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DEWRE, BEETHTICE, REFBHOIE AT — ¥ | LZ80
BAEABOBE SR, BBRERILESHOR 5 X 7 b — X $E240mg

BEEOENEREEITI &, T FISAEMHIR

. 2 | FRdE e A _ = < o
ARXFZhICETZEROT T, MEMMARS o FI | FEEEOBIEO 7 1 VAT —F 4 ¥ 7§

NEELEEARBECET sBEE TS L, SRl Sl L
(8.1, 9.1.1. 11.1.15H] S 7
1.3 ARIE5RIARTIC. BBCTRERVMBEEMRL . 240 Lb @
EEMEREOESHNIIREEROEEZHERL L
T, BEQOTREMECHNT 5L [9.1.158) BE | BF | peon | Sk
1.4 PIN AT (BaFHEEBER) EOHAREICE hxx (mm) | (mm) -
V. REEIRIMEERVCHERESZ SO HRMEE 196 | 96 75 1.1742
REFBS5Hh, RCLE>LERFFBESLTVS e~ | 220
DT, BiRMEEREOREECEEEEZHEIL/-L
T, BEDOFBZEEICHIMI S &, £/, FA 4. SHBEERHE
BEFEIBEOREBZTHICHEL. TROER - = = v pE <k = N
ok R A e s 45 EGFAR(E T RRIBEO IR - BROF 10
EREIPEOLNBBERERORBISEET I &, -
[7.1. 8.2, 9.1.2. 11.1.288,] 5. MBEX IR ICEHET 5FR
5.1 T %88 % A3 2 WA E I 2 B 5 A
2. BE(ROBEICIIBELEVNIE) &Y EGFREIRTARVHER S NIZERLITKG TS
KHN DB U B O BEAEIE D & 2 B % Tl MRSz o TUE, KRR S ARSIV T R 38 i

SUSESRESET A WD 2 L,
) KRR S 72 RA N5 W I 38 it JUE B 2 L2 B 5 B 1

3. #RL - PR SUTHE, UFOY = 794 bbb AFIHETHS ©
3.1 #Rk https://www.pmda.go.jp/review-services/drug-reviews/
B 75 4 5 27— Z580mg 5 2 7 b — Z5240mg review-information/cd/0001 . html
T T 5.2 AANDHH - W EABIIEE & LT ORI R 54
SENFZTRYNEE | T ENF =T A VB FHESLL T,
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(Z7E¥VF=TLLTC|(FEVF=TLLT 6. Fﬁ’f‘&uﬁﬁ%m_ . N ) o
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8.1 MBI EN D S HLNEZ EWH DD T, MHHEIR

(NP0 PRI . i, FEERER) DRl RE R OF o 0 10 7 S 0 o 5%
BAEOFERS. B2 512179 2Ee BEISLT,
BIRIMAR SR 70+ (PaO2) « BYAR MR AAA1KE (SpO2) « Hififid
SR MR 5 87 (A-aDO2) . Mfifik#iAg /) (DLco) 5%
ORAEZITH 2 &0 T72, BB L T, WIHERD &
ORI EIE, BN IEREE ST 5 L) R
YLk, [1.2, 9.1.1, 11.1.1=MH]

8.2 7INV <7 GEIATHIEZ) L O HIC L Y EFIRIL
M SEARE O S BUBE 23BN S 2 @A SFEO 5N TV 5 D
T IHHER CFE O - 3, 2280 R, B
. WRSE) OMEER R OSE R 72 e et o FEhss ., 8l
BhATIIT) S ko F7o. BEICKR LT, MRS
HoHbNGEIIE. ER P ICEEREE 22T 5 L
RES Lk, [1.4. 7.1, 9.1.2, 11.1.2&H]

83 HEDKFEENHLDLNLI EVHHLDT, L
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1. BER

ROBWEHDHS5bN D EHNHDLDT, BgE 4512
Tv, BEDPRO LN E I 3kE 2k 2 % &5
iR 4TS T ko

1.1 EXLKEMEA

11.1.1 HEMMNRE

Fitifi 7€ (1.4%)

B E(1.2%) 8d bbb T L

N bo BENRRDLNTHEIIRH OB 2k L,

BB E RO GEOBY R MEZAT) 2 Lo

[1.2, 8.1, 9.1.1Z%H]
11.1.2 BBiRIEZT|ARTE

il 2 AE (6.2%

1_4%>'}J;1>‘

DRER R AR AE (4.5 %

1.4%) LIRS ERIEDN H S b b 2 EDH 5,
[1.4, 7.1, 8.2, 9.1.2&M]
11.1.3 EbiRIMiEZEIETE
AHNET INY Y~ T (BT & OPERESICB
WO, GDEEZE (0.5%) SO BR MR TEIIED D H bt s

ZENDH B,

11.1.4 FF#BEREE (31.8%)
ALT. AST. VYL E &0 F 720D IFEReR 5%
5bNsIENH b,

11.1.5 EEOTHI(1.9%) %

11.1.6 EEQORERESE
3895 (17.1%) ™, SIERENE 45 (8.3%) F2 S D EE DO
JEREEND S5bILDL I ENH L, [8.35H]

11.1.7 DF£(1.0%)

[9.1.3%:H]

WD) FEBUHEE X, NSC30033ERIC BT 57 I /N ¥ <7 (H(z
TR Z) & OPF IR, A HR SR O NI REH L
7o B, AHIOKRBE NI HE - R, Tiio by

‘(“%%}O

TINY T GEETAIRZ) L oI BWT, B,
WAIZIE TN F =7 & L T240mg% 1 H 1ME 3% 53
%o BB, BEOREIC X ETHET 2.

7:2)NCI-CTCAE®DGrade 3Lt 0> Bl F 4

1.2 ZOMOEHER
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109% Bk 1%&? 19 i
JERYE M OV | VB 4% (65.1% )
e
P OV | PRk
e
WRRREE | SR (27.3%)
R P

109 Al
1%V 1

M -

10% L L 1% i

A5£(39.4%)
THI(22.6%) .
b, fER

392 (68.4%). &
Ttk 98 (31.4
%) Bz H EC R | RMERS
(22.8%). %9 Fe | EMBERE,
#iE(20.4%) 9z

RHEE, T+ | VR iR, FERR

BEJE M OB
Ll

WEER R
O L
—fk - EHEE
E ] O 55
i DIREE

14. BRAEDZEE

14.1 EBHZMAEFOZE
PTPAEDOEHIPTPY — bS5 H L TIRH$ % &
HfES B L, PTPY — POREKIZ L b, TEWELMAHED
HEERE AT A U, T3 L& 2 L CHERS i 44
DEELEEEHIET L DD 5D,

16. EYEIHE
16.1 Mg
16.1.1 BEIRUCRERE

H A NDALSFREIE D & B EGFR# {578 Tl D VI B AN g 72 HE
17 - P30 IE/ N B (550) 12T ¥ v F = 7240mg% 1 H 1[A]
BRI G- L7z & & o, fIEFES-% K O AEHE S22 0 B o 14
HT BT = TRENERE L O BIRE ST A - I T LB
THholzo HEG2HBIZBIT I ELVF = TDAUCIZHD Bk
R(33.06THo 700 ¥

57 MEITIE FEB

800
=)
£
& 600 o WEESEH
" ° REH522AE
H
T 400
h
=2
:F' %
IN 200
#+
&
.g /
0
0 2 4 8 12 2
¥R (h)
mighZ EIVF = TiRE#
SPHME = RS, n=5
xR TENFZTDEYPFENIXA—4
H5E H % Crnax tmax AUCaun
(H) B (ng/mL) (h) (ng - h/mL)
1 5 451 =260 2.07(1.98. 7.98) 3,360+1,314
22 5 568 = 200 3.88(1.97. 8.05) 9,293 +950"

I = EEHARTE . tmal 2P GRAMEL EAAE) . % 2 4051
¥ 72 EGFREGTERGEOVIBRARE 24T - F38 0 IR/
filids 12 T BV F = 720~320mg™ % 1 H LIl SRR 135 L 72
LE, FTENVFZ T DCmac e CAUCIE A 12 BB L C B
L. 9ENVF= 754150 B  CIOEFREBICENE L2, Y (Ut
EIANT—%)

16.2 B4R

16.2.1 BEOHE
TERER A (2461) 125 €V F = 7240mg % BRI 55 Lz & &,
ZEfE R 5% T A SRR BG5BT 5 T XV T = 7 D Cuax
Je OSAUClase D AT FIIMEO 1L, 210,934 % U1.14TH -
720 ¥ (BHEANT— %)

16.3 9
EGFREARTZ RGO UIRAEE 2 AT - FEROIE/ NI &
F(4B1) 12T BV F = 7240mg % RSP Lz & &0 5
F T DBRNTORTEREFL, 264LTH o720 FHEATFT—%) b
MIBITZTENVF =T OMBERERAKEEFL99.2% Th - 72 (ex
vivo) o



16.4 X
FENFZTRELITNVYF A S- b T AT 2T —FMI
(GSTMD) %A L7z Vo F 4 UG I X DS, CYP3A4%
L CTORBEND (n vitro) o [10. 2]
FEHER (8B1) |2 MCHERE L 72 5 £V F = 7240mg % H [l 5% 1% 5-1)
L7zk &, H5240 0% CoMmIER I3 EISRELE K O3
WEE RS R WIS F o Y HERORALRHY (M12) 23 &
7z (M4 PR U AE LA 3 2 dl A1k . OGSTMIIER BRI 0@
GSTMIKIEM 0 B H T N2 NDA1 .0 U23. 6%k N2 @49. 3%
019.6%) . 7 FHEANT—%)

16.5 Hkittt
fREEERE N (81) (M CHERE L 72 5 BV F = 7'240mg % Hi[AI#E 1 5-1
L7zb &, #5696 % TORP R VIRFIZ, HHGEOZNE
186.2% (RZEALARE LTE%LAT) J 103.54% (RZ bk & L 0.2
% i) AR S I 7ze ¥ (HENF— %)

16.6 HENDEREFT 2EE

16.6.1 FFigaep=
F XN F = 7160mg % AR IPEG T L7z b & R A (861)
\Zxt9 % A EE BT R RE RS 2 (Child-Pugh4348B) & (861) 12 B %
Cras 2 CAUCKD M EIME O I, FI210.796)% '1.03TH
5720 P BHEANF—%) [9.3.12HH]

16.7 ZE4HEIER

16.7.1 41 bZaFV—JL
TR (15B0) 124+ 5 24— )b (5RVCYP3A R E#]) 200mg %
THLEE# OS98I F = 7160mg % HalFE 4% 55 L
Tl &, TENT = THME SRS A4 N7 a3 = ViR
D T IV TF = 7 DCmaxt FAUCLa D AT I i 1
ENLIIKVL.A6TH -7z 0 BHEAT—%) [10.28HH]

16.7.2 Y77 EY Y
R (1660) 12 7 7 ¥ €3 ¥ (i CYP3AFHEH]) 600mg % 1
A1 EEREH%S L. 7 ¥ VT = 7240mg % HlEHE 1355 | 7=
L&, TENF S THMES RN A 7 Y L BERRS
B D 5 BV F = 7 D Cras i AU Crase DT FEIE D L 1Z Z 2
0.282].70%0.162Td - 720 ¥ FHEIAT— %) [10.25H]

16.7.3 T77EL>Y
RS BIREE T VICE SV Y 32— a Y IZBWT,
7 ¥ )V F =7 (240mgk 1 H LAl AR 135 5 ) HUARE: 5 12k 5
LI 77 EL Yy (PREODCYPIAFEHR]) (600mg 1H 1K
ER 5 fE A 50 5 BV F =7 D Cmax J2 FAUC au® 541
FHEO L, OGSTMIIERBR K @GSTMIRIEH O F T
ZNEND0.68 % V0. 563 I@0.56 % 1°0.41 & fiEE S iz, W
[10.2&H]

16.7.4 34V 5L
RERER A (1911) 125 €V = 7160mg % 1 H 1Ia] SR %5 L,
345 A (CYP3ARE) 2megx HEAREIIHELG Lz &, 34
T AHME BRI T 2 TV F = TSRO I VT LD
Cras % WAUCLs DT FEIGME D 1T Z 211 .39 U1 .47TdH -
720 2 WEIATFT— %) [10.2%H]

16.7.5 OXNZREF>
R (1961) 12 7 ¥ )V 5 = 7'160mg % 1 H 18] SR %5 L,
T ANA % F >~ (BCRPIEE) 10mg % 45 Lz & &, O A
INAE T Y BRGNS 5 T YV T = TR G0 T 20N
A8 F ¥ DCrmac X WAUClase DFM IO ST ENEN2 24 O
2.02CTHo70 P BHEAT—%) [10.25H#]

16.7.6 Z Ot

) A FFILI >
REEER A (1961) 125 €V = 7160mg % 1 H 1Ia] SR %5 L,
A NEV 2V (OCTIHEE)500mg % KAl keI S L7z & &, 4 b
RV VHMAER G5 T BV TF = TGO 2 Rk
V2 Y DComax L AU Crast D FAT I O 13 2 210,809 & Y
0.943CTH -7z, 2 FHEANT—%)

(2) Z Dt
TEXNVF =T EP-gpDHETH DL, T2, TENLTF =TI
UGTIA1Z % L, CYPIA2% FHE L 72 (n witro)o ™
) ARK DA S =l - s, [9ELVF =27 L L C240mg%1H1

MHE3% 51 THh %o

17. ERIRRZIE

171 MRV REMICET 2 55k

17.1.1 ERHEFESE IHEER (NSC30035858)
(LS HREIE D 72 WEGFRE AT T2 Bl ™ DY) A RE 22 HE4T -
FEE O IR BB, 07480 (H AR N8B & Ee) Z 12, &
FIFD L 7 3N &7 (BT 2 )T L o PSS (Ami/Laz)
Lo Y ANF =T (0si) BHEGF Ilg T B SR AL LR R 2
G L7z
FHEFFEMIE H Td 5 EH T AL PR 5E 1 & 2 G A A I
[ oefiti (95% (EMEIX M) T1d. Ami/LazBET23.724 J (19.12~
27.66% ) K UOsitET16.597 A (14.78~18.46 5 J) TH - 72N
HF— K 0.70. 95%5HEIXHE 0 0.58~0.85. p=0.0002 (@ 5I=
75 v i), 202348 H1IH 1 v AT ], W

100

80

60

40

IMBEFE (%)

04

°o 3 & 5 ot 5 w® 2 @ =z @ ®
s (A)

Amilaz 429 391 357 332 291 244 194 106 60 33 8 0
osi 429 404 358 325 266 205 160 %0 48 2 10 0

Subjects at isk

—— Ami/laz ----- Osi

A E A 77 B (D Kaplan-Meier i [NSC30035t52]
D EGFREGTHMRZRTH 5 T 7 v 190K 4% (Ex19del) 25 5 31
L7 » 210725 (L8S8R) HSHEB ML IR 4k THERR & L7z BB ATHLA
Anbnsz,
7£2)240mg % 1 H 1R %S L7z,
H3)4MM ALY A 7 v L, AREFNCLLT O FE: K O & C il L
720
RESOkg Rl D é 144 2 )V HO1H HI2350mg. 2H H1Z700mg.
SHH. 15HH. 22HH. 2% 4 7 )VHLEENIHH, 15H H121,050mg
HREOkgL L4 14 7 VED1IH HIZ350mg. 2H HIZ
1,050mg. 8HH. 15HH. 22HH. 2% 4 7 )VHDEOIHH, 15H
H121,400mg
#4)80mg% 1 H 1R %5 L 72,
Ami/Laz #4210 (H A AN 2961 5 E) 740861 (96.9% ) |2 EIVEF AR
D HNTze FREWERIL. J895288050 (68.4%) . JNFH 427441 (65.1
%) ITN16651(39.4%) . SHERRHER 413261 (31.4%) . ALT
Hin12061(28.5%) TH - 72,

18. EEhEIE

18.1 1ERHF
AFNE, GEPERIZE R (Ex19del & OFL858R) # A3 HAEGFRF 1 & »
¥ — B N IE IS R OT7T90MZE B % 4 AEGFRF 1O &
VEF—BIIH L THEER A RTZLICE D EGFRERTE
BAHTHEREOREA T AL EZ LN TS, ¥

18.2 HIEEIER

18.2.1 in vitroXB&
A#E. EGFRIGEM M Z R (Ex19del) % 4§ 5 I/ i 45
(NSCLC) HIsRPCOMH AR, i ONICEGFRIG M/ 28 7 (L858R) M
O TT7T90MZ % 473 % NSCLC SR H19755M gtk o0 85l % 3 L
f:o 16)

18.2.2 in vivostB&
ARHANE, PCOMBMITHIO7OMM Rk Z B2 TR L 72 X — K~
ZNZBWT, EEHEIEIE R 2R L7z 17 WARKNL, H1975/
ARk % A RBAE L 72 X — B~ 202 BT, B s e H
R U720 1 H1975M Bk S TR B 5l K 7 (HGF) % i@ 3831
SR-HI975MIaMR R TR L 72X — P W ZI2BWT, AH
ETINV I TOUWMZGEENFNOHEMBG L0 b EvE
IR ER 2R L, 2

19. B2 CREY 2EM{LFERIFIR
— ISR TN TF =T A D OVEEKAI (Lazertinib Mesilate
Hydrate)

124 © N-15-[ (4- {4-[ (Dimethylamino) methyl]-3-phenyl-14-
pyrazol-1-yl} pyrimidin-2-yl) amino]-4-methoxy-2-
(morpholin-4-yl) phenylf prop-2-enamide
monomethanesulfonate monohydrate

43738 - CaoH3iNsO3 - CH40sS - H20

i 668.76

L7 N = N R S ¥ SR DY S

[l &= Sevu

- H3C—SOzH * H,0

AR f218T
SEAREL : Log P:>4.00(0-F4 27 ¥ / — v/ KM% ipH 10.0)
IR K 4.5g/100mL

% /7 —)v 0.70g/100mL
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22. A&

(5 X7 IV— ZX$E80mg)
145 [78¢ (PTP) x 2]
(T X IV— X§E240mg)
14%e[78¢ (PTP) x 2]
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HNEE : SELTF =T DTy b ZIRER OCHER T TOMIR
FEAZ BT A BRI (20254E3 H27 H KRR, CTD2.6.6.6.1.1)

WG : SEVF =T DTy ME - JRIEIEAC BT 2 Bk
8 (20254E3 A 27 H KRR, CTD2.6.6.6.2.1)

KR 0 73841937NSC1001 30 5% (20254E3 B 27 H A& R

CTD2.7.2.2.1.3(2)1))

B R YH25448-201 (73841937NSC2001) #5% (20254:3 A
27H&FE, CTD2.7.2.2.1.2(1))

) AP E R YH25448-1015808% (20254E3 A 27 H A&

CTD2.7.1.2.4.1)

LR - AR (20254E3 H 27 H&ER. CTD2.7.2.3.1.2(2))
KPR A (20254E3 27 H KRR, CTD2.7.2.3.1.2(3))
KPR - Bl (20254E3 H 27 H &G, CTD2.7.2.3.1.2(4))
R ¢ 73841937NSC100738 5k (202543 H 27 H K7,
CTD2.7.2.2.2.1(1))

HAEE  EHEN S BV T = 7Y EHRE I KT HE
(20254E3A27H#FE. CTD2.7.2.3.5.1)
MBS ERE TV Y I 2 L — 3 3 (2025
fE3H2THARE, CTD2.7.2.2.5)

MPER D T8N F = TR 2T R
(202543 H27 0 &7, CTD2.7.2.3.5.2)

R T v b AR EUR 2 B TR L 72 3R (202543 A 27
H&#, CTD2.7.2.1.1)

HNEER 7 Iy =7 TN = 7O EO IR
i FE L9 B PR Ik (73841937NSC30035Ek)  (20254F3
H27HAZE, CTD2.7.6.10)

MR 7B VF =T ORI BT B BB 2 IR
kBRI i (20254F3 H 27 H KR8, CTD2.6.2.2.1)

MR 5BV F = 7O % AT BRI 2 IR
SRBRMRE (20254E3 H 27 HKFE, CTD2.6.2.2.1.4)

HPVER D XN TF =T ORI % FATT B ERIC BT % IRERIR
SRR AT (20254E3 H27 HA&EE, CTD2.6.2.2.2.1)

HER D T XNV T =T ORI R FAT 2 BRI BT 2 IR
SRBR AT (20254E3 H 27 H KGR, CTD2.6.2.2.2.3)

R 5B NVF =T ORI AT B BB 2 IR
SRBRAGEE (20254E3 A 27 H KGR, CTD2.6.2.2.2.5)

R 5 BNTF = T ORI % AT BRI 2 R
SRBRAGRE (20254E3 H 27 HAKFE, CTD2.6.2.2.2.6)
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Yoy 77 —<vHAEH AT AINA VT A= avk s —
T101-0065 HEHLHRT-CH X Pl H3-5-2
7)) =% A4 Y 0120-183-275
https://www .janssenpro.jp

25. RIRHEHEFLEDER
RANIHESEL TH 5720, [BAEFGEHEERE1075 CFR184E3
R6HA) D &, 20264F5 H K H £ Cld, #3IX1M14H 5 % BR
FLEINTnb,

26. BERITEREF

26.1

SEERRSETT (BA)

Yoty 77— &t
T101-0065  HULUART- 1% H X VG 11 FH 3-5-2




