.3 A7 BT 2 BREIOHER/NA A TS S
EUF«
TERE A 18BIIC. AFI100mg GRA]) 2 Halke 4%
L& &, 77 2VAIR S5 § 5 A3 512
Bys5ua0 bl 7F=7DOCmax L TAUCL D
fE D IE. TNEFN136 K TU1.04TH - 72
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HBEHIBLTH o 7= (BEANTF— ),
16.3.2 ANy =
In vitroiBRIZBWT, Sa bl rsF=7or Mi
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16.3.3 Mk ~MiFhiRE L
In vitroiEEIZB VT, Sa b7 F=TOIME
MAE R, K09TH - 72,
16.4 L3
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\ZCYP3A4/5H 535 2 LAVRE N7z,
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BRI G Lz &, #5240 % F Tolmighic
FITREALR R Fo- 7 V7 u v HaER (e FaFy
Yoy Y- RETOWRBIER) PR S
(M OB EAUCICN T 5 HA51E. ZhZFh
195 1°26%) (MHEANTF— %),
16.5 ittt
e 6B, [MClFu b L2 F=7100mg% I
EFREOER G- Lz e &, #5312l £ Clcixy- Lz
B BE D58 1 U839% A3 % A2 3 v L ON IR i HE
ENTHNEANTF—%)o T, Pe548M % T Tl
Pe 5 U722 iE 0 20% 2 R B btk & U CIR A Iz
Sn7zHEATF—%),
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AAN00mg % WRIRECE S Lz & &, EHEiENIE
W B (8B) g A M BN # LB E T 5K
WERBEETLIREG) OSSR N LI F=TD
Cmax X FAUCLs DEMFEHEDOIIZ. ThEh
125K 140 CTdh o 7= BHEANTF— 7)o
FiaEEERE
AAN00mg % 22 IR I BRI G- L7z & &, BT
BEAE 25 17 2 g (114610) 103 % B (Child-
PughZ-BA) OFHEERERAE Q@) OFa b L >
F =7 DOCmax L FAUC .« DB F34H D ik,
FNENLI4L L3I TH o 720 BFBEBEATIE R 2 Bk
B (11480) \2k9 % 48 B2 (Child-Pugh 43 $B) &
R ERE @) DS a b L 7 F =7 DCmax
M OAUCL DM FHEDO X, ZhEN114)
U198 TdH o 720 IFEEREASIE W 20 BB (11490) (25
§ % W (Child-Pugh%-JHC) O T B fE k& B (8
Bldsa b Ly F =7 DCmax e OTAUCs D Bf
SO, FNENLS2KU819TH - 72 (Jt+
FAF—%), [931 B]
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M1 n A UL E215% DT AT W g 3 i
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100mg) GEAIE A 72 VA %1 H 200 SRR 8%
L7z E05u bl 2 F=2TDPKIT X —% 1%
UToLBYTHolo MNEBEZDOCmax L
AUCIE, AAI100mg% 1 H2M AR ORS- Siz
BANBEEHBETH > 2(OMNEAF—%),

s | N Cmax tmax™! AUCu tie
(ug/L) (h) (ug-h/L)| (h)
CAR 2 15 867 1.00 2220 212
#1HH (61.1) | (0.032.22) | (764) |(35.9)*
HAY- L 7V 6 854 0.500 1470 2.30
H1HH (439) |(0480-1.98) | (281) |(154)*
FATEIG0E (BATCV%) . %1 - FrJefili (FEPH) . %2 : n=10.
3 1 n=3
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DCYP3ARLEHA) (400mght5-#12200mg 2 1 H 1[4
)OS P L7 F =T DOCmax L
AUCDBTEM O IZ, FNZEN1.86% 1272
Tholze T, WEZ TOARA (100mg% 1H2M
Be5) MM GRS 5 IV F 7T E L (MRED
CYP3ARI%EH#]) (60mg#% 1 H3m %5 ) P A0 5 1
L 27 F =7 DOCmax Mt WA UCLs®D HA] I D
Hix. ZREN1T8KU255TH - 720 [102 BI]
U77oES  (REHRE)

TR AI2601CY) 7 7 Y ¥ 3 v (B 7 CYP3A
A 600meZ 1 H1EI11H B RBREIPS- L. AA
100mg % HiEREI# S Lz & &, ARH| HpP 5w

5077 vy UEHESKEOSO ML 2
F =7 OCmax B I AUCrs D B FEEO L 1Z .
FNZFEN0.2931.0°0.192TH > 7= AMEANTF— %) o
[10.2 Z#]

1674 T 7 7EL Y
PR REFVICE SV Y I 2 L —
YaviZBwT, WEZTOARA (100meg% 1 H 2/
P ) MR 5527 7 €L vy (WL
DOCYP3AFEH]) (600mgZ 1 H 1M, ) i s
50 L7 F =7 DCmax L WAUCLD RT3
oz, 2N ZFN04005028TH -7z, [10.2
2]

16.75 I35V T L
TR A 16BIIC A 100me % 1 H 215110 H 18 A%
%5 L. 3%V 54 (CYPSADIE) 2mg % i
OG- L2 &, 37V 5 LM G
LHAHPHESGHED I ¥V 5 LD Cmax L
AUCLDFBT ¥ ED X, FZN1.68 %177
THolWHEANT—%), [102 ZE]

16.7.6 Z Dtk
In vitroi®BFITBNTC, SubLr7F=71F, P-gp
B OBCRPOIEE TH 5 Z EAVR S N7,
R A126012Y 7 7 » ¥ ¥ v (P-gp L O"BCRPHH
EH])600mg 7 HLEFEIB 5 L. A#100mg % Hil
OG5 Lz &0 RA MG RECHT 50
77 vEY VBSOSO N L 2 F =T D
Cmax X FAUCL DEMFEHEDOIIZ. ThEh
1798 U168 Tdh - 7= (MHEAF— %),

W) ARKORBHER ORI, KAICEIa bLrF=
7 & LCIM100mg% 1 H2mFE ¥ 5. /AN EIZiE1m
100mg/m?*(ARFKIEAE) 2 1 H 20103 5- (7272 L., 1M
100mgZ #8272 \W) Th b,

17. BRERRIE
171 BIMRORLHICEET 258k
17.1.1 EEEFESE I H:5%
121D L ONTRK# G @815 T- Bt o 4T - 150
FEIEREBE 2 04 & LB IL R & TR B
WT, NTRKRGBIZT O #AT - OB
o EE11661 (9 B HAR A3 A A 100me % 1 H 2
BRI G- U722 3. AR AT RIS B %
RECIST ver.1.1IZ 30 < A7 EHMH 5& 12 X % 28 %)
K 1365.2% (58/89%H1) (80%M= X [ : 57.9~71.9%)
THo72o
1) BT S ) 202 & 0 1581 (16.9%) 235545 28%h &
HESN, 9 BN EHIYILE % 5215 9% B4
HISEEZERMATRER S iz,
¥ ! NTREKBA AR T- 5B S 72 A g 1 oo
CLIAFEGEIA O A i ASRFEFE T D o 72261 (F

AR B O ) % 2
- LRI 05 (%)
w /R BRI | (80%1E X 1)
T/ NI 3 /9 778
(51.0. 93.9)
HUIR A 68.4
13/19 (51.1. 825)
A i 789
15/19 (622, 90.5)
S 5 I 375
3/8 (14.7. 655)
W 9 875
14/16 (70.0. 96.6)
IR E 0/2 0%
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sa b L 7F=FX, in vitrollBWT, TRKEMA ¥
YN w23 A e N IE/NHRE Bk CUTO-3.29

S ZR RN (%)
/R REBIR | (80% 45 HAIX )
A AR R BT e 17 143
(15, 45.3)%*
[ 429
6/14 (24.3. 63.1)

K1 BEEBRPDVPBTH o 72720, FBEXHIZFRL

TWir\»

2 1 RANOZEHEIZIED CIRRFE BRI H 5212 X 2 Rk

FIVER BB X, 81.9%(95/11661) TH - 720 F
ZEIEE. RS 3261 (27.6%) . ALTHY
3161 (26.7%) . ASTHIM27 (23.3%) « 9572241
(19.0%) . fREBIM1451 (12.1%) . 5 W 13450
(11.2%) . FEAR1261(10.3%) . H.0 1261 (10.3%) T
Hotz. [6.3 BHE]

17.1.2 EEHEESE 1 / 158

2R T OMEAT - BROBIEEEBEHE ZNGH L L
FEIRSIER 4 T/ T MRBRICB W T, 73BT AH
100mg/m?*% 1 H2lI# 108 5- (7272 L. 1M100mg%
W2 w) Lz S IAS— M CTHMMERITER &
L7 NTRK@A BT EE36HI2B T,
RECIST ver. 1.1 20 < 7 53l k) %€ 12 & % 2%
H1388.9% (32/36%1) (95% 1= A IX [ : 73.9~96.9%)
THo72
) BT FEA AT & D 861 (22.2%) H35E 4z Rl & HI
FEE N 720 MALFHH 2T & 0 #r5sh &k
SN 722481 (66.7%) D ) HABI K OV & H5E &
N72361(8.3%) @ 9 H1HIIH R LIE % )%
M EERDVMHER S NI

AAR. © MRSIE - 00 B SR KM 1200 R bk 55 1k
L CHmMGIE 2R L7ze 72, SublosF=
T in vivoll BT, KM12, CUTO-3.29H0 bk
AR TEBMLZX— FY 2128V, BN
PHER 2R L7z,

19. FRIEA ICBE T S IB(LFERFER
—fkERFR : I MLy F = 7B (Larotrectinib
Sulfate)

124 (35)-M-5-{(2R)-2-(2,5-Difluorophenyl)
pyrrolidin-1-yllpyrazolo[1,5- a |pyrimidin-3-yl}-
3-hydroxypyrrolidine-1-carboxamide
monosulfate

DFR - CaHnFaNsO: - H:SOs

SFE 52651

MR ARRIZA G~ UIRALADFE B OB KT
H5bo

L& -

- RANE | A%
VAR EAIE | (95%13HIX )
LIEAAEAI 1000
2222 (84.6. 100.0)
A 721
il (39.0. 94.0)
R | o 375
(85, 755)*!
5 1/1 100.0*
2 Rk 1) 3% 2 I 1/1 100.0%
PR 0/1 0

1 1 RANOZHEIZ IO IR E BRI 52 12 & 2 R
K2 BEEBRPVPBTH 72720, FBEXHIZFRL

21. ABEH
21.1 EHG Y R 7 EHE 2 o b, EWICERT S

NP

21.2 FN CTOBRBIEFIPBDO TRONTWA I L9 D,

BEWIE . —EBDIEPIIRD 7 — F HBER S
% X TOMNIE. A B 2 0k QA R A % 9 Htd
52 LILD . AAOMHEMEE O RNz Lk
ToHLEHIT, AAOREERTAMECHET 2

TV

RV SEBUBE X, 66% (48/7381) Tdh - 720 £
RIVEE . ALTRIM2251 (30%) . ASTH 174
(23%)  AFHTERIRA 1661 (22%) . F L ERIKA 101
(14%) . BB (12%) . EL8BI(11%). M ALP
BEM7H1(10%) . HER7HI(10%) TH 720 [5.3 5
]

18. EHIT
18.1 {E AR

Sabl2rF=Tid, NTRKEZFHPI—FT5 b
ORI F Y UZERFF—E(TRK) 773V —% >
NroFuy ¥ =iy AMERTEAT S
KoL Thsb, Su by F=71k, TRK#E
Gy oo vBbElHEL. TRO Y 7 FVE
ENTO) Vb HET S EICX D, EEHE M
WHWEH 2R3 EEZ N Twh,

7= 2 RPN L. AH ORI 22 e
BEE#LsZ L,

22. A&
(G714 vy 7EHTHEIL25mg)
5648 TXN[TFTAF v 7RIV, NT]
(G714 85y 7EHT+EIL100mg)
WBHTENV[TFTAF v 7RIV, NTF]
®k560 TNV TFTAF v 7RIV, NT]
(G714 +F v ERAK20mg/mL)
50mL [1)K]

23. EEXWk
1) Smeyne RJ, et al.: Nature. 1994; 368: 246-249
2) Klein R, et al: Cell. 1993; 75: 113-122
3) Klein R, et al: Nature. 1994; 368: 249-251



24. X RERVBEOEDHESL
SRS R
WA ZNVEGRE - AT ANV, VT A= a v
T530-0001 KBt AL X A — T H 43595
NA ZIVEREEHERESO BEEDEE
7 550120-106-398

26. BEHRFEEEE
26.1 BhEERSETT
NA VIR S
KB AL X Mg T H47%9%



