B B B s

% A
28.3: 30
SLEBHRE. A H
SRS 3
‘ kol EEEAFK 03285855
FEk 284 3 B 28 H
W E K R
| REFREN FEXEW (B) RE
] K |

BE4EGBEEE - £AEEEREETERE
(& H & &)

U F = T RE O M T o C OB BRI SN T

Y FoTBE (REL : PVF 4TI 7N 150mg, LT, T&%l &
W3,) IEonTik, &R, (27 ) Y F =7 TEREXEIARHED ALK #E
BETF B OURREE R ET - BRO/NHMIE 2 P8EXIEBERL LT
ARLILL ZA TR, FRNC OV, BRI 2 MEMMRER, R
20 QT MBLEES. EERRMEARRETIV R I BHALENDL, %
DERICY o TR, B TROAICOVWTEEESNE LS, BE TOER
BEROERBICHTIRMEBEWVWLET,

ILLIII_[[l

1. RFOBEEFEFHICOWT

(1) AFCOWTiE, RBICIEL, BEFTEE L 5oEMETRL

LI REMAE, E LB THRORESZTOREL LTHL
el &,

(&SR]

1. ER&)A/FHHBEEZREO L, BRI RTDHI L,

2. ERTORBEARBD CHRLOATVWSZ bbb, MERER., —EHO
EGNCRD T — & PEMESh 2 ETOMIL. 2EMAZNRICERREHRE
FEETLZICRLY, FAEABEOTRFR2LET L L bIC, K
ROREERCEHECE TS 7 -2 EHMCRE L, FROBEEEAIC

VESEBEEELAD L,




3. FAOKEN, MEOBE, LERECKEL, AHO Y27 SiconT
B THICEETE HEM - EREHE - FEREFHOVIEROL L TOH
-ﬁbnaia\@ﬁﬁ%m@torﬁﬁﬁﬁﬁﬁﬁﬁﬁzae

(2)$%® %\ﬁﬁii%% ST ﬁ%&uﬁ%ﬁuT®&%Uf
 HBOT, BROBEEBEVTHI L, &3 Z D OER ko
Eahowfﬁ %Hii%ﬁ%éntw:& T |

%il - -

. AENE, BARCTARETE ZERBRICBVT, PALERECHS
AN - BREROEMOD & T, ARESED L HTENSEMIZ OV
TOHBETHZ L, Eie, WRBEMBICENLD, BEXREOREKICED
HROEREETSHRAL, AZEETrbRETHZ L,

2. FEOBE IV MEEMERERSHODND Z L1520 T HMEER(E
CElh, MEEREE, M, BRE) ORBROEE CT RESORER L.
BEETDATH L. REFBDONEBECRAFOREZPIESTS
&Eﬁ@&m%%ﬁbkkeit\%ﬁM%ﬁlﬁRﬁ%nmﬁféﬁﬂ
DTT. MEMMESRSOEEZBERBRRCET 3RR2 AT 2
., (SHBRRUCARCHEETHEALOER>. NEERS, 2.EE
REARNEER]. [4EBER () EXREHER) 0EZR)

(e itz E]

7Y Y F =7 R XL RRE © ALK A R T B O BIRR e 22 1T
BRI/ iiE a :
(% -PRKEETAERLOER) -

. AF OB LSRRI BT B AR U MR LTV RN,
.[ﬁ%ﬁ#]@%@W@%%ﬂb\$%®ﬁ%&&ﬁﬁéﬁ%+%tﬁ%b
e ET. AFBSOBEOERIC OV T HEEICKRE L, EHEE ORI

EIT52 &,

[ REERCHE] : B

EHBEAMCEEYF=TL LT 750mg #1 B 1H, ZEREEORET S,

B, BEORBILYVEERET S,

<m& RAECEETIERLOTERE>

1. BRICAFZRELEBE Cmu&UAUC#t%?éaoﬁi#%é
BEOEEFET 0. REONE 2NN ORAIET S = &, ([
MEE] ODERR) _ :

2. BERIC X VAR ERE, BE, PIETAEAIIT. UTOEELZET



Bri. £k, 1H 300mg CREWESEERBAT. ARERET ST
L, (T2, BERERNER), (4. B/EM) DEBE)

BIERICH T BREE, BRI IE L

EHEED

FRIOE SRR

P B A i R A

Grade [P 720>

‘EPIL,

frifgeem s

* Grade 1L T OASTHE X
XALTHM, A>2CGrade 200

I Y L BN

» Grade 23X 1X3DASTH N
XIZALTHEM, 2»20Grade 1
UTFomPd e rrgmnm

AST #f1, ALT AR O e
UAEHBME Grade 1 L TiC
E#ET2ETHRETH, RETFH
BEITL, 7 ARSI LB
SAEMEACESE. 7 AM
RRATERLEBAIIRER
¥ 150mg HET 5,

- Grade 1A T DASTHE AN X
PXALTEEM, H2-DGrade 30D
e e ) e

- Grade 280 L DASTHIINI X
ITALTHI, S 2E#H RO
LG, 2iF A Tomt Y
A

CAST 380, ALT #8hnk Otfn 97

U #EmAa Grade'l LLTFiIZ
EETHETHRET S, 7 REM
RICER LGS, REEE
150mg B L TREHRT 5.7
AR L 2WESIL, 8
T35,

« Grade 4D ASTHEI Y i
ALT#M, Mo Grade 1LLTF
YRl RV .- - ¥ |

AST HME U ALT 8204 Grade
1 T ERT 5 % THRET 5,
BREFBREMICIE.REEE 150mg
BET 5,

s Grade 40P LD LE L
¥ m

* Grade 2LA EDASTHIM X
FRALTHI, »2>E® ERO
2EBOMPE Y A BN

&‘S‘qj.l}:o

QT FARRER

QTc 500msec A5 2B LL EFR
Do BE

~_—R T A X% 481msec K
CEETAECHRET D, BEH
BiRrICIE, BE5EE2 150me BHE
T3, '

QTe 500msec B, X jE~— R
FAVnG O QTe R

60msec #. 7>-2 Torsade de
pointes, A% L B SRR X

BEHIE,




' 'r&ﬁﬁz‘%}m@ﬁiﬁ ﬂkﬁ: :
A B LGRS -
| #R AR Eﬁﬁf?‘*ﬁ%%‘é‘éﬁ% SRR X ORED 60bpm LU
. REE | EREET B X THET 5. BE
B .| BRI, E%i% 150mgiﬁ
, BT A,
w,é%bﬁgﬁgﬁﬁéﬁﬁyf&g¢k;mmmmmmwm_ww_wm
PETLHGE N ,
Bl - B - « Grade 324 E “Grade 1 YA TICEIE T 5 % TIK
?m CEEIR A SR O | BT 5, BEERBICI BEE
{ERICbhpLT b | 2 150mg RET D,
DA TERNEE '
gk OB ET-2ThH mERaI L hE— AV TEBHET
250mg/dL 2B 2 5@l | hET 5, BEFRRBRE. &5
BT 55B8 2% 160mg WELTHET 3. -
=¥ X | Grade3 LA E Grade 1 L TICEE T2 % Tk
T —EiH E4p, REERBICL, RE5E
m # 150mg WET 5,

¥ 1) Grade 13 CTCAE ver. 4 [THL 5,

2, ERERCBIIAEEFRCETIAHNFEHIEOVWT

(1) SRBEFICHAZRETLIGE

X, BEICHL, mFETkiE, -
EL 3 1@&%&ﬂ%h%f5$ﬁ%&ﬁ$ﬁ%®ﬁ%%”
e BT, WRIERTARABEELAE I BEFHE, RAERES
mﬂﬁéﬂtX%(HTrvﬁTJTF%ﬁwﬁ_PJkwo)
v i B R | |

(2) FHNZOWTiIL, BEER, EREHFESOMRE, FOERUVR2ED
PRI\ C A B yRR (BEF 35 ﬁ?ﬁ%%% 145 B) 879 £RESE,
AMMEEFTHIMBEREREICH L., RERER, —EHDE
WK%%?—?ﬁ%ﬁénéiﬁmﬁi\éﬁm%ﬁ%:Eﬁ&%
EESERTS) LOBBEMTEOT, TOWED EHIZ W RE
WiEWT L, '

3. %Hrkﬁéﬂﬁ%%ﬁwmﬁﬁ%
(1) AFiz, EXR, EESEZ08E, FHERVELMEORES

By B RS 10 4% 1 BICESAFEERRIC

HREENTWS



b
&

(2) EREBTBAFOBEANCH - Tk, [IHF 4 7 RRERD —
K] #BERFRLTCVALIL2HERT I L,

OTHY . AFOFRCHZ- T, DFEOHRRLZEET S

(3) TOHT 4 THREWRI—F] 2BZL2hoLBHEITOVWTIL,
BAERLZERTHIIOFEL, HRE LTREXNRREK LS
BLER, BAEZZATEZE, £, RF 205 L EEHEE

LAROERM% Y. SESHEELEFICERTL L,






(2016553 B fERE (FEEAR) )

_ | BFEEESIEES |
iy - ] . _
N mgggggggg Mo+ —HERH P
pr— (EE-EMEONFE LV ERTHC L) iég‘:;ﬁ FMERRRE,
‘ —
A RRO AR CHhT 4 7%h T4 150mg Ty By
ERT Bz L -

ZYKADIA®capsultes150mg

BUYF=_THhTENL

{b NOVARTIS

(%]

1. Fflidk. RBBITHSBETEIERERICELNT. 24
feEfEIc+Suam - BRERDEMOL LT, FME
AT E M ERDERMCOLWTDOHFB/EFT I L Fk,
SHMMMICELS, BERIZEORECHMILR UARE
*+4REL. REZATHERETHI L,

2. FHOREEYMREMEBNBHoDNEZLHFHLD
T, HNER (YT, FEREE. E. M) O
RUMBITHRESORELZ LS, ARETHZTICLE R
HHABH o REICRERORE ERILT 5 L#0E
ABETIC & e, BROKZARIZELICHT D
EROTT. MREHEBSORRZIEARRINT D
BRE+THRITS5C L. (<BAERUCERICHET S0
LOER>. MAREE) . 2 RRCEXNER) .

[RERURAR]
BE. RACFEVF=TELTIOmgE 101 0, ZHECE
AR5 5, 8. BEORBIIIVENERY S,

HERUVARICNET SRALOEE>

() RBEIZFFEEE LBE, CmaxRTAUCHE AT B ED
WERH D, RFEORRERIT LD, EFORIH2RHEL
MORMAIET - L. ( [REBR] OESR)

(2) BHERIZ X 0 FA 53R, W&, PIT388I03, BTO
HiERZZRT AL, T, 1R00mg TR G AR B E

r4. BHER (1) MAZHFRH) ORSR)

[#E (ROBECEZBRELEWIE) ]
FH O x LiREE OERREOH 5 BE

(4852 - ¥R

[Tk DhT+FhFTE)N150mg

Ay BRI T EARE Y F =7 150mg

EAE—2A, E FEFoeEro-—-A, 7
T TN a— BT R ) TARTFT Y LB S R

Wt UL, BRSO
BT RNKEICE T F e, BILFS Y, FEIEE
il
AR ¥y v THFERER., KT  PABRTEHOES
EF e
REY |BEORE

A= — I NVRLDK 150MG

KEE (39) |REE:233mm B 86mm BE:0403g

: [ izHM]
VNI FLTTERERZTHEOAME RETRIEOTR
FRELS 4T - BRODIEN RN

AR IEZHMICIET S AL 0N

(1) ZFOFEHEIEERIEI S T 3 AR TS TR
LTS,

2y [EeERRRER] CEOMARFRHL. FAOFTHER UL
BB L LT, FHLACHEROERIZ OV THE
Hichit L, BEBEFOBREITIZ &,

| @R

it FEERPILETH L,

4. BIfER] DRBHE)
N{ERAICH T Dok, RERUDIEENE

( T2, EEREARNOIER) .

e o AFoESEWME
MR &SR | GradeZ b E Rk,
At BERES e Grade 1LA FDAST | ASTHIIR. ALTHAM
WM PIALTHM,. | ROmH EY e
HoGrade 2 M | BN Grade 1EL T IZ
(S )i FEIfRT % % CHRIET
« Grade 23X [I3DAST | 5, REBRHARICIL,
BB ELALTRN, | 78 BEAPIERR L
HoGrade 1L F O B S IREERT &R
e e D i SR, THRIZ A8
bl ' ZTEHRLEBEIT

R E% 150mghiR
13,

« Grade 1ZAF DAST

ASTHEIN, ALTHEM

WINRIZALTEM, | RUMPEY L E
#Hy2Grade 3¢, 1 WA Grade 1L FiT
B YA e E B 5 THhET
« Grade 25\ LDAST | 3. 7THRLIFICEESR

BN X ALTHIAN.
olER LRODLS
&8, 2FLUFom

L4, #5E
150 mgRE L TE
SERTS, TARLL

ey e R MR LiWiEE
i, B5pibd s,
¢ Grade 40 ASTHIN | ASTHEIRR TRALTI®
SRRALTESAN, A2 | I0A3Grade 1ZLTiZ[E
Grade IA Foms | #4532 CTHET
E DAY 5. BEERRRICE.
#EREE [50meiE
T 5,
o Grade 40P EY | #EFIE,
e S
 Grade 2L F@AST
B IZALTHEM,




a0

FH o5 RN

PR BB
BomFryarre .
e

TR

QTe 500mseciBA32/E

| R ohiiEs

_—RFA X
48 I msec Iz HHE
+ 5% THET B,
RS R B
HER/E150mpiR T
Be

QTc 500mseckd, i
R R T A YD
QTciER H360msec
#8, H->Torsade de
pointes, ZHAELE
PEBERR L I BT

ek,

IROERE - EREE [

HoHhIEs

iR

EEETHREET
LEERER

HEE A LR
A360bpmEt EIZ[EITE
THETHEST S,
WEFMRRICE, B
5% 150meli 5
B

EayCfalEdid Y B
BERFBETIEE

TEHL,

D - MR -

T

e Grade 38 E

o« FET A2 HIHAI T
IEmHOERICS
piLViLS m T i R
T—TERVE
..

Grade 124 T E14E 3
HETHRETS, &
SEMC R, 5
2% 150mgEi BT 5,

BWYREERET-T
H250mg/dLE B A S
L ES SR T 53

&

fpEdR = ba—a
T& A E THREST
%, B E-ERERITE,
BEEkT150meR &
LTHBY 5.

CHITEFRBEEER T AL BREERET L, B,
BECTHRES OERR L. BEFOREZTLA8E T L.
MBI CCRIIRMIEHSE (Pa0,) . BWRMBEHRAAE

e (SPO,) - MR SBHIR MR IR ST FEREE (A-aDO,) | AR

BN (Dleo) HOBMEEITIZ &, (KABRUTMRICH
HEZHEREOEE>, T4 BHERA (1) EXAGEWEA]
DIFEHR) '

“ (2) ALT(GPT) | AST (GOT) . BEUAEVEDLREHESD

FFREERSL LIS - EAH S0 T, AFEE A
B UAERR S IR FERRERITV., BEORE
FHSCEET L. (<ABRRUCARCEET 5ER
toEE> T4 BHER (1) EXARHER) OHER)

(3) QIHIMER. BRBHEbAS - LRhE0T, FARE
B EUARARE P IESNCLER R CERERE
(FU T A VR Th, ANy hE) 2170, Fik,
FRta. MEREZITY 2L, BHFOREBE2+2CHETS
Zk, ¥, SECSCCEREARET L LB, QT
RRIEE. BRIRAH EbNABE TR, FFEKRE, B
R+ 5 ENzAERT L. (<AERUCA
Bio@EsaEREtoEE>, 4. BEA (1) BEXAE
{ER) mIEBH) .

(4) BIERHLDNEZEBHI0T, FAREHBEITEY
FHREEFIERACAEEFRET 2L, BFORE
Flo@ESETsn s, (SHBERUCHRICHEESSER
towE>. 4. 8tER () BERZEIER] 0REEMm)

(5} PA—¥, FTIS—¥REMTLILBEHIOT. 548
TR UEANR S R I ERICRE 21T, BRSOk
T DERABD bR BECRER EE T2
BaicrEgRaEsE Ty 2 k. (<ABRUARICEE
THERLEOEE>. (4. BER (1) EXAEHER] ©
EHER) )

3. HEH%ER

FENICYPIADEE - 25,

SR (HRSERTSHCE)

Grade32l &

| Grade 1$0°F iz B+

LECHETD. B
SRR, ®#E
&% 150mgE5 5,

E1) Grade{$CTCAE ver. 4iZ¥ L 5,

({HALEDEE]

MERE (ROBRCTNB-RET IO L)
MEERERObABELIFOREROH S 8E (ME

HREAPBERXAIRBET S Thiibh 5, ]

ZEARBHER] . T4 BIER (1) EXLBIEM 0EE

)

(M. 5=

PEEXEFEECHBERENL ALY (TaEImIL
Tz, 1
QIERERCRFNXIIFOEEREOH L BE (QT ME
HERBERTABTANRD S, ) (2. BEELERHTE .
4. BIfER (1) BXRBEHER] OEBE)

ERDLFFEE
MEEHESRLHDNE Z LHE0T, BHh, HE
g, HW, RASOMRERSESL LRSI, &

N2 BECREESE - Nk | WU - AMET
QTMMERE+E | QTHREEZEZT | WFhb QTHR
o LBme | BELADHAOT, B | 2ERSTEE
T SEH BEORBEE SRR | Thaitb s,

FiAyuy | THIL

N Aow

£ o

Fratd F—

¥
BRERZTZ | gprRc +HThs | WEh b BIkE
EBFRALNTY | prow, WEABY | Bodisths
eES! BRLANI L, 5.

B A

FELE Fua

VR AN

2 hIEHA

Fo=wE
CYPIAMREA | fmomhmEsEn | —hbhoERO

rh=FY— | L. BHERAUEMTE | CYPIABFIZ L

AED BERABHBEOT, §F | V. EH RS

AR7aTY | B, REOBR | BEshs b X

— EAOEEREZETS | LbnB,

P A i T k. GHEINET B

FETELE | pgais, FH0M

BEEETDEED
. BEOREREEA




ERAH® HEER - HEHE | WF - EBET FETFH | 2058k | 10%~20% | 10%kR
KBEL. RfFADRE e
Ri+SEETEC R
&o (Rids.

CYPABEA | FHonhBRESET | ZhboEHo B £ Al >

VT ey | L, RAOFSENE | CYPIATRIZ X UL - - CHEE, -

v FraswzInsrbson | 0 EROLE HiE B,

asePr | T BRBEIAIL [RfshalE MR

9 BWEELLY, Abhnd, %)

ST AN nERS - - - | #b

Fyvey (= é;’*

vk Pa—

WA e — MRV - FEARGE - &Y e

b BEAES RN M

& ER AW - - - REEE

P2y % DAl E sk B8 (4R A6
4. W E. Bl
ERREFISIHERE (CLDK378A220188) 28T, AN . $§§
BE IR 140EH (BAABREMREST) 13561 (96.4%) ity
EBIERMNRD b, EABEAL. BO1098 (77.9%) . S
TH10861 (77.1%) . VERES2HY (58.6%) . ALT (GPT) #8im . EipE
3360 (37.9%) . RBRERS0H (35.7%) . AST (GOT) i )
408 (28.6%) B Thoiz, P ] R R . D
(BB TOERD -
BIEMORAME D, BREAAIERRC LS R Ly, | o e
25, YEABRTHED L TWAVEMERIE SWTIEER Yy . T e
BELE, (77.1% B, ®T
(1) WRUBER oy, ek BE) |

1) MREMER (14%) : BEERERR D LbRD (58.6% HILT R

ERbBOT, BREHHITT. REREDLNEE ) B . R

SRR L, MR TS 2, (<ABRRD FERE - ATRAER - -

I T 5 LR > DHESE) e %ﬁf*

2)  FFREER® (3.6%) : ALT (GPT) . AST (GOT) . # (GPT)

EUAE SO RS TRERERSH DD 2 & B,

MBHBOT, BELT2ETV. RERBEDLNLEESI AST

R, RER. MEBRES 2Pk S A PR R EET S (GOT)

k., (KAERUAREET A E0EE>0ES f@b%

") ¥ LA

3} QIMMER (5.7%) . #®EE (0.7%) : QTHREER. # )

A bobhznkihs0T, BRELLRTV. B% \

MHBDbNTBSCHE. KB, MEXIREL P TSR §$ﬁ§ #E

FPEOAAEEZFEI 2, (KABRRUARCEET3E W

A EDER> ORSH) REUR - - - ez L

4) HNEOTH (64% :EEOTHEHLbRZZER P e TRz

HHOT, BEETHTITV, Bk, BRERESORE . B

BERDBNIBAICIL, ARE K, REXIPIET B HEARRE

PEORMEEITS T, (<HERCHERCEET5HE RO

ALofEE > o|ESR) £

5) WM (0.7%) - MERR (0.7%) : BINER CHER ZAmE - B - T

MbLbh2 D EMRSHEOT, BEEHHITITY, BES BERE | UV —¥ - - 75—

WHLNCBEITIT, AR RAE, REXITLETERY tghn : EHN

WORLBFITS L, (<BERUARCEET3#EA

BREETHITV. RESBLONHETHREEPLE B ORI L SRR T - L,

THRY, WOAMEERTS Dk, (KHERCHEICHE 6. 5. EW. BLBHADES

ETBRALOLR> DREMH) (1) ERTIHHEL T B TRIED S BMAIC AR L0

fERfEEME LR D LT ShIBEIORRETH T
(2) TotamiERA



L, RURBTRETIBACIE, FRARECIBBE~
DY ATEOWTHAFLHHRATE L. T, HET
BERBAIR L TR, BYAREETS KR8 Ta 0L,
(iR OBSIZ B 5 E&EITHEIL Ty, E7,
Ty FRUOYHFR, BV F=72ZRhTRORW
25mgkg/ A (AUCIKK XS < ARER CHEREED LT
h%&ﬂm%hﬁ%)ﬁﬁﬂ%btk 5\%EL“%£
. ERBBHLAE, 1
(2) BABDJFACEETS - 2 uRT. PhEBTRETS
FAICRBLE P E¥A I, (b FERPOBTE
TFEATHS. | e
7. hEWAOES
EHEFER, FEE, A‘@ﬁxmﬁﬁlﬁTéﬁiﬁ
ERESE LTy (BERRMRARY)
8. ARRE
BEEEORERED LA TN,
Bl B ERERERITI L,
9. AELOZE
ERZEHEE : PTPRECEAIIPTPL— M EY L TR
Bi+atrofgdi+azt, (PTP— Fo@EICLY, BV
FARIREHE~FAL, BEI23ELEED L THERZRE
EOERELRSHESZHET I EARESATE)

BEREGARE LR

[EmuhnE]
. HarhkEE
(1) WERURERE
ALKBERETERZHETH ARAABRESREIC, £)F=
7300, 450, 600K U750 mg B N ICE O RE Lzt &0l
SERETELFRELZRE L. YREEECIAR, ETIC,
ZO%1BIRRHREMEELR B IcEDRELNE LEY
EEAST A SRR L, REREILSAUCOREHI
750 mg TG Thofz, ¥

<BEEABEIZEJF=T300, 460, 600% UF750 mg% HI[E
RURHEORE LI EOXDMB/ 5 A—52>
B5E | py | Cmax Tmax =9 | AUCC-24h [ TI2
(ing) (hg/ml) | () (hngml) | (W)
. 19.7
0 gﬂgg 166,170 | 4.17,6.03 |2730,2780 | ¢
22
(nEZ)B 825,908 | 5.98,5.98 ; ;
| 48.1 5.88 648 21.6,
450 (0=5) | (176) | (2.9524.1) | (169) 30.57
12 H8 977 595 206007
(m=5) | (1L1) | (3.95-805) | (205) i
e 126 5.97 2080 30.5
600 (=) | (245) | (3.97-6.03) @70y |- (11.6)
22 BEH 1020 4.93 10600,
(n=4) | (646) | (3.88-8.00) | 322007 )
E 192 598 3160 33.29
(n=6) | (46.0) | (2.92-720) | (66.9) (12.9)
0 22 HB 1440 1.93 32()253;(:):) )
(n=3) ! (255) | (0.00-6.00)

BATE (RAFHCVR)
i) . o=2(1E5HE
a) =2, b)n=3. ¢)n=5

o HE3) Tmax P RE R/ ME-RX

© 303 mpg
l ) ) * 600 mp

+ 450mg
&g

M3 RE (il
¥

§ B

BER (R)

© himg s fimg
LTI R ol

LI

U hER ingiml)

$

¥ (h)

<BERAME[=1)F=T7300, 450, 600R U750 mgE A
#5# (FE) RURNMEONESHRE22EE (FTE) oM@
MAOREHRS (FIOW £ MNANE) >
(FHROABSNAERUVBER [FERGAR] 0ES
)
2) AEDER
HEERE T U =775 mp B AR EEED RS L
BE (24 | ZERERRIZH2Cmax (45%) & AUC (54%) @
WAL, P
SHEADT—#)
2. 2%
U FoFor MIEE RS ER K, R
HREICHEFEE T, ZNERAITNETLISTH T, ¥
3. M
) F=T OIS T 5 R AMHBERIICYPIATH S
(in vire) o © BEHEAERE Liez ) - =750 mgZ fREEREA
(681 ITBEREPIRE L k&, MifPo RS EREL
o, HESEEESHE D% E LD, ToM, LEEOMR
HYBHRINEDY, WThbHHEEESRO2I%LIT L
TR Chot, ?
} HEADF—Z)
4. i
FSHEER Loz ¥V F= 7750 mgZ A (6f) IZHEERE
S, 150 B E CicigiEonwhnE ikt ahi Gk
TR s Licliteemesw) . —7F. RO BIHERX
L3% &b, & ) F=F i s b AGH- ek
XY WkTatELILND, D
HEADT—F)
5. ®wmiEEHKR
(1) & h=ry— GRALCYPIAREH., EARRER
OEROF) : BREERE (1) F TV —ARERS
B (200mg, 1H2EHEE) | & F=7450 mgk BEFAR
1Lk &, ) F=TRELEOCmax R FAUCIE ThE
Nl2MERURERMLE, @
HBEADT—F)



FRoFRBENEHERVHRL [AERCHAE] 0
) :
(@) V7 rrEvy FEARCYPIATHA)  EEHR
F# QM) KLV 77 o RERSR (600mg, 18 1EHR
£) . BVF=F 750 mgkEEMEARSLELE, BV F
=7 HREE O Cmax B TAUCH F - Hh44% R IR T0% >
L. ?
HABEADT—F)

InvitroB BT Y =71k CYP2A6 (IC50: 5 pmol/L) |
CYP2C9 (IC50: 2 pmol/L) . CYP3A (competitive inhibition IC50:
0.2 umol/L, time-dependent inhibition Ki : 1.47 pmol/L.Kinact :
0.0642 min™") , P-gp (IC50: 4.5 - 8.6 pmol/L) & T* BCRP (IC50:
7.5 -89 umol/L) #AETIZ L, ¥V, P-gpREETH
L EBRENRE, MY

—

(3

[EREE RR K]

1. MR RE IERN (JEWRIEHER
ASFMBEMEENR U VY Fo /I L 5mEEE T2
ALK S B ETF B OBIRRT R8T - TR/ IR B
1408 (D5 BARANBEUR) CFF750meE 1 B 1EHER &
B L, ZEFMEE THHEHFE (RECIST ver. 1. 1 A3
S EBRFEAEREE L ACR XIEPR) 1X37.1% (95%{E4]
R :29.1%. 45.7%) Tdh-ot, B, FHEBESIALHE
EERII% T,
¥ AROATFHIRS BT S EBRRITE R T,

[FEzHhIEE]
ALK OERELERC K VRETHALKEE & 237 Gl
FairFT—EEMEREREICTET 5, ALKRERIEFRED
Fe/ NI T, ALKRS 7 30 BIBEDEMI ST 5,
1. &R
D F 23, ALKREZ 2237 2 BB+ 5 v FIEN IR
BENCL-H2228 Ml OB 2 EE Lz, "k, £ F=7
i, NCLH2228Mietk 2 R TR Lt Y ARV T » b, HF
ICNCI-H2228 4B BatE sk o0 7 U o F = iR & & T4
L= YR zHWT, IEEOMAEmE Lz, -9
2. eRiNF
) F=FiEALKRE ¥ g hFu o —EEEE A
EEAHI &L, EEOBFEPMNTS, VW

(WS- M SRESAN]
g

CH3

0=5" "CH;
HC N n R
-
U
o cl
HN " )\
e CHy

—f3d5 - £ F =7 (Ceritinib}
1k - 5-Chloro-N’-{5-methyl-4-(piperidin-4-yl)-
2-[(propan-2-yl)oxy]phenyl }-N*-[2-{propan-2-ylsulfonyl)
phenyl]pyrimidine-2 4-diamine
HFH : CpHuCINGO,S
TR 55814
# R AA~RRAIHEBADORKRTH D, A7/ —iz®
R, =F S, 22T u ) — A RUTE
= RO ACETICC L, KICEDHTRITIZCW,

[REES]

1 EER)AZEEHEERES L, EcRETDHZ L,

2. BN TOBBRERAAEDTRATWAZ &b, BIERE
#, —EHROEHICEs T NERS LT TOME. £
PRI ERARERE R ERT A ik, FHER
BEOERFHELIERTL L Ebic, FHOELERVAER
BIcET 5 — 22 BMcRE L, FROFEERICHER
HEZHLBZD L, :

3. FFOEER, MEORE, {LEFERICEEL, FEHOY X
ZEEZONTHTAICEETE DEN - EFBE - TEEAR
FOWAEROD & CoRThIE L), SEREICHES
THEREBEHCLAHZ L,

(2]
CSHF 4 FHTEN150mg 1457 €A (PTP)

[ERXM]
1 HNES  ALKBERETFEATIEREREERRL L

FERBHEERRRR (X1101308) [(20160236)
2) HAEH: sEoRE [20160237)
3) HARH: MRERESRLMBMBITE  (20160238)
4)  Pavesl - fUBmER [20160239]
5)  rhpagekl : wRiR, SyAE. 1AE. SeE (20160240)

6) R & bbby A OFEEEER (20160241)
7 HHEE V7Y 0EEEERR (20160242)
8) HrEs : EEAELEY T AA—F— [20160243)
9) #HAEE : ERREMERARGS Y Y F=TIC X AE
WA H 3 D ALK A B E T B0 MRTREET - BR
FEAERBA R R E S H L L EEELFSIEERAR
(A22013458) [20160244)
10) #HMEHR  ALKREFRELZET 5 & MEMRKCHTS
Y FoTOMIREHEIAEER (invitro) (20160245)
11) #AEE  REBHEEET A~ ARBH A2V F=7
ORERSE [20160246)

12) #HRE  REEREETTAS Y FCBFAE YV F=T
OHFREEh R [20160247)
13) HARE ALK IMNTERZ Y VS =T ittdEEe 71
T B ) FoT OFREEDE [20160253])

14) #ARE - AT A Lz ALKR S S —Flnai 5k )
F=TOiEMY [20160260]

[STiktmesR 5E]
EECRIEEECENRRIT 2T LTL TRIZTERT A,

LPNTF L AT RS, SN T AR FAf LD b
T105-6333 BIFLHEREEEST ./ FI1-23-1

FHRFERELTHI D, EEFBEESTETS

(FHE20E3 8 1981 It&ES5E, RENEEIFE
FET B HOERB TR, WENBIRIEI4R S E R
FELEhTWhnE1t,

REIRFE
JRANT 4 AT 7w AR
HESHEE /1 —23—1






