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(2020 4 4 A 2&ET)
1. BEGA VAE1— T4+ —LIEROBRE

A EIES O IR R EER E LT, EREAEERLRMSGE CUF, ’EE) b5, ERBY
CEERT - FEAIRTSE O EEFRIEEH DS B 7 B L E R PR O EfE SR A TE 3 BRI, I scEIcR
SN EW A BT B EICREM R E ML E RS AN H Y, BEAEOEREERMYE (BLF, MR) %
~OFEROBMGERSCERICEVFEREMEL TE VD, ZOBRICKLEREREWREOICATT 57200
HHYARMELTEELA,A X Ea2—T4+—24 (LUK, IF &B8T) 2FEE L.

1988 4EIZ H AR dRAIRGS (LT, HIR3E) 58 2 NEB M IF ONC@ERHT, TF ridfkkat, 1F fofks
THEREL, TOH% 1998 ££IC HRFEANES 3 /INER RS, 2008 4, 2013 2 AR EIRIGHREH S IF
RO UGET 2T T & .

IF G ZEAH 2008 LARE, IF 1Z PDF HOE N7 —x & L TR L 2 Ll ooz, ZHUC LY, iR
(HCEOFHERUET NS > - B A ICKET ORILT — X ZBIN LTz IF NElecitftansd Z & ot
BB D TF 1%, E%WE%%““ G (LLT, PMDA) O ERMERMLIERKEO -
(http://www.pmda.go.jp/PmdaSearch/iyakuSearch/) (ZTAB I TW5H. HIFEITIL, 2009 4 L 0 Hr= i,
D IF OERERFT HMBEE LT (A v X Ba—T7 13— Hate) 2B L, 4O IF NI CEE i
T HMEMAERE L CGEYINERE - RETL TV,

2019 FEDOIRM CEFLMEFHDOE TG, [F GLdliZEeH 2018 AR S, Ak TERHEERE R O RGERE
WARIEBNCBAT 2 A RT A 2 ) ICBET DG REM O, TOEPMRERE L.

2. IF &1

IF i3 T SCEEOFREMEL, EM - BAMSOEREFEICL o CAEEFICLER, EELO
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(72 88 7 T DT OIEREDEKN SNIZR A2 EN O ERSFEHELE LT, AWENTHREEAZREL,
ARG D 7212 Y 7% E%m@%meXiwm ZHE D D IR OMRBE 2 (R L TV 2 AT R &
(LT B 5.
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IF OFHEFHL TR LRV, S0z 5L, MERENORMIEI N IF 1L, FIHEB L2554 - kT - B

KiEAT 5 &L bIZ, LDERFTEEZTHLOLNVIBHEEFFO L ZAHEE LTS,
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3. IFORAICH=-T
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BT TR A o B a—T 3 —DERDOFF & ) (296~ TIF 2B - 2425725, IF OfR%
BE Z, ERBUSICAE LTS IERS IF MERRHIEHE LB IS DWW TSR RO MR A~ A
VAL 2LV FHAFEEOBNEEZRESYE, IFOFAMEZ DL LERNDDH. Fio, BEREET S
A EOREBEFICET 2FHICBE LT, IF ASET S D £ TOMIE, RECENMRET 2SGTHEEZ I 5
W L7 3CESE, &2 WIS O EE D IFREMLE S — XA EIZ XD EHMER 50885 & &I, IF O
MRzl T, RBORMCEH%E PMDA OEIE L ERIEZRE SRR ON— U CHERTILER D 5.
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PEE A ST T, YRREIRS O RGEARTE XU IRGE I 5D D R EMNER - 1695, EIRMEIEFRO O D%
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I. BEZICBE¥ 5HA

I. iZICBH9 51EH

1. FAFROERE
ANV TEE (4 T 7 T =T~ A VB 1X, R4 Boehringer Ingelheim thiZ X D Al X4
TS LEmTH Y, ERBENFZAEAR Epidermal Growth Factor Receptor (EGFR) OF i %
F—¥ KA A D ATP fEAEMICHAREAT D 2 LT, RN EERAZTRTEEL LN TS, A
#liZ, EGFR &[A#£Z ErbB 7 7 2 U —(ZJ& % HER2 W ONZ ExbB4 IZ2W\ T, ffaNTF 2
—BREIKICRIT D ATP S EALIC AR THZ LIk, FuvrxF—¥D Y ViR &2RIRNICILE
T5,
AR BRI L CWD EHEEESND ErbB 7 7 2 U —I2 LD V7 VRER, Ml oBhE, mnE
B, TR M= 20, =¥ - EBICEE5T 5, 777 F=71%, ErbB 77 IV —IZJ&T %5 EGFR,
HER2, ErbB3 %" ErbB4 IZ L VB EN DT _XTO~T v _8IKL ErbB3 k< KT —BAKICL 5T
ny X —BOU VBB VSO UREAET S 2 & THEES R A T,
ARFNOEEIRFAFEII =V o H—A A DERSHIC K o CHta S, BEREEEEZx 5L LoE 1
FARCOR,  F/ ISl it s FB Ak G & L7238 T MERIRERBR M T o, 2406 O R % =1 TRBIE 2 [E B
L[S T MG RRER (LUX-Lung 3 #B& : 1200.32 #Bk) 2 EhE 7z, 1200.32 :BRIE, WS BV
WD EGFR W&ART 2 RIGVEIR MRS B 2R L Uic 1 IRIBH & LT, K 40mg/ HREE <A b L
¥t N (PEM) +3v A7 7F > (CDDP) Rz st LB Ch 5, AHNITcHHRE & Hlt L TR
WA B2 A OIE R 278 Lz, 20 1200.32 RBROFE RIS E, KETIE 2013 4 7 Al
ARSIz, 2020 4F 1 H E TICKE, EUZILUOH LT 2 80 UL EDIE & Hilli © EGFR &ix 12 R D
FE/N ARt B ([ - HikC X - THRGRAE N R D) 1T 21EFEE LTI TV D, AT
BWTIE, 2012 4 11 AICAFOREERTCARBFE 21TV, 2014 4F 1 A2 [ EGFR Bin A RBGMEDF
WARBE ST FEFE I/ NI IE | (e BRI E L TERRENTZ, (A MU 78 20mg, VA bV 78
30mg, A VU 7§ 40mg, A MY 7HE 50mg) F D%, 2023 43 AT, EHM, EFRESREOME,
ARIMER O M ORMEREICE T 2IEEE 14 RE 2 HE 3 A PO NAETONTIIZHREYE L722V UK
HIFICEF L) L OFEEMELZE,

2. RO aEFHEHE

(1) AFNTHFRGOARAHE) ErbB 7 7 2 U —[ERTH 5,

(2) EGFR TKI % & TobFHIERIGHR O EGFR B ARG (Exonl9 ORISR [Del 19], Exon21 O
L858R 2 ¥L55) DI/ N AT e e A e 5 & U 7= [EIBE3E R 25 T AHER IR SUER (1200.32 38R) 12381 C,
UA MY 7 OB TR 111 VA Th o7,

3181, BOLEGOERTH D,



I. BEEICBE¥ 5HA

(4) Z=ak

- ERARAWER L LT, MEMMEE (1.83%), EEOTH (14.4%), EEOKERE (16.6%), FA4E
(BHEEARH) , ITHEREFRE (2.2%) , LR (0.4%) , T EtER AR f#IE (Toxic Epidermal Necrolysis :
TEN) (BEERE), RERIEIRIERRE (Stevens-Johnson JEMERE) (BEEARI), ZIRALRE (BEERH),
HALEES (0.4%), MWLM (BEERP), AR EERS), 770 7% v— (BHERH)
DHESNTWND,

FERRIERIT 2T YERIE - BEIR B ORLBEVERZ (55.5%), JNFHZK (56.8%), FEHE: (29.3%),
S (20.6%), Z OFEIE (19.2%), IBEREFER (13.1%), BiEIE (10.0%), TH# (80.8%), AN
% (38.4%), #lr (17.9%), WaM: (17.0%), HAEZK (12.2%), RAGEGE (20.56%), &M (13.1%),
KD RAE (28.8%) , 2 57 (13.5%) , AFHEREM A AL H (AST, ALT LH-%) (14.0%), KEHRED (10.5%)

Th-ol,

3. HROHAFFZMFMSE
FZM LR

4. BWIEFERAICEE L TRAMTNE4HMH
R LR

5. ARFZMHR VKA - FALOHRER
(1) &RBEH
AZ L7220

(2) #E - FRLOFIREE
BRI

6. RMP O#i=
AR



IT. 4MRICBE9%IEH

0. 29 5IEH

1. R34

(1) #1 % U4 MU 7% 20mg
A MY 75 30mg
A R 75 40mg

(2) #* %  Giotrif® Tablets 20mg
Giotrif® Tablets 30mg
Giotrif® Tablets 40mg

Q) &MOER FRL

2. —f4
(1) #0 & (88ik) Ty F=Tv A gE (JAN)
2) * % (@4i%k)  Afatinib Maleate (JAN), afatinib (INN)
@ R T L (stem) F & —EHEA -tinib

3. BERANITRIER

CH, o) © N\ﬁ COH
N I N 2 ||
H.C~ \/\/\N —
3 H CO,H

4. PFRRUHF=E
512 1 CaaHasClIFN503 « 2C4H404
SFE 718.08 (v~ LA EEtE), 485.94 (7 U —1{K)

5. tF4& (si&i%x) XIEKXE
(3 4)  (2B)-N[4-(3-Chloro-4-fluoroanilino)-7-1[(3.9-oxolan-3-ylloxy}quinazolin-6-yl1]-4-
(dimethylamino)but-2-enamide dimaleate (JAN)
(AA%)  QAE-NM4-G@I7rnn-4-7rdu7 =1 )T{B9-4* Y7 -3 A N]FF}FT VY -6
ANA- (P AFNT R )T H-2-2F IR =LA VB (JAN)
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0. A2 24 %A

. A3ADICEAT SHEHE

1. YEEEHHTE
(1 & - R
At~ O R

(2) =R
BRRIRIEN 31T 2 VS g e

YIS A AL SR DU g R
7K W dn
PAFNLANLKRFY R DR A
AR ) =)L RREFIZ W
X ) —)L (95) Wiz < v

A pH W63 D i iR A

eSS ey
7K 50 mg/mL Ll
pH 1 (0.1 M %) 50 mg/mL LI E
pH 4 (Mcllvaine FEE#%) 50 mg/mL L I
pH 7 (Mcllvaine #&E#E XX U o FEFRETR) 16 mg/mL VL E
pH 11 (Sérensen FEf#{i7) 0.033 mg/mL

Q) REHE
FAXHEE 70% % 8 2 5 Bt TRy &2 WINT 5,

@) MR (PER), Bs, RER
Bl 173E7C

(5) BEIEEMRRET
pKa1=82+0.1, pKa:=5.0+0.1

(6) HECIZRE
Log P=4.7 (pH9 Ll ), Log D=3.8 (pH 7.4)

(1) ZDithDE 7 R1ENE
L7



. A2 Z B4 %A

2. BMRDDFRERTICHEITHREN.

B OTERE PRAFSRA: FRAFH R A7 RS
REBER) =F L R
IR TR R 25°C, 60%R.H. 24 71 A +T NI = AETS I R— Y Bl L
+7 7 A N—=KF A
RBER Y =F L g
PI[IBE 40°C, 75%R.H. 6 H +T7AI = AT I R— Y Bl L
+7 7 A=K7 A
L 70°C 238 T A () IRDNERD BT
25°C, 60%R.H. 10 7 H HZ 2 (B SRR Btz
oy P i
. 40°C, 75%R.H. 10 & A 77 AN (BRRR) RIS BT
Xk F
o i) 5000W * h/m? HZ AL SRR BT
(200~800nm)

3. AW DHERHRERE, EE
RIS
FRAVRIL A2 VRE I
Wiks a~ b 757 4 —

T Rl

k7 v~ N75 74—




Iv. ®EICBE 4 5HA

V. &EICEH 9 518 H

1. &z
(1) FROXH
74 a— M

(2) WA DOHNER VUMK

Mot VA b Y 78 20mg U4 bV 7 8¢ 30mg VA bV 78 40mg
e Ha~bTNIHEARO T | BEOOT7 4V ha— M WHBD T 4V a— M
gV a— NE
SIE
T 20 T30 T40
— — —
[IEXES # 8.1mm 9 9.1mm 9 10.1mm
J=R<Y #J 3.6mm ) 4.1mm # 4.5mm
HS %) 185mg # 27Tmg # 368mg
(3) #Aa—F
W5es VA~ U 7 EE 20mg VA VU 7 30mg VA U 7 EE 40mg
EVIEEN & 20 4130 A y0
FLESE T BEAI BEAI BEAI
4) B
mMERe L
(5) Zoit

A L7



V. ®AFNZBEI3 2 HE

2. HAEIDHRK

(1) AHES GEHRS) OEERVFMH

BHEAR T A, 7 R ARE R
vV, ATT VU~ TRy

L B Ao—R, vr/uad

—/V 400, BibT 5 >, X7,
AUV )L_— |k 80

Mot U4 bV 78 20mg VA U 7§ 30mg VA U 78 40mg

Gy | T 77 F =T~ v A VBE | T s F =T b A VR | Ty =T v LA VR
29.56mg (77 7F =74, LT | 44.34mg (T 77 F=7L LT | 59.12mg (7T 77 F=7L1LT
20mg) 30mg) 40mg)

VSlibal LB, fdmErr—2, | LAY, ot —2, BREEKSAE, /rAKRER

vV, ATT VU~ TR UL EaAn—R, v /ad—

V400, BE{bFH Y, LT, HR2ETIALI=TAL—F,

AU YV L_— | 80

(2) BEREFORE

EARRANA

(3) &E
S LR

3. RTBRRDEARUVERE

A% L7

4. Hif
BN AR

5. IBAY DRIBEMED & 5 3
TSRO B FRENAE R B O R DR AT 5 WTREVE S 8 5




Iv. ®EICBE - 5HA

HEDFREHTICHETIREN.

HBR DR PRAFSett PRAFHIM PRI RE FER
i PTP + szt +
EWR RS 25°C, 60%R.H. 36 7 H b7 L
TR B u—adE
) PTP -+ Rz pA +
SRR 40°C, 75%R.H. 6 7 H X (RSP
T n—pdk
TR 50C 811 |l 7 A (k) b7 L
25C, 60%R.H. 8 i wBed 7 2 () 2L
- 30°C, 75%R.H. 8 i w7 2 BIRR) | KOBEREI L 2o
i
i ‘ Ky, SRR B &
SR 40°C, 75%R.H. 8 i W H T 2 ()
S Aoy
1.2x108 lux ‘h HZ A b7 L
Xt/
)t -_ 200W -+ h/m?
hisZp 75l 7
S PTP Bibis L
<H#E>
[ ik D 2 E ]

AF 20mg $EM OF 50mg 845 1 $8% TN Fh 55°CITINE L7=7K 20mL 12 AL, 10 SyE4E#E L Tk <8
Bl & RE S CHEZBREKIC X, EETIRMMELZ L X, GRICEIIZALNT, DA RY OHE
MbRD NIRRT D,

1) AHI O EEIE LD HBE513, KRB ESNAE TORLTIERL, REMERTHEDEORTT 21T > TH72RnTe
O, WIEEH OB DHEEE L T2, ks, MR Z RIS 25813, SR ZK~AN DN 2 2 &
(F0REVT, R R ORI R 2 R 5 Z L

ARZERVERROREN
L

MpFlE DERATE (MELEMEL)
AR L

EI %?ﬁm%ﬂ%ﬁ?ﬁ/\o ]\“/I/if{a: J: D %Eﬁ%?ﬁ‘ 5 .
S VR O



V. ®AFNZBEI3 2 HE

10. &as - 2
() EBABEGRS - Q% SMIAHREESE - QRISHT 2HR
LR L

(2) a%
<A MU 75 20mg>
14 8 [78 (PTP) X2 (FziFIAD)]
<A U 7§ 30mg>
14 8 [78 (PTP) X2 (RzfHIAD)]
< VA b U 7§ 40mg >
14 8¢ [78 (PTP) X2 (FfgAIAY)]

Q) FREE
Y LA

4) BEOHE
PTP > — b : RV = /WA Vb =Y T, TAI=0U LA

T = A —aldt

1. HRRESHhLIEME
AP

12. Tt
A L7g

_10_



V. eI 5HA

V. JBEICEAY 518H
1. MMEERIEINE

4. PEERIFHHR
EGFREBIZFEEBME DO F M AR THBF I/ fhE

(fig#t)

EGFR & {51722 B E O 5 N I (26t 3- 2 ARAI oA 20 E1E, %8 BV o> EGFR TKI % &
T ERIERIRIR O EGFR #5178 BB OHET T NSCLC 35 & %4 & 4 2 [E B 4L [R5 TIT F R AR
B2 (1200.32 #BR) CitShiz, TORE, RAKFEEO 1 KIGFRIZBWT, BEELFRIEO
A ML FE R (LT, PEM) +> 277 5 (LLF, CDDP) OF RIERE & ol U C g A (7 1 (PFS)
OEBPEDHFE S L2 (N — FH 0.58, 95%(EHEIX [ : 0.43-0.78, p f£=0.0004,

mARER = 7 Z o 7 E) . £, ARBIIEAFHE (LU, OS) oRHliz /R ERE L TaHME, 5
i SAU7Z b O TIHZR N, A G813 CDDP/PEM # 5:4% & i LT OS 2395 D HIANIZFR D &L/ h
Sz, BIKEHMEEE TH 2524 (0S) (2018411 H 14 BT —4H v bA7) OhRfiEix, &
FI#ET 28.2 7 H, PEM+CDDP #£ T 28.2 7 H Th o 7= (/" HF— ik 0.88, 95% (5 #HX ] : 0.66-1.17),
7%, EGFR TKI % & b IEREER O EGFR AR 1-28 B 51 0O FAASRE S B /Il it i ge
BN D ARHN DG PETHERE S TVZRU,

2. JREXIIHRICEET HFE

5. BEEXIIHRICEET BFE

5.1 EGFR Bin 1 ERMRELZFMT 52 &, EGFR #a T EBRRAFOWMNEEZED T, KilE#EL
HEE. BARFEFERO [MEZET A K74 V) SORFOERESBIITH 2 &,

5.2 ARANDIEAMPNCFHIEIZI T DGR ORI L Ty,

5.3 MAALFIRIEREFIZOWT, ITERRAAE ] OHONEZRI L, KA OFIER 0224+
PR U7 B CHEIG BFE ORIREITH 2 &,

(i)

5.1 O
AHNL, EGFR #icTZERRELZ ML, BitkL Pl Snz BB GT5 2 &, RIEEREN
KT EGFREETEROWENR TERVGHICEWT Y, EGFREETERGIEDOBE NS
FNDAMEMIIRETE RN LD, BAMBEERO ESRITA KT A4 ) SORFO
BWE 25 L LIIBERIRERETT 5 2 &,

5.2 DR
AFN O ENAFR R EERFICHR M L 72 &R W E AN 3 TN fiti i S8 L2 eh3- D 1ir
ML R & U COFIMER NZ2MEE2RETT 5 72 D10 L2 BRARRBRITE Eh Ty
ZEMD, BRIICBWTRR SN TV D RERNS (57 4 F=7, =rueF=7HEmE) o
fEH EOERHBEIC L TRRE LT,

.11.




V. iR

BT 5 HEA

5.3 Dfan -
EGFR TKI % & b FERERIR ISR 2 ARAN OG0 % fit U 72 HESh 55 TIb/ITT AH B R SRR Bk
i (LUX-Lung 1 352:1200.23 35%) 9T, 2AEGFHMBOEE 2RO 20722 b, ARHA|
DR OVZEMEIZOWTHRICHEfEL, URT « XX 7 v M S5E 2 CHElsBE ORER
ZEEIATY Z &,

3. RiERUVHAE

(M

RERUVRAEDREDR

6.

WE., BAKIZT 77 F=7L L T1H 1 40mg 2ZERFICRAKEST S, 2B, BEORE
WEMT 525, 1 H 1R 50mg £ THETE S,

RERUVRAE

(f

2 H

i)

BRIIARA 2GS L7256, Cnax KOVAUC DX FED HILTWD Z Ennd, ZEMERER L L Lz (W
4. FELOHEICEET HEE, 7.3 Offisik),

FZERUVAZORERE - B0
AN TTAHERIREAER  (1200.22 3UR) OFFRNG, 1 RIGRIZB T 2 ARAOBMGHIE - JH&EIZ 1 A 1A
40mg & L7z, —J, 777 F=7 OMEPREOEERZENIR E WO TERMEICIE SO TE~ D%
&2 5 2 EAEE LV, EEILFES I AR (1200.32 35 (23 C, 40mg/H % BAtA
Mk - HE&E LTEREG LSS, B 1 a2 —R BT 2RI RSN EBE (PH, RERBREOFESR
G RO DFEBL, & 2T Grade 2 L EORKIRBIR DTG E TERWAEFEFRZORINL) (2O
TIE, H2a—ALY 50mg/HICHET 52 ENBE STV,
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V. eI 5HA

4. RERUVAEZICEET I8

1.1

1. BERUVRAEICEEY 5FE

BIERAREL LA, ik, BEESIE U T, U FORELZZE L, KK, BEUIHIET S
[11.1.1-11.1.8 &[]
BIWEF D7 L — RHED IR R OV LB
JL—R1Xi%2 ] — ¥ G- & 4 ke

7 L— R 2 GERD B2 AR T | ERA 7 L— R 1 U FICEET 5 £ ThRIET 5, [BE#
TRWES) FLLIIZL—F38E TIRERBTOF 5875 10mg JiE L CRFBI 53 4,

1) 7' L— FiZ NCI-CTCAE 3.0 fitic & %,
1 2) 48 WMl A 2 5 FHRIXIL 7 HE & % 2 WS
#3) 1 H 1A 20mg &5 CHFMENRD LNRWIGEIL, EFILEEBET L2 L,
H4) —HEELZFZIL, MEZITDRWVWI &,
7.21 A 1[4 40mg T 3 WML L& G- L, MR, BEES., ARNREOZOMO 7 L—F 2 DL EOREIER
NRBOHNRWEAIL 1 B 1[0 50mg IZHEELTH L,
1.3 BRICAMZEE LI2HE . Coax KOVAUC 2ME TN T2 L O@RENH DH, BFORELMITHOR
FO 1 KA G R% 3 R £ COMOIRMITET 5 Z &, [16.2.1 ]
1.4 fOPUEHERELA] & OOFHIC W T, AEMER O I L TR0,

7.1 OfEH

[ AL A5 TIT ARG AR AABR (1200.32 #BR) T, IERDSERFAI U B AR TE VWA EHESL
D BB ET, AF % 10mg TOMET 5 2 L THERFOBRMZRARICED LD LD,
FERRAY 70 B A 5 T T e, B ORER, &GP Ikfl CRAIEE 10.0%, *HHREE 15.3%) %072
SHABNTT0, KABRGREOFESESRT, WEEECES S PTEEE, ROy T
M 72 XFHRIEIC I DV EHARETH Y, HRMARENSEONTWAIRY BWlCh- > T
BAfi TEDLEZOND, TNLOFERICHESE, B - EIEESICN UK, HE X
IEH LD EEAEZ R IT -,

7.2 OfFEFR

% I HRBROMBRENS, 777 F =7 OMBPETREDOFERBEEIIRE N LBERINTE
D, 40mg/A ZBAREIE - FHEL LCTRE LA, 12— 2B 2 BRENEmWEE (F
i, KGR DR HERHG R ORIER ORBL, 55T Grade 2 L EORERENEE TE A2
BEFEZORBNVES) T, ERSEREZE I AEERRER (1200.32 3 5) (280 T, H1
I—AZBITHEEMENRENTCEEOHEZRT—A XY 50mg/HIZHET HZ L8305
COIRBRIEuFHEEICHE SN TEY, 7.0% (16/229) OEF N 50mg/HIZHEL (HARANIT
EENTWRVRET VT AN24%58T), ZNHOBETORFMEICKREREEITRD b
MmoTc,

-13-



V. i8I 5HA

7.3 O
BEXT 77 F =7 ORBEIZEEL, GEMEEREDOT 77 F =7 Cnax XV AUCo-.D
e MBI, /I“H’EH%EJ:H:%& LCENRTI 50%, 39%IKT L7z, SOICBRBELTIET 775
=7 OWIGEIENFED S, Fem M RERERAE (tna) TIMEIXBEIER L, B%EKS
6.9 Tkt L CAENER R G- 3.0 il Ch o7z, 2O XD REFICIDBBEDOIRTIL, HEOE
I AH R OV T MR CIF D=7 — % 2 0FA L 72 REER SR REMAT I B\ T HhRIe S v,
PLEDOFER NG, AANIRFOREZRT 2720 FO 1 KN R&% 3 KM E TCOMDOR
Ak, EERICRORETZE L LT,

7.4 DS -
L DOFEEMEIESA & OOFHIZOWT, FARMEE ZRMITENL L TV W bit#l L7z,
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V. eI 5HA

5. BRERAHR

1) BBRT—2/1\vH5—

BRIRT — 2 /3y r =135 TR~ T AHOBRIREER 54 SR 6720,

v =& UCRHIE R 4 38R, 2EEE 1R Ba 5,

EIEDBRIRT — & 8w ir—

2D AMEDERIRT — & 3

R4

G|

(%) (xh4) Ak - AT FHA - BIYE | ARk
% T/11 48
(FEAERTR L CTIIh R
1200.33 38 | 230 B, LI gﬂ 20 10, Some ®0) | e 5
(HA) g bR e T 1@;; ’ B, ISR
TELT FE /NI i g SR
#)
% I14H
1200.22 &R (EGFREETEREA | Al 40 XX 50mg (po), P AVE N €73 o
B, KE) | 5 EGFRTKI KA |1 H 1[EHER AR BR
DI/ Nl e i s £ )
e AH| 40mg (po), 1 H 1 [aE# H
1200.32 BB <EGFR?§I4§£@ ot 5 o ISR
(HAZET [l PEM 500mg/m? (iv) + e ot ©
95 ) #6%%%%%@%@# CDDP 75mg/m? (iv) HFEE Ml
7N e i Al FR ) .
-1 HB/IBEY A I
1200.23 kB %5 TIb/I11 A AFKl 50mg (po), 1 H 1[EHA | T ¥ a7 TE
CKHE, K4 Y% (EGFR TKIBEBED AXTR _EEHRR ©
e 15 A [E) BN RS e ) 7I%R1H 1EEA B
1200.42 38 7 T4 o
A (EGFR TKI BEJE# D . 7 ¥ AMEIEER
Q4/’*E%#%ﬁ%@@#mmm% A& 50mg (po), 1 H 1 [FE# H 4B @
&t 23 H[H) 447 )

O : FHmEE, O : 2EEE
TKI : Fuv o % —FHEK, PEM: <A L%kt K, CDDP: v A J7F
¥ 7 U F MERTOARA] 50mg & 5-FET— & Z AT L7

%)

3%, 728, BEOREICXVEEEFT 52, 1H1A50mgE THETX 5,
[V-3. FiENROHE] &K

-15-
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V. i8I 5HA

(2) BRARZEIREER
DA
<HARANIZEBT 5 RiiE >
FEINEE UL FHEGR AR © (1200.33 3UBR) 25 TAHER > 9
BT A v ZhuskdtE, JEER, FERHR, JHEWHE R
*f G B F L HEITIE R B 12 B
B hH HiE . 7775 =74L1L7T20, 40, 50mg/H% 1 B 1 [aL#H B D& 5
FE A OB KB, GFFS (CTCAE 3.0 MUTREM) , MESHE/ i 5 (RECIST 1.0 fiUCREAM)
OBR RS R 50mg HGAETIE 6 Bl 3 il ESIREME (DLT) 3% L7z, £DOWERIE Grade 3 D
FEBEDORIE, Grade 3 O/NEZ, Grade 3 D FTHITHY, % 1 =2—A (dayl~31) TD
DLT 3H2 16l L 33% AR ThH o712 Lo, fKifitE (MTD) 13 50mg ([ZI7E L7z,

H) ABOAGR SN - ﬁﬁi.a_% I T 7 7 F =7 LT1H1[A40mg % 22 fIF 7 1% 1 3%
5942, 728, BEOREICLVEETHEET 52, 1H1E50mgE CTHETE 5,
[V-3. FiER OV & isﬂﬁ

<HNE AT D g >
AN T ARER AR BRI (1200.3 3ER)
BT A v ek dEE, FEEM, IR, EHEEER
ES D e (2 figk
G RHE L EMERE R 53
B 5 ik 777F=7L1LT10, 20, 30, 40, 50mg/H% 1 H 1 [FEH OS5
FE M E OB EEIMEEA ; KR (MTD), AE%% (CTCAE 3.0 it )
RIKEEME B SEEhhE, A A ~—m—O%Ak, SR (RECIST THHME), 3
BRI KT T REORE
AOBRORE R 1 23— (dayl~28) IZBWTHEMIRENE (DLT) 28 3 fil%3Bl L7z, £ DML 30mg
B GREOMERREE 131, 40mg FHREOFS 1 6, 50mg #5800 SIEHEER 1 HITH
v, AFZ 1B 1EEEREORGT 58540 MTD 1% 50mg/ H & & Lz,

W) AFOARIN-AE - A& @Y, RAKIET 77 F=7& L T1H1E40mg % ZEERFIZRE O #%

535, 2k, BEOREICI Y EEIENT 525, 1H1EB0mgE THETE 5,
'V-3. HEELOHE] 2R

_16_



V. eI 5HA

2) QT Heatitli
<HEANZIUT DR >
AN I ARFE S R aBRahE (1200.24 7XER) ©

BT A 2 IEEM, BB

ES : BE[E]

*f 5B FREME SO TERETE B R 60

B hH HFiE . 777F=74LLC50mg/H% 1H 1[REEAKAOKS

FF A TE OB EERHMEEE ; QTcF [ (Fridericia 2UI2 X B #i1E%)

BIVGHEE H 5 Hp@hhg, QTcF, QT, Ok, 7R QT R, LIS 2 ZaM N
T A =4, HEFS (CTCAE 3.0 it TEH)

AR X—RXF A& Day 1 (HE#E) XX Day 14 (EHIRHE) &L o, A& QIcF
MR OIER bR bR S o7, QTeF RO X—AF A 726 Day 1 Xid Day 14
FTOVHEEITN TR /NS (ENE-1.0, -0.3ms), Ml 90%(EHXH D L
BRAEIX 10ms & +312 Flalo 72 (224 0.2, 2.3ms),

() AERGIFERAR
< HANIET D plfE >
[EI N4 DI AHERIR3ER © (1200.33 3BR) 45 ILAHER Sy 7
ABRT YA v ISR, e R
kG B ARTERIEBERE (1 FEUUT 2 B oOMREEE b RE 1 FEIT Y7 7 ER—2)
F Ot 12 JRIEL o EGFR TKI IZ X 2 I8IC ARG & 72 - 7= %) o5k # IIB #1 % IV 1]
O FE/ N e i e £ 62 451
B h5 Fik. 77y F=7REHES LT50mg/HAE 1 H 1 [EME#E DS
FEAG E B FERMEEA ; ESE R (RECIST 1.0 iiCCREAML)
BIREHIER ; 5% = b o—/L= (RECIST 1.0 it CRFAl), Z2hE TOREM, =4
I, sk = > b e — VIR, AR TR (PFS), 24E17 I (0S),
EGFR }. % Kras a1 ZE R ORI, HpBiie, Zatt
OB ARG R EEEMIEE ORSRIT 8.2% (5/61 #), BIKFLAHIEH © PFS it 4.4 A (LA
b, WSHIEEBE S ORHE), OS FIEIX 19.0 7 H THh - 7=, RIFEAIX 100.0% (62/62
B) IZFRD B, B 50%LL EOFIWER & LTTRH (100.0%), 32/ (91.9%),
NN (83.9%), MO (69.4%), BAHIHIR (54.8%) MDD b,
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V. i8I 5HA

<AENIZIT D RHE >
WEAM A TLARBRAE SR A (1200.22 350 9

ot Ak AV
ESON
x5 BE

T 2 nl, PRERATHIER

B, CKE

fESHIE > EGFR #&in1 O Exon18~21 |Z{FMALERZA L, 2 oMilaEE b RE

1 LYATIRRAIS L e o7z, T 1 IR OB EVA L FRIE O RHGHED 72\ i

IIIB #1 & L <1V fiii s B3 129 4

& 5 07 ik
AF il H A

OB AR

(4) REEAIEHER

777 F =7 HEE LT 40mg XL 50mg/H % 1 H 1 [FhE#E H&& O 5

FEFHMEE 5 FESHE 2R (RECIST 1.0 kit CRHm)

BIRFEMIE H ;5 = > b e — L3R (RECIST 1.0 iR CREAM), 2250 % ToMIM, Z=20Hif,
IR TF IR (PFS), 2447 HIM (0S), Ehie, L4t (CTCAE 3.0
hi T EEAT)

FEFHHE H OFEZEIL 61.2% (79/129 #) TH Y, RIKFHEEH o PFS HiEiL 10.1

A H, OS TRfEIX 24.8 W H Th o7z, BIEHIZ 99.2% (128/129 i) (238D B, FEHL

T B0%LL EOREWEM & LTTHI (94.6%), HZ/SHE (93.0%), MORE (84.5%), AN

% (80.6%), E DFEIE (56.6%) a0 BT,

1) AR
BRI [R5 TIT FH RS AR ARBR R  (1200.32 3lER) 2

BTV A
£ e F:

EEZ I, FEEMHm, 7o oMk (2:1), FEFRHR, 2 BEGATHE M iR

AA, &, #ME ~v—v7, 7400y, B, A4, A—A7 V7, A=A LY
T, SNX— TIURA, KAV, N —, TANVTUR, AZVT, V—v=7,
avr, U4, KE, hFH, KEH, TABCF, TTON, FU, ~Ub— (L

25 B E)

xf % B % EGFR TKI % & T/t FRIERTBE DO EGFR B51 2225V (Exonl19 O RKZH (Dell9),

& 5 07 ik

AF Ml H R

OB AR

Exon21 @ L858R 2 85%) , 729 ] TIIB #1 & L < 1XIVH D I/ Nl e fii iy FR 2 345 1] (H

AN 83 il &)

AKIRE (23041, 777 F=T MM EL L T40mg/H%A 1 H 1 [FHEAKOES

NAPLFE R+ RATTF R (115 41), 42— AD dayl IZ°A F L& F 500mg/m?

R EER, AT T F 2 Thmgm? & SliEE, 1 23— A% 21 Hi & LTHRK 6 22—

AFETHRE

FEFHMEE ; EREAAHHE (PFS) (RECIST 1.1 kiU CRHMm)

RIVGHmE B 5 SN2 R (RECIST 1.1 iU TRk, Z2hE TOHIM, Wi, N
2 hu—/LZ (RECIST 1.1 R CREM), W2z ba— iR, 2447
Hif (0S), fEFERSE QOL, #EAy@hie, 4Pt (CTCAE 3.0 it CRFAMm)

HNMEREAT T 5051 345 Bl DAAE Z LA FIZaAd (BRAAH &ITAHK 40mg O 1 H 1 [Bl#ES,

SHIEREB S OFmICHEES ),

_18_



V. eI 5HA

FHEFMEE Th M HER BSOS < PFS O RfElL, AFIFET 1.1 H, <A FLFk
R+ A7 75> (PEM+CDDP) ££T 6.9 7 H THY, AKEED PFS X PEM+CDDP Bf & il L C
AEIHER L7z OV — R 0.58, 95% (5 #HX M : 0.43—0.78, p fi£=0.0004, iifflf@s v 7" Z > 7 /iE)
72, EGFR #&51ZROME (Del 19, L858R, T Dfth) BIC L D EMMEHT OfERIL, FTROL
B Thol,

o BwlE  hmfE  T54E
;'-_'\ ------- AFIEE 5.32 11.14 19.12
-‘It —— PEW+CDDP & : 3.06 6.90 10. 84
0.8 &:'1.1_“
; )'1__
% - tL _‘:*_1"\
b= ] \ Y
= 0.6 ‘*, e,
3 L‘TLF T L6.5%
i \ o
0.4 | Lok
E“l . ! o _
. \
L : 22.0% ’L__L__H
0.2 .1 M L
i — 1 L_+___—-u— ————— +
; R
Sty T T T E T T I T
0 3 6 9 12 15 8 21 24 27
at risk migEA R (B)
AHIE 230 180 151 120 77 50 31 10 3 0
PEM+CDDP & : 118 72 41 21 1 7 3 2 0 0
A A T O Kaplan-Meier gl
EGFRELTEROFEINC L DPFS (FRfE) OfER
EGFRE(n AR AFTE PEM+CDDP#: | ¥ — K| 95% S FEIX[H]
Del 19 13.77 A (n=113) | 5.6 A (n=57) 0.28 0.18—0.44
L858R 10.8%7 A (n=91) 8.10 H (n=47) 0.73 0.46—1.17
DA, 2.8 H (n=26) 9.97 H (n=11) 1.89 0.84—4.28

BIVEHLTEE Th 524 FHM (0S) (20134511 A14A T —4 B v b4 7)) OHRAEIL, AFIEET28.2
# F, PEM+CDDP#EET28.247 H Th o7 (NH— FE0.88, 95%(Z4EX[H : 0.66-1.17),
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V. i8I 5HA

<H&RIBH >
2013411 A 14 BF—4# B v bA 7B ¥ G P IE1Z 4 - U 78 209 45, PEM+CDDP # 115 4T
HY, ZO5 BRI ERBIZTA M T 78.0% (163/209 f51), PEM+CDDP #f 85.2% (98/115 f5l) T
L7z, F£72, EGFR TKI |2 X 2 %RiGHEmMEIT A U 78 39.7% (83/209 #5), PEM+CDDP #f 70.4%
(81/115 f5l) TL 7=,

Be G IEplO#%IER (2013411 H 14 BT —4 v b4 7)

ARHIE PEM -+ CDDP #f
(n=230) (n=115)
B G-k 209 (100.0%) 115 (100.0%)
T VRIS FE i 151 46 (22.0%) 17 (14.8%)
L3yl 163 (78.0%) 98 (85.2%)
PUEMEIEIE A & D VR0% 159 (76.1%) 98 (85.2%)
{LFFRE (E T2 RIESN— 2O G-) 144 (68.9%) 54 (47.0%)
75 F BE~— 2 113 (54.1%) 18 (15.7%)
B 5 76 (36.4%) 42 (36.5%)
75 FFHE| N — 2 +Bev 26 (12.4%) 0 (0.0%)
Z Do P G- 7 (3.3%) 6 (5.2%)
Hh P 5+ Bev 5 (2.4%) 2 (1.7%)
EGFR TKI 83 (39.7%) 81 (70.4%)
T)buF = TR 65 (31.1%) 53 (46.1%)
FI74F=T 30 (14.4%) 46 (40.0%)
AU T 2 (1.0%) 9 (7.8%)
ZDfh 7 (3.3%) 5 (4.3%)
EGFR TKI % & e f G- 6 (2.9%) 11 (9.6%)
TuF = TR 5 (2.4%) 8 (7.0%)
T4 F=T+ 1 (0.5%) 3 (2.6%)
AU T+ 0 (0.0%) 2 (1.7%)
TR AR 36 (17.2%) 24 (20.9%)

FEGIEL (R%)
EGFR TKI : EREERFZEETFT o oS —EBHEAR, Bev: "NV X< 7 (GBS FHHEIEZ)
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V. eI 5HA

WREVT N TRIR 5% EORIEN (RAIRE) @EEHIRSE (SOC) RUHEARE (PT))

A AHFIFEE (229 $1)

4 Grade Grade 1 Grade 2 Grade 3 Grade 4

ERIEM 228 (99.6) 25 (10.9) 91 (39.7) 104 (45.4) 4 (1.7)
JRYIE R £ OVF A BUiE 146 (63.8) 41 (17.9) 78 (34.1) 26 (11.4) 0 (0.0
NGRS 130 (56.8) 40 (17.5) 64 (27.9) 26 (11.4) 0 (0.0)
BaNK 12 (5.2) 6 (2.6) 6 (2.6) 0 (0.0) 0 (0.0)
MR VY R E 14 (6.1) 5 (2.2) 6 (2.6) 3 (1.3) 0 (0.0
=yl 7 (3.1 2 (0.9 4 (1.7 1 (0.4) 0 (0.0)
i BRI E 4 (1.7) 1 (0.4) 2 (0.9) 1 (0.4) 0 (0.0)
I HRERIS D i 2 (0.9 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0)
i/ SRR S 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R R O iEE 62 (27.1) 35 (15.3) 11 (4.8 13 (5.7) 3 (1.3
BARE 47 (20.5) 28 (12.2) 12 (5.2) 7 (3.1 0 (0.0
KH U v L fiE 13 (5.7 6 (2.6) 1 (0.4) 3 (1.3) 3 (1.3)
b il 15 (6.6) 12 (5.2) 3 (1.3) 0 (0.0) 0 (0.0
AARSE 12 (5.2) 10 (4.4) 2 (0.9) 0 (0.0) 0 (0.0)
TR R 43 (18.8) 39 (17.0) 4 (1.7) 0 (0.0) 0 (0.0
R S 15 (6.6) 12 (5.2) 3 (1.3 0 (0.0) 0 (0.0)
GIEpE 11 (4.8 11 (4.8) 0 (0.0 0 (0.0) 0 (0.0)
FEIED 10 (4.4) 10 (4.4) 0 (0.0 0 (0.0) 0 (0.0)
AR i 52 (22.7) 32 (14.0) 19 (8.3) 1 (0.4) 0 (0.0)
RS 19 (8.3) 10 (4.4) 9 (3.9 0 (0.0) 0 (0.0)
Mgy, MOS0 K OMERR = 77 (33.6) 64 (27.9) 9 (3.9 2 (0.9 0 (0.0
St 30 (13.1) 29 (12.7) 1 (0.4 0 (0.0) 0 (0.0
BORIE 12 (5.2) 8 (3.5) 4 (1.7 0 (0.0) 0 (0.0)
Lo b 1 (0.4) 1 (0.4) 0 (0.0 0 (0.0) 0 (0.0)
Bl 222 (96.9) 79 (34.5) 95 (41.5) 47 (20.5) 1 (0.4)
T 218 (95.2) 106 (46.3) 78 (34.1) 33 (14.4) 0 (0.0)
A% 86 (37.6) 47 (20.5) 28 (12.2) 10 (4.4) 1 (0.4)
L 41 (17.9) 26 (11.4) 13 (5.7) 2 (0.9 0 (0.0)

M i 39 (17.0) 20 (8.7) 12 (5.2) 7 (3.1 0 (0.0
AB% 28 (12.2) 17 (7.4) 11 (4.8 0 (0.0) 0 (0.0)
e ARSI A 21 (9.2) 12 (5.2) 7 (3.1) 2 (0.9 0 (0.0)
(EEA 6 (2.6) 4 (1.7 2 (0.9) 0 (0.0) 0 (0.0)
B B OVBE T Lk Bt 7 210 (91.7) 66 (28.8) 102 (44.5) 42 (18.3) 0 (0.0)
% 141 (61.6) 45 (19.7) 66 (28.8) 30 (13.1) 0 (0.0)
B2 w5 67 (29.3) 48 (21.0) 18 (7.9) 1 (0.4) 0 (0.0)
g 51 (22.3) 24 (10.5) 23 (10.0) 4 (1.7 0 (0.0
% D FEAE 43 (18.8) 24 (10.5) 18 (7.9) 1 (0.4) 0 (0.0)
SIERRR R 2% 32 (14.0) 20 (8.7 10 (4.4) 2 (0.9 0 (0.0)
Jii e 23 (10.0) 23 (10.0) 0 (0.0 0 (0.0) 0 (0.0
ﬁi% DRBRAFAEAIER |2 66 8 (3.5) 4 (1.7) 3 (1.3) 0 (0.0
N EE 12 (5.2) 8 (3.5) 3 (1.3) 1 (0.4) 0 (0.0)
B RE FI 12 (5.2) 8 (3.5) 4 (1.7) 0 (0.0) 0 (0.0)
B fa s 12 (5.2) 6 (2.6) 6 (2.6) 0 (0.0) 0 (0.0)
;ﬁg@é%ﬂ%&o&%mﬁ@ 113 (49.3) 76 (33.2) 26 (11.4) 10 (4.4) 0 (0.0)
RO R AE 66 (28.8) 45 (19.7) 14 (6.1) 7 (8.1 0 (0.0
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V. i8I 5HA

Bl AFHIEE (229 H)

4 Grade Grade 1 Grade 2 Grade 3 Grade 4

95 97 31 (13.5) 23 (10.0) 6 (2.6) 2 (0.9 0 (0.0
FEEN 12 (5.2) 10 (4.4) 2 (0.9) 0 (0.0) 0 (0.0)
HE 7 9iE 9 (3.9) 6 (2.6) 2 (0.9 1 (0.4) 0 (0.0)
T IE 4 (1.7 4 (1.7 0 (0.0) 0 (0.0) 0 (0.0)
TR 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
AR A 52 (22.7) 21 (9.2) 25 (10.9) 5 (2.2) 1 (0.4)
{RERD 24 (10.5) 10 (4.4) 14 (6.1) 0 (0.0) 0 (0.0
Z;i%g;u‘ SETEAT 1 10 (4.4) 6 (2.6) 1 (0.4) 0 (0.0
ii;zﬂ;féﬁggﬂu/ 7 12 (5.2 5 (2.2) 6 (2.6) 1(0.4) 0 (0.0
~ES 1R 3 (1.3) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0)
M7 V7 F =8N 2 (0.9 2 (0.9 0 (0.0 0 (0.0) 0 (0.0)
T R ERER 1 (0.4) 0 (0.0) 0 (0.0) 1 (0.4) 0 (0.0)

_22_
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V. eI 5HA

HHENT I THBLER 5% EORIEH (PEM+CDDP ) @RERIKSH (SOC) KUHEAGFE (PT))

PEM+CDDP #£ (111 1)

AIfE 4= Grade Grade 1 Grade 2 Grade 3 Grade 4

ERIEM 106 (95.5) 16 (14.4) 37 (33.3) 45 (40.5) 8 (7.2)
JEYRIE B OV AR HUE 8 (7.2) 4 (3.6) 2 (1.8 2 (1.8) 0 (0.0)
NGRS 0 (0.0 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
EENK 0 (0.0 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
M Y v 3R EE 55 (49.5) 8 (7.2) 20 (18.0) 21 (18.9) 6 (5.4)
=yl 31 (27.9) 7 (6.3) 17 (15.3) 5 (4.5) 2 (1.8
H i BRI E 21 (18.9) 3 2.7 9 (8.1) 9 (8.1) 0 (0.0)
I HRERIS D i 35 (31.5) 5 (4.5) 10 (9.0) 17 (15.3) 3 (2.7
i/ SRR S 9 (8.1) 5 (4.5) 2 (1.8 1 (0.9) 1 (0.9
R R O AE R E 63 (56.8) 37 (33.3) 18 (16.2) 8 (7.2) 0 (0.0)
BAE 59 (53.2) 36 (32.4) 20 (18.0) 3 (2.7 0 (0.0
KH U v e 2 (1.8) 1 (0.9 0 (0.0 1 (0.9) 0 (0.0)
bl 6 (5.4) 1 (0.9 4 (3.6) 1 (0.9 0 (0.0
AARSE 3 2.7 1 (0.9 2 (1.8) 0 (0.0 0 (0.0)
TR REE 37 (33.3) 32 (28.8) 4 (3.6) 0 (0.0) 1 (0.9
S 9 (8.1) 9 (8.1) 0 (0.0 0 (0.0) 0 (0.0)
SHYR 10 (9.0) 10 (9.0) 0 (0.0 0 (0.0 0 (0.0)
FEIED 8 (7.2) 7 (6.3) 1 (0.9 0 (0.0 0 (0.0)
AR i 6 (5.4) 5 (4.5) 1 (0.9) 0 (0.0) 0 (0.0)
RS 1 (0.9 0 (0.0) 1 (0.9 0 (0.0 0 (0.0)
Mg, MR K OMERR = 18 (16.2) 11 (9.9) 6 (5.4) 1 (0.9) 0 (0.0
St 1 (0.9 0 (0.0) 0 (0.0 1 (0.9 0 (0.0)
BORIE 0 (0.0 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
LoD 10 (9.0) 6 (5.4) 4 (3.6) 0 (0.0 0 (0.0)
e 89 (80.2) 43 (38.7) 40 (36.0) 6 (5.4) 0 (0.0)
T 17 (15.3) 14 (12.6) 3 (2.7 0 (0.0) 0 (0.0
A% 10 (9.0) 9 (8.1) 0 (0.0 1 (0.9) 0 (0.0)
GV 73 (65.8) 36 (32.4) 33 (29.7) 4 (3.6) 0 (0.0

M i 47 (42.3) 29 (26.1) 15 (13.5) 3 (2.7 0 (0.0
HER 1 (0.9 1 (0.9 0 (0.0 0 (0.0 0 (0.0)
1 e ARSI A 2 (1.8) 2 (1.8) 0 (0.0 0 (0.0 0 (0.0)
5 21 (18.9) 18 (16.2) 3 2.7 0 (0.0) 0 (0.0)
B B OVBE T Lk Bt 7 30 (27.0) 25 (22.5) 5 (4.5) 0 (0.0) 0 (0.0)
*% 7 (6.3) 5 (4.5) 2 (1.8 0 (0.0) 0 (0.0)
B2 o w5 2 (1.8 1 (0.9 1 (0.9 0 (0.0) 0 (0.0)
i 0 (0.0 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0
Z D FEAE 1 (0.9) 1 (0.9 0 (0.0 0 (0.0) 0 (0.0)
SUERRRLE 2% 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Jii EE 19 (17.1) 18 (16.2) 1 (0.9 0 (0.0 0 (0.0
;i DRBREAMUASIER | (o) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
N EE 0 (0.0 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
BT FI 0 (0.0 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0
B 0 (0.0 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
;Qgiééma%&U&%w@ 64 (57.7) 34 (30.6) 16 (14.4) 14 (12.6) 0 (0.0)
RO R AE 5 (4.5) 5 (4.5) 0 (0.0 0 (0.0 0 (0.0)

.23.




V. i8I 5HA

PEM+CDDP #£ (111 1)

AIfE 4= Grade Grade 1 Grade 2 Grade 3 Grade 4

%t 38 (34.2) 15 (13.5) 12 (10.8) 11 (9.9 0 (0.0
FEEN 1 (0.9 1 (0.9 0 (0.0 0 (0.0 0 (0.0)
% RE 13 (11.7) 5 (4.5) 4 (3.6) 4 (3.6) 0 (0.0)
VEE 8 (7.2) 8 (7.2) 0 (0.0 0 (0.0) 0 (0.0)
5 2k 6 (5.4) 5 (4.5) 0 (0.0 1 (0.9) 0 (0.0)
AR R A 43 (38.7) 11 (9.9) 21 (18.9) 10 (9.0) 1 (0.9
PRI 10 (9.0) 4 (3.6) 6 (5.4) 0 (0.0) 0 (0.0)
T2 T sen 1 0.9 2 (1.8) 0 (0.0 0 (0.0)
ii;zﬂ;féﬁggﬂu/ 7 2 (1.8) 1 (0.9 0 (0.0 1 (0.9 0 (0.0
~ES v e 12 (10.8) 2 (1.8) 7 (6.3) 2 (1.8 1 (0.9
7 L7 F = H#in 10 (9.0) 6 (5.4) 4 (3.6) 0 (0.0) 0 (0.0)
- rRER BRI 8 (7.2) 2 (1.8) 2 (1.8) 4 (3.6) 0 (0.0)
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Grade : CTCAE 3.0 ki




V. eI 5HA

<HENIZBT B RS >
HESN 55 TID/IIL ARG AR aBR A RS (1200.23 36R) 3

REBRT A

£ e FE:

xh g BOF

& 5 07 ik

AF i BH R

WO R

“HER, TUFuMb, 77 ARG

KE, KA, |E, FE& @E, o R—N, BE, ¥4, ~A¥— TITUR, A

ZVT, 7oK, EEH, ALy, AFHx (L 15 BE)

TP FRERETER (1 R 2 B O MRS b FiE (1 I Y 7 7 A~ —X)

J OV 12 L > EGFR TKI 2 X DRI & e o 7o BF)  Ofi ] TIIB #13% IV #

DI/ INH e it e BB 585 il

AHKI+BSCHE (390 %) ; 77 7 F=7FttHEL LT50mg/H% 1 H 1 [FR#E AR5

778 R+BSCHE (19541) ; 77 &A% 1 H 1 EEARKROKRE

RBWRE L bICREBOFHRIE (BSC) %3 L7z,

FEFAMEE ; 24 (0S)

RIKEEME H ;S (PFS), MESHE/NVIR (RECIST 1.0 JiRCREAM), J#H%h=
v hu— B, ZRETOMM, FOWIM, ERME QOL, FWEhE,
4t (CTCAES.O it CaTh)

BRI 545 585 5l D AR & LA T ICaR T (BRI &I ARK] 50mg @ 1 H 1 B, il

SHIEZEB S ORI EES L),

Mo TIb/IIL ARG IR FAER (2 35 1) 2 4TI/ i A ed )8 LSk D 2 2R

WK EGFR &G 12 R A2 A9 5 REME
AN - 5
NP —RI (HR) NYP—KL (HR)
AEI+ | IR+ T A Y AHl+ | SR+ T A Y R
BSC ## BSC ## (OR) BSC ## BSC ## (OR)
(390 f31)) (195 f51) | (95%[EHEX M) | (257 f) (134 $511) | (95%15#E X M)
p 1 p &
~ HR 1.08 HR 0.90
iiﬁfﬁ'ﬁ 108 7 A | 12.0 WA (0.86—1.35) 11.8 77 | 11.2 A (0.69—1.18)
L fE D
0.7428 0.433
N HR 1.01 HR 0.91
iiﬁwﬁﬁ 109478 | 11.7 A (0.84—1.22) 12078 | 11.2 7 A (0.73—1.14)
g fif 2
0.5445 0.419
HR 0.38 HR 0.28
i 424 HE
F,Ejf%%ﬁﬁﬁ 3.3 1.1 5 A (0.31—0.48) 4.4 751 A 1.0 ¥ A (0.21—0.36)
H B <0.0001 <0.0001
OR 15.61 OR 13.07
2 7.4% 0.5% (2.1—115) 8.9% 0.7% (1.7—97.9)
0.0071 0.0123
o OR 6.28 OR 9.49
fﬁ?ﬁi/m 58.2% 18.5% (41—9.5) 63.8% 15.7% (5.6—16.1)
<0.0001 <0.0001

TR 1) BN, T 2) TAENTRO 2012422 A My MA TR, 1 3) AIAK O EGFR Fu s S —CHEANCEY) LIoBE
(CR X2 PR) & %\ MARNARE O EGFR TKI OF5- #1123 48 HRLL Lo BE 9.9

* RECIST 1.0 M55 < ¥l (CR+PR)

** RECIST 1.0 MUZ -3 < HlE (CR+PR-+SD)
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V. i8I 5HA

WAL TRILR 5% B ORIEN (RAI+BSC#f) GREHIRGE (SOC) kRUHEARRE (PT))

_ AKI+BSC #: (390 #1)
w1 —

4 Grade Grade 1 Grade 2 Grade 3 Grade 4

ERIEM 372 (95.4) 50 (12.8) 165 (42.3) 151 (38.7) 4 (1.0)
JEYRIE B Va2 HUiE 155 (39.7) 75 (19.2) 56 (14.4) 23 (5.9) 1 (0.3)
NGRS 129 (33.1) 68 (17.4) 43 (11.0) 18 (4.6) 0 (0.0
EENK 25 (6.4) 8 (2.1) 13 (3.3) 4 (1.0) 0 (0.0
R R OB E 104 (26.7) 59 (15.1) 25 (6.4) 19 (4.9) 1 (0.3)
BARE 81 (20.8) 50 (12.8) 20 (5.1) 11 (2.8) 0 (0.0
R, B M OVRERR R 99 (25.4) 83 (21.3) 11 (2.8) 4 (1.0) 1 (0.3)
g 57 (14.6) 53 (13.6) 4 (1.0 0 (0.0) 0 (0.0
SR 20 (5.1) 17 4.4 3 (0.8) 0 (0.0) 0 (0.0
Bl 341 (87.4) 116 (29.7) 151 (38.7) 74 (19.0) 0 (0.0)
T 330 (84.6) 144 (36.9) 122 (31.3) 64 (16.4) 0 (0.0)
AN 83 (21.3) 58 (14.9) 20 (5.1) 5 (1.3) 0 (0.0
L 72 (18.5) 51 (13.1) 16 (4.1) 5 (1.3) 0 (0.0

M it 52 (13.3) 29 (7.4) 17 (4.4) 6 (1.5) 0 (0.0
1 R2E PRSI Ak 48 (12.3) 27 (6.9) 21 (5.4) 0 (0.0) 0 (0.0
B B OV T Rk e 320 (82.1) 124 (31.8) 138 (35.4) 58 (14.9) 0 (0.0)
35 242 (62.1) 111 (28.5) 96 (24.6) 35 (9.0) 0 (0.0
% D FEAE 69 (17.7) 50 (12.8) 18 (4.6) 1 (0.3) 0 (0.0
B2 o w5 56 (14.4) 40 (10.3) 15 (3.8) 1 (0.3) 0 (0.0
;iﬁﬁ%ﬁﬂﬂxéﬁﬁ 29 (7.4) 17 (4.4) 7 (1.8) 5 (1.3) 0 (0.0)
R 28 (7.2) 14 (3.6) 11 (2.8) 3 (0.8 0 (0.0
g 28 (7.2) 23 (5.9) 5 (1.3) 0 (0.0) 0 (0.0
SIERRR R 2% 26 (6.7) 11 (2.8) 13 (3.3) 2 (0.5) 0 (0.0
4;-@5{5; FROBFHAD |5 (37) 80 (20.5) 45 (11.5) 18 (4.6) 0 (0.0)
KEIE D i 93 (23.8) 52 (13.3) 34 (8.7) 7 (1.8) 0 (0.0)
il 43 (11.0) 26 (6.7) 12 (3.1) 5 (1.3) 0 (0.0
[ 54 (13.8) 32 (8.2) 17 (4.4) 5 (1.3) 0 (0.0
{RE R 26 (6.7) 15 (3.8) 10 (2.6) 1 (0.3) 0 (0.0)

TRARIEE TOERE, BBERE (EHE%)
Grade : CTCAE 3.0 i
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V. eI 5HA

MHENT AN THRBLR 5%EORITEH (77 8AR+BSCHE) GEREHIRSE (SOC) KUEARFE (PT))

Sl 77 R+BSCHE (195 )

4 Grade Grade 1 Grade 2 Grade 3 Grade 4

ERIEM 74 (37.9) 51 (26.2) 20 (10.3) 3 (1.5) 0 (0.0)
JEYRIE B OV AR HUE 2 (1.0) 1 (0.5 1 (0.5 0 (0.0 0 (0.0)
NGRS 1 (0.5 1 (0.5 0 (0.0 0 (0.0 0 (0.0
EENK 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R R OB E 6 (3.1) 3 (1.5) 2 (1.0) 1 (0.5) 0 (0.0)
BARE 6 (3.1 3 (1.5) 2 (1.0) 1 (0.5) 0 (0.0)
RN B, R R OVHRENR e 5 (2.6) 3 (1.5) 1 (0.5 1 (0.5 0 (0.0)
g 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
SR 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Bl 36 (18.5) 29 (14.9) 7 (3.6) 0 (0.0) 0 (0.0)
T 12 (6.2) 12 (6.2) 0 (0.0 0 (0.0 0 (0.0
A% 2 (1.0) 2 (1.0) 0 (0.0 0 (0.0 0 (0.0
L 21 (10.8) 17 (8.7) 4 (2.1 0 (0.0 0 (0.0

M it 12 (6.2) 11 (5.6) 1 (0.5) 0 (0.0 0 (0.0
H e PNTB BT Ak 0 (0.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0
B2 Je OVRE T EL kB 75 35 (17.9) 29 (14.9) 6 (3.1) 0 (0.0) 0 (0.0)
35 20 (10.3) 16 (8.2) 4 (2.1) 0 (0.0 0 (0.0
% D FEAE 8 (4.1) 7 (3.6) 1 (0.5) 0 (0.0) 0 (0.0)
B2 o w5 12 (6.2) 12 (6.2) 0 (0.0) 0 (0.0) 0 (0.0)
ﬁi%'iﬁ%ﬁ”ﬂxéﬁﬁ 0 (0.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0
R 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
g 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
SIERRR R 2% 1 (0.5) 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0)
%'ém@ BRORFHAD | 0 (g 9) 10 (5.1) 4 (2.1) 2 (1.0) 0 (0.0)
HERRE D S 2 (1.0) 2 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
9 57 9 (4.6) 6 (3.1) 3 (1.5) 0 (0.0 0 (0.0
it R AR AT 3 (1.5) 2 (1.0) 0 (0.0) 1 (0.5) 0 (0.0)
{RE R 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

2) REHHBR
AR L

ER

~—
g
¢
it
-3
G
=
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TRARIEE TOERE, BBERE (EHE%)
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V. i8I 5HA

(6) amrIfERm
1) ERARERE (—REARERE, HFEEAMGRAE SRARELEHRAE) . RERTRT -4 ~—XFf
E, HERFTRERABRONE

Off A Bl i A
A) FrEfERGGEE (EGFR s 2S5 EOFITARE S TRFEE/ Nl e i 8 O RIER] M2dsl) 2
(#T)

HAEOHK) | EGFRIEAS 2 S5V O FAT AN RE U R I/ fﬂiﬂ’ﬂ%%ﬁ'ﬁ TR L, AR O R O
EHAZERE IR T, TFOBHROBRH IR 21T 2 &,

(1) RIEH, HEELAFEFZOREAERNR

(2) etk A BRE G205 L BEZ DD R

FLEwE FRIPEERIC X DA )y 20

TEBIEL A SR E 1251605061 (B AERIE 22T x5 150041)

S HA R 5 ESEHAM : 20144E5H ~20174510 7, BIERWIN : 523 (14F) M

ERBIEEE | Raett BEMOFEBRRN

BHWE FIREIC X DIEBNHIEIC L 2 BRAEDE (RECISTL1RICHEL %)
et R | et
MR R SHEF 16026112 BT, BIVEAZEIEIE1395.19% (1,525/1,60241) Th -

720 5%LL ETHRELL-BIERIL, TFHI78.46% (1,257/1,60241), %9£40.70% (652/1,602
B1), INBHZ33.71% (540/1,602%1) , 1 PNF30.90% (495/1,60241) , B8 A= WitE1T14.36%
(230/1,602f1), AAKIKIE18.73% (220/1,602%51)), SIEARRZf§2$11.55% (185/1,60241
), ZIE8.05% (129/1,602f1), Huir7.62% (122/1,602%41), MEH:5.62% (90/1,602%1) K
OV §w85.18% (83/1,602%) TH-7=,
HEARRBIEAREEA1133.02% (529/1,602%1) Téh-o7-, 1%L ETHREL-EER
BITERIE, VR EWitEr714.29% (229/1,60261), TF#I17.30% (117/1,60261), FIEME
fifig 3.75% (60/1,602f%1), RAJHIE3.00% (48/1,602f%1), Bik2.12% (34/1,602 fi
), AN%K1.62% (26/1,60261) JEH1.00% (16/1,602%]) T -7,
AR
B ERRAT S GUEFI 160261123\ C,  FAHE Y EARIIZ X W RECIST1.1 AUCHRIM Z 41,
e (LU, TCRY) 2.31% (37/1,602%1), #5325%) (LLF, TPR]) 37.64% (603/1,602
B), & (LAF, TSDJ) 35.77% (573/1,60241), #£4T (UL, [PDJ) 17.48% (280/1,602
Bil) K ORE16.80% (109/1,60201), Z2h3%:13%39.95% (640/1,602f) ToH-7=, ZD
5 BALERRIEARIR B 4866112\ Tik, CRAY5.56% (27451), PR72367.90% (3304
), SDA317.90% (87#1), PDA34.94% (24f) KORHA3.70% (18%1) THYV, %%
#R1173.46% (357/486%) Th -7,

_28_



V. eI 5HA

@3 i 56 1% B R AR

A) EEEILFEE I FEEARRE (1200.32 3ER) 75 Okl
EWIZIIT 2 8OER7eAGE A (2014 4F 1 H 17 H) ORpAT, [EFSILRS I MERARRER (1200.32
i) & BLEARCR EEIREER & ik 2, MBRE EE L7z, 2014 4F 1 A 17 BRER T, #RETH D
RHNE G STV AARAN 4 B RGER & ERRRBRICEIT L, 1 FIREETO 0@ TR
Zik U7z, 3 4, 2016 4F 11 A ECHIEMEAAN KL S, TiRSNTWD A MU 7 25k
LCTHEIND Z L aiilts, WBREKT Uiz, BIEMIZ 468 (BEMts, MPAZK [21F], EXGE
YL, A% 27—V —7 AR, BORIE, DN, BRREBIREE) ([ZRO 5L, 33T Grade 2
UTFCHEECTHo, £, 2AEFWM (0S) 1£72.4, 71.0, 714 X775 WHTH-T-,

2) RBEEE LTEBPEONEREREL-HE - RROBE
AR L

(M Zzoith
TR OISR 2R LT,

(1) EGFR TKI KBS (—&iBH) TO7 77 F=7 O MEMRE (EEILFEE I AR [1200.32 7
Bl ORARANYT T N—7)
D) HEICE-ST-HEFSR
[l BRI [R5 TIT AR ERER (1200.32 3AR) TR IR Bl L 2R PRA G E TERWHEICE T2 A
FHRERLL, M (19.7%), BBISHE (19.2%), MORE (13.5%) LOHRN%E (10.0%) THhol, <
® 55 CTCAE Grade 3 DL EOAFEFELRL, HBUHEIAICRZ/SIE (13.5%), THI (10.56%), TNORE

(9.6%), OWN%E (71.0%) Th-ol=, £7=, CTCAE Grade 4 ® ONKMN 1 LICFHEH LT,

1200.32 RO HARNY 7 71— 7" Clk, @BEICRE LI RRBIR NG E CERWREICE T A EH
213, MORE (29.6%), BE/ISE (27.8%), THl (22.2%), AWK (7.4%), RAGEE (5.6%), )%
57 (3.1%), FHE - BIERFAEALIEERE (3.7%) FThol,

BB DR A ME L L BEH OME (ERILFEE I AHEERRER [1200.32 2Bk ] O HAAY 7 7 L—7F)

T 77 F=TRE

7 7 7 F =7 40mg B E A 54 (100.0)
30mg | JHiE 39 (72.2)
20mg |7 18 (33.3)
WENE R E COMM (RERBHE)

14 HREILLF 0 (0.0)

14 A R#E~28 ARILLT 12 (22.2)

28 H#B~56 HMHLLTF 7 (35.2)

56 AME~84 ARILLT 8 (50.0)

84 HE#B~168 HRILLT 6 (61.1)

168 Hi#E~252 HRELLT 1 (63.0)

252 HAEI#E~420 ARLLT 4 (70.4)

420 HFE#B~820 HRILLT 2 (74.1)
AR ¢ oo W AP g fE 57.5 H

(-] [16.0-443.0]

IEGIE (R%)

.29.



V. i8I 5HA

2) WEELDOT 7 7 F=7 O 5] (FERSILRF T AR ERARER [1200.32 38 ] O A AN 7 7 —7)
HRAND T I N—TT, 777 F =T 253N BH 54 4055, 30mg ([ZHELZBEFIT 39 4
(72.2%), & 5|2 20mg (2 L1-HB#H 1L 18 4 (33.3%) ThoT-, WELIZEZD I H 274 (67.5%)
W7 77 F =TIk DIREE 6 DAL B T2 2 LN CT& e, BREBOFEICEDLT, 34 (7.5%)
IZOWTI 18 W H ##8 2 TIRIE D ke S 7z,
[ B AL [ 27 T AH R ABR (1200.32 3ER) 128610 2 AARANY 7 7L —T7 TOfE « OEF O£ w5 B
OB 2 0 L, IRRBIME)HRAID 84 B (5 5 o — ABAAAIES) DAIMICHENTTH D =
ENE oot (BEED D B B0%), B ETH D 40mg TIHE Z ki L T\ 2 BEEII R~ 1I2
L7228, BRtAHED £ FIREZ Mk L T 5B 1T 84 H BFREA T 50.0% Th o7, R HHIMIC
TV 336 H H TIX, 26.5%DEEN, BBHARETH S 40mg O F FIRHE 2k L Tz,

3) BEMILICE 7oA EFSG  (EERILFEES I ARERARRER [1200.32 35k ])

BRI [F) 5 TIT AHERRERER (1200.32 3R) AT, 1RBRIK L ORI RN EE TE RWIRBEE O G+
I E ST {GFFRIL, 777 F=THOD 7.9%, LFEEHO 11L.T%ICHB LT, BARANY 7 71—
(1200.32 RER) TIET 77 F=THED 14.8%, {LFHIEFED 25.0%IZFBLL, WfE s bITHBREE
(1200.32 #BR) &bl U CRBRDK 2 L@ oTo, 77 7F =78 T, Grade 4 DL EOIRBRIE L D
KRB G E TE RNV IEICE S oA EFZORBUL R o 7o, IBRIEE ORRBEFRBEETE 2
WG PILCE ST HEFRT, 77 7 F=THOLRTRERIALLZLOIETH (34 [1.83%])) KOWEME
iR (24 [0.9%])), MORE (24 [0.9%]) Tholz, BEMMEEKLOINOREIZOWNTIE, H
BEMMEBIX 24 B HARAY 7 7L —T7TRIEL, MORFIZONTT 240 1 ABHAEANTT 71
— 7 THIBL LT,

IR R IR LIRS ILICE > T AEFFRIL, FRELEERDOH L AEFFR TH L Z L%
ofc (PIRRRRERR, MK, Mgk, PRORINEE, MR, EEHAY, K, BRSSO
OAEFFERLE LT, WEMMZRE (185 A4t 3 4 [1.6%]), 3L, T, AFHERERY, IROMEE, +
FaT—Y—T7 = RE, BEISHE, BAE, ARE (Wb 1 4 [056%]) THY, 2o 55 CTCAE
Gm@S@ﬁ%%%@%%,ﬁ%%A%,ﬁgﬁmﬁ%(wﬁh%l%)fkoto
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(2) EGFR TKI % &t LB EBRE COT 7 7 F=7 O AR (EWNS VI AHERRR [1200.33 35k
2 1L AR5 D)

1) BEICE-T-HEES
[EIPNEE TIT FRERR AR (1200.33 3R 55 ILAHE /0] TIRBRIEDIEICE > oA EFFLIT, 43 4 (69.4%)
TRHELZ, 2055 CTCAE Grade 3 DHEFRIL 35 4 (56.5%) ([ZH 5, Grade4 XX Grade 5
DEFFRIIA LN o7, EGFRTKI ICBHRH 5 LB DDA RAFEFENRIL, TDH
H 2 AU RIS LNZOE, TH (26 4 [41.9%])), #B/SE (11 4 [17.7%])), TORE (6 4
[9.7%]), ON% (4 4 [65%]) Tholz, £, TOMDOIRHRIEOMBEIZEST-HEFLLLT, &
WBOE (3 4 [4.8%])), J&55 (2 4 [3.2%]) MR LI, ZNbHDOFELDZEL A CTCAE Grade 3 T
Ho7-75, Grade 4 XX Grade 5 EHIBrESN= b DT o7,

RO EEZ ME L U BFEOME (EWNE VI MEERRER [1200.33 36k 55 I1LAEE 1)

T F=TRE
7 7 7 F =7 50mg B E A 62 (100.0)
40mg (2 43 (69.4)
30mg (IR 22 (35.5)
WENE R E COMM (RERBHE)
14 HREILLF 5 (8.1
14 A R#E~28 ARILLT 18 (37.1)
28 HE#B~56 HHLLF 15 (61.3)
56 AME~84 ARILLT 2 (64.5)
84 HE#B~168 HRILLT 2 (67.7)
168 H#E~252 HRELLT 0 (67.7)
252 HEiA~420 BRELLF 1 (69.4)
420 HFE#B~588 HRILLT 0 (69.4)
588 HH#E~700 AMLLT 0 (69.4)
WIERE T oM P duiE 28.0
fE-RE] 8.0, 350

SEBIE (3R%)

2) WEHILICE A EES (AN VILAHEKRRBR [1200.33 5 4 I AHES])
[EIPNEE UITAHER PR AR [1200.33 38R 55 ITFRE 2 HRBRIE O G- ILICE > 7oA EFFLIT 19 4 (30.6%)
TH BN, CTCTE Grade 3 LA EOAFEFRIT 13 4 (21.0%) THE I 7z, Grade 4 XIE Grade 5
DHEERGI o1z, BRIEOEGEFILICESTZHERZD I L 2 AL ETHRE SN-AEFLIT
95 (74 [11.3%]), AR (3 44 [4.8%]), T, MEMMEEKROANE (W Tivd 2 4 [3.2%])
Thot, IBREOELHPILICEST-FEEFROITEA LN, BRI E OREBERBEE TE 20 &
Ehi- (18 4 [29.0%], =® 5 b CTCAE Grade 3 OHEHFSRIT 13 4 [21.0%]),

o, IBBRIEOBERICHEA LEGTILICETAFERT, %5 6 4 [11.6%]), BAGEEL UHE

PEFR R (W00 b 2 4 [4.7%]), Bk, Bk, MORFEEOEA (O TFhb 1 4 [2.3%]) Thotz,
FEALETE, FHREABLEET SO (LR KONEGFR TKI IZBEEOH G EFRTH-T-,
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BT 5 HEA

(3 FTIER T REAEFR EMIERER, TH, /SR, MORE, NNk, ROEE, A5RE)

1)

EGFR/HER2 [HFIZBIE T 2 A HE S (MEMEMEESOIFEEMRE BTG, TR, BB/SE, AN
7%, IROBEE, ARR) ZFICER TREFHEFRLEER L, EEIEFS I FHERRSR (1200.32 #5R),
HEsh 55 TID/IIT AHERPRABRAAE (1200.23 5A8R),  [EIRBRHEZ5 I AHERRAER (1200.32 3A8R) o A A NS
T I N—T R, ENE UILFHERRRE (1200.33 58k) (2 OWCREfi7efiftr 21T - 72, £-MEDD 7
VY, HE MR B R A ST EMEMRER, ARRICOWTIEEET 25 L Lz 46 MBR TR I
72 3865 4 KV ARt 24T o 72,

R i 9 R
RVE MR B A R TR 2/ NG L 7eW 2 dls, BEEEZRE LT 46 AR CBER X7z 3865 4D
AT C I SMQ* & F WV CRIVEMER BER R 2 55 E LT,

SMQ*
MedDRA (EBFEEFHKMFEE) SMQ (EEMRERX) 1TReMT — & OEYERLH0] L B L FTREICT 5 H
B CRHPE S 4170, SMQ I B3R 3 & Bl Y J5 O R ThERK S 41TV 5 CIOMS (Council for International
Organization of Medical Sciences : EREEZHEWZHES) © SMQ-WG & ICH (H K EU E 3558
FIERESE) OHFEERICL I TH D, SMQ 1E, BHE T 5 EZAREE LB OMERICBIfR T 5
—2LL ED SOC (#RERIKZE) 725D MedDRA HEED V7V —T7Th %, DRI V—T 101355 &
T2 EFHPRED DV EIB D AEEIC BE T S8k, eIk, B2, JEMERE, SIARPTR, BRIRIRA K O R
BET—ZmEn, EAH PT) L LTEHEEALTVD

SMQ (T & 2 IR 2R & Aedaohs 27

FEAED SMQ X, THEk) & TR o PT (GEAREE) o7ty haekioTna, Bk o PT A
Y, BOOMR Lo HRERET D L0 @V ERYE (SRRE) 2F L TRy, —F Ry HEE

X, ZHICIA THRERS H5FRERET L (BENE) ZL2BHLEbDTH D, JREBMFEIC X

STHRBINZFRIT, ERDHFMIZE-T, BELORETITRWE SN AREERH D, 2—F—13i

STV HERBIC & o Tl bl 2R T (Bl 5 VIR 28RS 5 2 LR Tx 5,

[ 265 & U7z 46 3Bk TBEkR S 7z 3865 4 DOfiEtr]

3865 4 DFHT DFER, 59 4 DEE T 60 1EDOREMEMKEEBERFERNRE ST, 209 5 38 4 (1.0%)
1% CTCAE Grade 3 Ll EORMEMEEBHEFRTHY, I, TDHH 15 4 (0.4%) IIBFEMTH -
Too JRI SMQ % HIWNTHFE S 472 59 4 DA FFGIL, 1R Y ER L O UIN—Y U —A T
A DI Ko CTRAEBFR B S, 2095 28 HOREFEFERIE, 777 F=7 L ORRBEBRNEET
SVl S, 31 4 TIET 77 F=7 L ORRBERIT ARV EHET Sz, R SMQ (X 2 ME M
IR AR F R ORBEIT 1.5% TH VY, 7 7 7 F =7 L RRBIRNEE T 7o &)l S v 7z B M A
HHREOREARIL 0.7% TH - 7=,
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Hex 2 E&EDT 7 7 F =7 Zih LT BB EM BEEZISRE L 46 B THEKS T2 3865 44 Dl
M) ®9H 40%% 7 VT A ED TR, Rk SMQ & AV CTHiIE L 72V ENR BT R 2 L L
TFREIZBWTE, 7VT7 ARG ED L ERlo7 (54%), Ik SMQ % HIVWCHReE L 7= B M
JfiR BARE R A RBLLIBHE 59 4 D56, T AHANHEANLORETHY, TDHH 4 HATHRIELA
FRERIT 77 T =7 L ORRBBENEE TE A &l Sz,

JRIR SMQ & W CTHRIE LT B MR BERER D 5 b7 7 7 F =7 L ORGP G E TERWEH
I SMQ ZHWTHE SN 28 4 (29 1) 7 7 7 F=7 L DK FEERENEE TE 22O BV iR
BERFRONGRIT, MEMEMZER (20 4), Mgk (56 4), SUEPEREHEEER (2 4) KOWHEE (1
4) Thotz, MEMEMFEBRZREILZEE 1 AIIMRMEERE L7z, 28 4055, 8 AITIFHE, 20
LITEETHY, HERBEDOILS5 4 (17.9%) IBSEHTH -7, BOENRAEELORME MR
HeEgE, MEMEMEE (24), SUEMFRESAIEGR (2 4) ROMBMEE (1 4) Thol,

[FERS LRSS T AR SR (1200.32 3U5R) ]

AikBrix, EGFR TKI 12X B 1EEED720 NSCLC BEA2RARIC, 777 F =7 40mg ZBHEL L
THEHE L 723 CTh o 7o, AR CIIVE MR BB T 588 SMQ (2 XY 7 4 OEMENMRE BRFES
WEFE Sz, 728, TNOOAEERIIAIER L mERHE 2SR E Lz 46 3B THER ST~ 3865 4 DO
Hricds i 2 MEMEMRERRFEGICE Eh T2, MIEMEMEEBRRFRORBEEL, 777 F=7HT3.1%
ThHoTeDITK L, \LFRIERTIIRBUI R P >T0, TAHDOIH AKX TIETY 77 F =7 L OREERITR
WIS v (BRI, B, HORBRPERINRSE, WRICER T D & E X D BEEE O SRR 85
SEMERE) . T DI BOFRY D 3 ZIZHOWTUET 77 F=7 L ORREBBRITAETCE RN LB R b, 3
2 DOWNFRIE, BEER A EEL O NN ESBRERRE (1 4) ROWEMMEE (2 4) Th o7z, CTCAE
Grade 3 DL EOMEMMEEFEFELRIT3 4 (1.3%) TRHOHIL, £OWNFRITBIER A EF GO MM
WESIBERRE (1 &) ROWEMMEE (2 4) Thoi,

(#4155 TIo/IIT ARG R sRBR A (1200.23 35R) ]
AkBRi%, EGFR TKI |2k 27D H 5 NSCLC BEEZMRIC, 777 F =7 50mg ZBtaHAREE L
T L 723 CTh o 7z, AR CIIFVE MR BB 5 IR SMQ (2 XY 4 4 OFEEMMEBRFES
DEFE STz, 728, TNLOFEFLIIAER LBERE x5 & Lz 46 WBR TRk STz 3865 4 Ofif
HHZ I 2 MMM AR RIS E N TV 5, WEMIEERFRORBRL, 777 F=7F T 1.0%
ThHhoTlDIZK L, 7T BRBETIEIRBUIRD 2T, 4 HONTUL, BRICE DD 2 4, BEFEOM%K
ICEDHON 1 4, BONTERNDRNoTBAN L L THY, 4 4 & HIBHRISERM &K OV IR —
Vo li—A TN, DI LS TT 7 7 F =7 & ORBEBRZRITAR W E B ENn7-, CTCAE Grade 3 LL
FOREMEREEEFERITI2 4 (05%) TROLN, 251 AFFET L,

[ L[R5 TIT FHERPRSER  (1200.32 3ER) O HAAY 7 7 L —7)

KABROARAY T I N—TFTh, 777 F =TT 4 4 (7.4%) I[ZEEEMREBEESARIAL-D
W6 L, ALFRERE CIISEN R o T, 77 7 F = 7 RECTHRE LI MV E MR B SIE, MR
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B2 4, R 4 K OHERAENIRE 1 A4 CTh o7, FEMEMEED 2 405 H 1 £41% CTCAE Grade
3 Thh, HELAAERSL SN, 1 LIXHEEMEMNEBEFROZOBRELEL L, 1 LIXRFER L
([ZIRE Lz, BEMEBREZENTZ2 4TI, 777 F=7 L OREEBNEETE AV LHITSh
720 RIS R O RN D& 1 4127 7 7 F=7 L ORBEBEN RV Sz, LavL, 1RB
FhEFTEE T, MEMEML L BW S NG AITRRE T IET 2 X BESh TV ez, 4 4 & b ME
PEMIR B EROI-DICT 7 7 F =T 05 E2HIE LT,

[ R [ 27 T AHERAR AR (1200.32 3R) O HAR A7 7 /L—7"C CTCAE Grade 3 ORIEVENEEE
HHL LT BFICOWTHERT 2, BEIL66 DL Tholz, 777 F =7 40mg O GHG 43 H%
(777 F =7 30mg #5H) ORFERAZKML, ML M7 UL LY CTCAE Grade 3 Dfifize
LrEnz, MEOCO AL, FA, 777 F=70#5%2%1E Lz, FUAEWEROAT oA RO
HlZXv, BENLH 1 7 ARICEEIIEE Lz, BiEgsd (CT) %ML, A L3E3mEY o8
FIEDOEAL LB 2 b, A TEEITEAMEREE NSO, MEMEMK L ZW S lc, M MEmREIX
HERAEFZTHY, RBRISEMILT 7 7 F=7 & ORERERILEE TE 20 & Hl LT,

[ENEE V1T AHERARRSR [1200.33 3R &5 11 FR{]]

AR TIX, 777 F =7 50mg BLAHERED 3 £ ICHEE MR EFFRNHI Lo, FBLL-ME M
FE SRR G L, RVREIR R 2 & R OVT LAV R —MERIMAZ 1 4 Cdoo o BEMEAIRIR 2 £ D551 4
7 CTCAE Grade 4 Th Y, HEERAHFFGLE SNz, 3 L4095 LEEMMKED 1 £ L7 LLF—k
fal@k D 1 A THEFRGOIRFEZLES L, MEEMERED 2 4 TIE, 777 F=705%HIEL,
T 77 F =7 L ORPEBRIEEE TE Ao &l S,

782 C CTCAE Grade 4 OFEMMKBERBH LIZBHFICONTRERT 5, BHEIL, 59 MO TH
Sley T77F =7 50mg DL 31 A% (77 7 F =7 40mg #&51) (ZHiki 4 5 MR N EHE O 72D
ICBRBABE LTz, £, MLy M URE TR OBEL R Uiz, FH, RBEEOREGE T L,
g mE (CT) 2%, £ LT A FEBMOSEERE LA (REELOCRY HT 2E) KO
RECHEBR A2 TR L7278, Wi L CIlET 7 7 F=7 I K DA EFHREOMEEOFS ), IFRBIC L DIE
W EHESTHZ LT LnoTo, AT A R2OUVAREA i L, IGBRER G158 1 7 A%ICH
BHERRED DR Uiz, MM EEMEBTEERAEFZTHY, AT A RV RFENR LT
D, BB EMIIRAIERI LR L, 77 7y F =7 L ORBEBERIIGE TE ARV S L,

Ut SMQ % AV CHREE L7 B EiR B ERO £ L o]

JREEDS B O AR R TR W RS SMQ & W CRIE MR AR F R 2 /e Lo, MEMEMRERFER D
FERIL15%THY, ZDHIHT 77 F=7 L ORRBEMRPEE T E QWM BRI BERFROR BRI
0.7% Ch-oTc, 777 F=7 L OREREBDGETE 220 &Il S L7z MVE MR B F RO BF T,
DK L BEER 0O 8 R e 7 BB SORI O BAREZRIRIN O B D BE DR E TN W e, £, 777 F=7 L ORE
BIERA 20 &I ST T b IEEIIR B OMENGEO S BE L H o7, 20X DI, FIEMEME
BOZWNIRETH 722y, RETHRA/Z L B0, BEMEMREERFRORBIRIT 0.7~1.5% L #E Sh iz,
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2) T
EGFR TKI 18%# %% TV D EE TlE, SCRPRIE, 859l S5 ROBEIZE Y TAITEETETH
L0, VEOBHETIIEGTILCEDLZ ENH D, £z, FRIOBTIC X 2 BEMEOKTFIZHEY, Bk,
BARE LT, B R L OEE KRB E - E A RAND D, THRICHEE L - AEFLE R LT
BE LI, THIC L DIEBRIEOE G H LN D 28 ALNICRE ORI (K, BRSO LB AERE
) ARBLLIZBEEZRT.

[E R HE RS T MRS (1200.32 #5) ]
TN, FEERIFES I AR ER (1200.3238) <7 77 F=7%2& 5 LEAE (77 7F =7 40mg
BAR A ERE 96.1%, {LFHRIERE 22.6%) ([ZBWT, FH L EWHETHEREAREI L., THORBIFR
IXED TR, KOMHE R Oa T 2 NICKDIRME T 7 7 F =7 OF 5 il 2 (1A 7= R A & B
WX VHEUICERTE L, TO/RE, THICXV T 77 F =705 2P IELTERFEIVE TH- T2
(1.3%), FHRZRBELT-ZL OBE (T0%H) 1%, &5BEND 14 BUNIZEYO THZFHBL L TH
v, EESLFES I AERRBR (1200.32 #R6k) TiX, CTCAE Grade 3 & FHIDIEE A EILIEHERLAD
6 EMLUNICHRIL LIz, 202D, 777 F=7 OFKERGEORHCEINT, TR 5 FEmT
EBNMELEZ Gz, WRRBR T, 777 F =78 T Grade 5 O FHITEILL 2o 7208, v
Ny var—ha—2A (NEMBLEIC X > TRBAHEA BZ AT 2CROHIE) T, 3 40BFEN
THIZREBL, TO®HELE Lzt &Nz, 2, BEDEMOERICEDR o7z, UL TR
TOUEP RT3 Th ol Y, KR XFHRIEM TRl lod Th o7z,

TR, Fiul mm&omw Erplg T enb D, 777 T =T HRERETHALND THRICH
K9 % B RE S O FE BRI, IWAH%HLW% FRikBR (1200.32 BR) O7 7 7 F =7 40mg BEA
Eﬁ?ik%ﬁ&ﬁ@N%\V%kF+yx77%/ﬁm)kwﬁbf%b<ﬁ<(777?:7ﬁ61%
{ESERIERE 16.2%) , VSN TID/IIT FRERRAERRGRE (1200.23 3BR) D7 7 7 F =7 50mg BA4hHI =R
T 7 ERBLYOE D T2 (T 77 F =78 5.4%, 77 2R 1.5%), 1FLAEDORBETIE, B
REFE =L TR ORERAYE B QKRB L > TR L, 77 7 F=7 DG/ Z 15T 5 2 L1de o
7o

(V4125 TIo/IIT AH ERARRER AR (1200.23 35R) ]

THINE, HEANE TIb/AIT FRES AR RRER AR (1200.23 3BR) TiL, 77 7 F =7 50mg BHihHEREDO THIO
HEFRLRE) 27 NGEICHENLE (777 F =78 86.9%, 77 HREE 9.2% ; ~¥— Rk 19.71, p
=0.0001), 777 F=T7 &5 LI-EETIE, THOEEEX Grade 1 XiE Grade 2 73 69.8%TH Y,
Grade 3 O THIDOFHBLRIL 17.2% Th o7z, BHE L INTZEFITDOTHLTho7 (4.6%), #ERHIFHIC
BED T41%05 FRICKH T DB 2L L L, 56.2%ICIEEEKA G Lz, S5i2, BHED 20.5%28 T
DEBDT-DIZT 7 7 F =T OGP EZITo 7, 3B 1200.23 T, FTRIOMMBOLERLE &b
W27 77 F=7 OBRGHEMEEEZITO ZLICEY, THRICLY T 7y F =752 I1E LTEBEITDT
MTH-T= (3.6%),
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SN TID/ILL FHEG AR R BR RS (1200.23 3BR) O 7 7 7 F =7 50mg BALAHERE CTIL, 155K & DK EES
AT ETE A WBBRERE ORBLRIT 3.6% (777 AR 0.0%) THY, HEELAEFRGZOBHERE
DIBIRIT 3.3% (7T EREE0.0%) Thole, 777 F =7 HEGEFETHEL-BHEERETD S H 3.3%
X CTCAE Grade 1 XX Grade2 ThHV, 77 BARRECHIE L7 BHEEREEIX T X T CTCAE Grade 1 T
BHol, BHREREIC L 0BG PRREEZ LEE LZEBEIT 21% Th oo, BHBREREIXIZ L A E03
HHIEHICHEA LR, 1 AOBE TIEBEENFLRTH Y, 1RHIKL OREBEBRIBEE TE 20 &k
i, THICERK T 2B EORBIRITE S, KOMHHBICL o CTEENTTRETH -7, 3 LOBEMN
BISREREEIC LV 7 7 7 F =T O GE2PIE LN, 2095 2 4 OBEITKIMHICE Y ERENSE
BWliz, 1 A0EEE, BIENRAEERFRZOMRK OEER2EZ R LT,

[ FEBR LR 55 TIT ARG R BR (1200.32 3BR) O HARAY 7 71—

TRBRHE & DRERBISR G E TE RV TR, 77 7 F =7 40mg BRI ERED BFH 54 4 h a2 5B L
7=. EJEERITIE, 434 (79.6%) 7% CTCAE Grade 1 Xi% Grade2 TH Y, 114 (20.4%) 7 Grade 3
Thotl, BEERAEEGL L CHHEINETRHIZDT N TH-72 (24 [3.7%]). EELLFES I M
KRR (1200.32 38%) O HARANY 7 7V —1081F 2 THRORBE K OERBEICOWTIE M iiE %
ZH,

KRS T T N—TTEBIRNT 2D 755 H, CTCAE Grade 3 @ FTHIZHHLLIZIZE AL DHEE (11 4F
10 40) 7 77 F=7H500% 6 BEUNIZTHZREILL TWe, LEDZ &0 G, T77F =70
P G HIR I TR 2 RIS 5 Z IXEBETH 508, BRSSO & FRREER OB Grade 3
DO THOHEBEH S DIZEETHDL EE LT,

777 F=T7EETE, RBRWETIC 51 A0BE (94.4%) BRI AIAR A LT L L, 88.9%I%f
LTaXT I RREOIBEENELG SN, X512, 12 4 (22.2%) B TFTHOEELOT-OIZT 7 7 F=
T OG- REIRE AT oo, B2 TRIOBEEE & HI2T 7 7 F =7 ORGHEIEEZ1T - T2/ R,
THIZR VT 77 F =7 0% GE2HIE LIZBE TR 5T,

777 F =7 40mg BB ERHICB W T FHIZRIL LT- 54 4D 5 b, 28 4 D HBE TrBRIIRE 2 TR
FERIZIHA L7z, CTCAE Grade 3 LA LD THIZFRBLLIZ 114D 5 H 6 LITHOWTIE, ZIFHRIEL &b
(B GHMRE AT o TSR, BRI RIS TR ERITIHA Lz, R0 OfBE 5 Al >\WTiE, 77—
BNy N AT OB ST FRITZERICITER Lo 7203, T TOHEE D CTCAE Grade 1 LA T X F~—
ATA VREOREE THACHE LT 77 F =T RKELBRATL LN TEL, ZNUOOBEFTR?G
Grade 3 LLEDO FHIAFKHE L ThH, XERELT 77 F =7 OG5 2 i+ % 2 L2k - TEHEARET
HDHEPRINT,
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O FEBUEEE K OV R (EIBRIERI 2 T ARRRIR AR [1200.32 RBR] O HAANY 7 71—

(bR 77y F=TR
A JE] 28 (100.0) 54 (100.0)
SEBY 2 7 i EERZE] 93.4 H [47.4] 6.8 H [11.4]
T EL 4 (14.3) 54 (100.0)
95%13 #E X [ (4.0-32.7) NA
NP — Rk 28.53 (p=0.0001)
#x X CTCAE Grade
Grade 1 3 (10.7) 22 (40.7)
Grade 2 1 (3.6) 21 (38.9)
Grade 3 0 (0.0 11 (20.4)
Grade 4 0 (0.0) 0 (0.0)
Grade 5 0 (0.0 0 (0.0)
HR R
=118 4 (14.3) 45 (83.3)
E N 0 (0.0) 9 (16.7)
%IBSE 0 (0.0 0 (0.0)
A 0 (0.0 0 (0.0)
BRI A 5
&R E 0 (0.0) 12 (22.2)
Be5Hk 0 (0.0 0 (0.0)
PRI 2 (7.1) 51 (94.4)
AN B L 7= T 4 (14.3) 54 (100.0)
HERTH 0 (0.0 2 (3.7
THROAEFEBREL o Kaplan-Meier HEEfE
day 1~7 2 (7.1) 44 (81.5)
day 8~14 0 (7.1 8 (96.3)
day 15~28 1 (10.7) 1 (98.1)
day 29~84 1 (17.9 0 (98.1)

FEBIE (%)
¥ BAREOAEFERZOYEIEBIRE TOFXE Y 27 WM zRD 7,

[ (EWNEE VI AHERPRER [1200.33 38k 55 I AHE5]) ]
ENE T AREGREER (1200.33 3Bk 26 ILHHESY) ik, 77 7 F=7 50mg B4sH &R O 2 BFH CH
REGENGECERWEEFRTH L TN EAICA LT (624 [100.0%])), 777 F=T %5 L
7-AREOTHOBEIEEIL, 394 (62.9%) 75 CTCAE Grade 1 Xi% Grade 2 TH Y, Grade 3 O THilx
234 (37.1%) THLILIZ,
AELAEESG L L COESNAETHIT 4 4 (65%) THLI, REBBH/EE TERVWEERFLRT
b2 THIE, WBRWIMPIZEE 59 4 (95.2%) MRRALELE L, 91.9%I2kf L CILEEA &G L7z,
EHIZ, 26 4 (41.9%) B THROEEDOT-DOILT 7 7 F =7 OE G- Hlik &% 1T >72, 1200.33 T
&, BB THOEHEE L HICT 77 F=7 ORGEHEIEZIT o/, THICLV Y 77 TF=7
OG5 Z 1L LZEBEIT 24 (3.2%) Th o=, Kaplan-Meier {51 & 2 BB OHE@EN S, 1L
AMEDBFX, 777 F=TEGHG% 14 AUNIC 1 [EEO FTRIZIEBL LIz, ENE VI AHERRER
(1200.33 &%) ©7 7 7 F =7 50mg Bt ERETII THIZIHELLT- 62 4D 5 5, FERHIM I THI
MFERITHER LIZBFIX N e h o T,

|
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IO FE B K OV IR R (P55 /LT ARERIR

AR [1200.33

Ty F=T R
A JE] 62 (100.0)
SEBY 2 7 i EERZE] 4508 [3.2]
T EL 62 (100.0)
95%13 #E X [ NA
#x X CTCAE Grade
Grade 1 12 (19.4)
Grade 2 27 (43.5)
Grade 3 23 (37.1)
Grade 4 0 (0.0
Grade 5 0 (0.0
AT
) 42 (67.7)
F NG 20 (32.3)
%EE 0 (0.0
o 0 (0.0)
BRI A 5
FH Bk 26 (41.9)
e 5k 2 (3.2)
R 59 (95.2)
FEANZ B L 72 T 62 (100.0)
R TR 4 (6.5)
TRIOAEIFE B o Kaplan-Meier &1
day 1~7 51 (82.3)
day 8~14 11 (100.0)
day 15~28 0 (100.0)
day 29~84 0 (100.0)

BRI ARE D)

IEGIE (R%)
R BEOFEFEZOYERIIFE TOFE Y 27 Y a2k,

[ T & 2 DERKRRED F & 0]

T 77 F =T R5BRETIITTHOBREENREL (85%H), BEDK 20% 08 FTHIZL Y T 77 F =T D
B L, B5EEZBETISLERH-T-, LL, FTROBBHRERLT 7 7 F =7 O E ik
WEEZMEEDZLICLY, THICED T 7757 =7 052 PIELEEFITZDT LT - 72 (A%FR) .,
T 77 FE=T ORFMEEED DO, EEESBEEABE L, BmIKa i K OILEEO b &
TV, ESICRERERIRT 7 7 F=7 OB GHRRBEREEZ1T ) Z L3 HEREN D,

BRIRFRERIZI W T, TIRNC & D KL BERERE E (B - T BN DR -T2 Z &G, BRRRY R TR OE
BIIZIRIITH D Z LRSIz, et 65 Ll LOBE, [MIKERE R OEHEDOIKT LoBE T,
KO ERRS PHEBREL, BT LI EPMETH D,

HANDOF NS EE ICBW T, TXTOBRE TTRAEEL, 20~40%DEENRNTRICLY 7

TrF=T7ofbErhE L, RERLHETOLEND T, UL, IR TRIOE R L &5 il
BEZMEELZLICEY, TRICEV 7 77y F=70&52HIELIEBEIVETH T, 777 F=
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V. eI 5HA

T DR Z @D DT 0I1E, EERS BHE LB L, FHmAIKR MG M OILEREOR LG 21T, S5
(CHBERGEIET 7 7 F =7 ORGHEBELZ1T O ZERER IS,

3) BBISE
EGFR TKI FRFIC L D RERICERET 572D 7 V—7HFETh 552/ IEICIE, EGFR TKI fAF
XV AECDRZOBIEEERTEATRZE O, kbEMEICHRE SNIEATRT, #5, SE, SEK
BERI EThoTz, —EOBHE TITBMURR EDFERMEORBZRI LT,

[ FEIBEIERIZE T AHER PR 3B (1200.32 3X5h) ]

777 F=7 40mg B EREOBE O 89.1%ITIRERIE L ORILRNEE TE RUWRZ/ SJIEREL L
Tee 777 F =T %R LIZBEORSE (713.8%) T, 32/ SJIEOEEE 1L CTCAE Grade 1 XX Grade2 T
HY, Grade 3 DFBISIEOFKBFEIL 162% Tholz, EELAEFRLREINICHEFLRITDOT)
Th o7 (0.4%), EEILFEE T AEEKRR (1200.32 R 5R) OF7 77 F=T7HIZBWT, BED 19.2%
WRBISIEEERT 272027 7 7 F =7 &G PkE Lz, 3k 1200.32 (2381 C, FEBRY7R5E2Z/
SEOEHRLT 7 7 F =T OFGHRWIREOITICLY, BBISEIZEIV T 7y F=T0k5%2MIEL
TN E 72 o7,

[EBEIEEEE T ARERARER (1200.32 3BR) T 77 F=7 R HHEF T, BBISELZRBLLTZ 206 44D
BED IS 75 4 TIRIEBREEE 5] IR 2 2ITE R Lz, 837 4 DHEF T CTCAE Grade 3 UL 1
DIBISERFBLLTZD, 77 7 F =T OEGHWBREICLVEIRL, 2055 16 4O BFIXIRFREL
HHIF eIl R U, [EBRILE S TIT ARG (1200.32 3BR) 7 7 7 F =7 40mg BA4AH &
BECIXPE - RIERRMRADIEGERNL 15 4 (6.6%) [ SN 7203, (LRFRIERECITRBIT 2o 72,
[EIBRIL A 55 IIT AHER PR AR (1200.32 3UR) THFE - RIERFMTE A EBREZ I LIZ 16 HD5H 3 4
1%, Grade 3 Th o7,

(#4155 TIo/IIT ARG AR R B A (1200.23 35R) ]
777 F =7 50mg B ERED T6.7%\, {RBRIKE OREEGHGE CERWREB/ISENP BRI LT,
ZEALEDRE (63.8%) THEIEKEILX CTCAE Grade 1 XX Grade 2 TH VY, Grade 3 OB/ SIED3E
BEIX 14.4% Thote, BEBRAFFRLWESNTZBETITDOT N TH o7 (0.5%), 14.9%DHEETT
Ty F=T7OREEHEL, BBISEZER L, BBHRBEISBEOER LT 7 7 F =7 O E Hi/
BEZFETITH) Z &Ry, BB/ISEICLV T 7 7 F =7 052 PIE LTZBEITIZEA E o Tz
(1.8%).

WIBISHEEFBLLTZ 306 4D HH 61 4 TlE, EEMMPITERAZRITHEE Lz, 56 4 DEET
CTCAE Grade 3 Ll EORBISIENFI LN, 77 7 F =7 OREPEMREICEVERL, 2055 8
& TIER A TERITW K LT, £72, CTCAE Grade 3 Bl LD 56 44 5 £ NFBISIEDT-DIZT 7 7
F=ToEERIE LT, JA—7HEETHLIHEEISIEITINZ T, FE - BRIERRT RGN K
JEEEDOHEFRLRL L LTT 77y F=TRECTHE S L7z, WESNE TIb/IIT AR B RE (1200.23 #5R)
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V. i8I 5HA

OT 77 F=7 50mg FIHERETIL 30 4 (7.7%) ([ZHE IR, 77 BRRECTIIRBUIR D -T2,
WS TIb/IIT ARG AR GRER RS (1200.28 38Bk) TPE - BIERRAR A SIEGEREZ I LT 30 4D 9
55 4%, Grade3 Th-o7-,

[ E A TIT AR EABR  (1200.32 #BR) D HAANY 7 71 —7F]
B[R 25 T AHER R ABR  (1200.32 3ER) O HARANY 7 7 —7"ClX, 77 7 F =7 40mg ik H &
DEFE (544) D534 (98.1%) I[ZIRERIEE DRREBRBEE TERWVAFERR L L TRB/ISENFE
L7z,
T F =T E G LIEEBED 42 4 (T7.8%) IZBWTC, BB/SEOEEKEITX CTCAE Grade 1 XX
Grade 2 TH Y, Grade 3 DFB/JIFEORIARIL 204% ThH 7>, BEEQLAFERRORIII -7,
[l B[R 275 TIT AR BRI RRER (1200.32 35R) O AARANY 7 7L —TI2I61T 2595 S O FBUHEE K O IR
BBICOWTIE TRREEZ SR, 777 F=THDO 164 (27.8%) N7 77 F =7 ZH 5P E L, %
BISEZEBR LT, BB EBISIEOERET 77 F =7 05 higE - OFHICE Y, BBIE
BCEV T 77 F=TOREEPIE LTEBFIT R o7,

RBISHEIDESNI-AEFEEROIATERFBURDL (EFRILF S I ARRARTER [1200.32 3#BR] © BA
ANY T 7 N—7F)

LSRR Ty F=TH
IE 28 (100.0) 54 (100.0)
RIS 6 (21.4) 54 (100.0)
% 6 (21.4) 47 (87.0)
et 5 (17.9) 45 (83.3)
FERE FI 0 (0.0) 5 (9.3)
S IS 0 (0.0) 2 (3.7
B fa s 0 (0.0) 1 (1.9
B 0 (0.0) 1 (1.9
HLBE 0 (0.0) 1 (1.9
FLBEME 5 0 (0.0) 1 (1.9
ERINTRZ SN2 0 (0.0) 1 (1.9
FREOS A 0 (0.0) 1 (1.9
B a5 0 (0.0) 1 (1.9
% 1 (3.6) 0 (0.0)
g 0 (0.0) 18 (33.3)
R 0 (0.0) 15 (27.8)
SUERRRZJE o% 0 (0.0) 3 (5.6)

FEBIE (%)
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B SN DFEBUE K QR IR 0w (EIBR IR 55 TIT AR BRPR AR [1200.32 3BR] O RAAKAH T 7 —7)

(bR 77y F=TR
A JE] 28 (100.0) 54 (100.0)
SEBY 2 7 i EERZE] 99.6 H [46.5] 17.7 8B [54.7]
B SHEFE B 3 (10.7) 53 (98.1)
95%{E FE X [#] (2.3-28.2) (90.1-100)
NP — Rk 29.72 (p=0.0001)
#x X CTCAE Grade
Grade 1 2 (7.1 11 (20.4)
Grade 2 1 (3.6) 31 (57.4)
Grade 3 0 (0.0) 11 (20.4)
Grade 4 0 (0.0) 0 (0.0
Grade 5 0 (0.0) 0 (0.0
HR R
=118 2 (7.1 28 (51.9)
ESEL 1 (3.6) 25 (46.3)
#%iEsE 0 (0.0) 0 (0.0
A 0 (0.0) 0 (0.0
BRI A 5
FA R 0 (0.0) 15 (27.8)
Be5Hk 0 (0.0) 0 (0.0
PRI 3 (10.7) 52 (96.3)
AN B L= %5 S 3 (10.7) 53 (98.1)
HERRBBISE 0 (0.0) 0 (0.0
R385 SIEOEBEEMR o Kaplan-Meiler H#EE{#
day 1~7 0 (0.0) 28 (51.9)
day 8~14 2 (7.1 21 (90.7)
day 15~28 0 (7.1) 1 (92.6)
day 29~84 1 (11.4) 2 (96.3)

TEBIEL (%)

¥ RBEOAERZOYRIFEBREE TOFEY 27 W ERD T,

V. eI 5HA

FEI B AL [ 27 T ARER R ARBR (1200.32 38) OAARANY T I N—T DT 7 7 F =T HHBET, BBISE
ZFEH LI 53 HOBEDHH 17T 4 TIHIRFER GHMTIIERNER/ITHE Lz, 11 A DEET
CTCAE Grade 3 A LORB/SENFEL LT, BEHWMEIZEVERL, 2055 64 0EBEIIE
BRI G IR TS s 2T TE e LT,

(&2 &9 (EWNE VILAEERARAER [1200.33 35k 55 1 AHE 5 ]) ]

FEIN R T/IT AR EEPR #ER (1200.33 38R 25 ILFHERSY) O 7 7 7 F =7 50mg BiAA I &RETIE, 57 4 (91.9%)

ICIEBRER L DR BERRNP G ETERVEERS L LTERB/ISENRO LN, 777 F=7%%5 L1

BED 404 (64.5%) IZBWT, 3B/SEOFEEE L CTCAE Grade 1 X Grade 2 TH Y, Grade 3

DIBISEORBRIL 274% ThoTc, HERAFFELZOREIII o7z, EWNE VI AHEERRR
(1200.33 3R 25 ILAHERSY) (23810 25921 SIE OB K ORI 4 TiiRIORT, 777 F=7

50mg BAAAFHERED 114 (17.7%) N7 7 7 F=T7 2 H 5 MiRE L, BB/ISBEZEH L, B2/SE

kW7 7y F=T o5 EPIELZEEIZT4A (11.3%) Holz,
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V. i8I 5HA

EIWNEE TIT AR (1200.33 3R 2 11 #ERSy) ©7 7 7 F =7 50mg BllsHEREDBE T, #5/
JIEHRFEBL L2 57 4 DBFE D O HLIRHRER SR IR D ERICHE LT BF TR o7, 1T 4 DR
#C CTCAE Grade 3 LI EDORBISIENEIL LR, TOILTHIXT 77 F=7 0G5 %2 Mik LT,

Fe95 ) 8B OFEMEE K O RE (EWNEE VI FEEERRER[1200.33 35 45 1T AHE )

T F=Tk
IE 62 (100.0)
Y A7 HR ERE R ] 21.2 A [23.6]
51 SIEFBG 57 (91.9)
95%{3 T X [#] (82.2-97.3)
KX CTCAE Grade
Grade 1 8 (12.9)
Grade 2 32 (51.6)
Grade 3 17 (27.4)
Grade 4 0 (0.0)
Grade 5 0 (0.0
i
[EIF) 29 (46.8)
FREL 28 (45.2)
% IBE 0 (0.0)
T 0 (0.0)
B PR A
FH B 11 (17.7)
FhH Ik 7 (11.3)
TG 56 (90.3)
AN L - R S 57 (91.9)
BERRBBISIE 0 (0.0)
351 SIE O RISEE R o> Kaplan-Meier #E{#
day 1~7 20 (32.3)
day 8~14 16 (58.1)
day 15~28 12 (77.4)
day 29~84 8 (93.1)

SEI (%)
* I DA ERGOYIE I E TOTE Y 22 RO,

(I SEOFE L]
HARN O NI B F 2B T 5, BB/ SEDORBRITE (90%#), 18~28%DEHENIZ/ISIE
kT 7y F=TokGERE L, BEREBETOILENRD T, LML, BBHRBEISIEOE
HET 77 F =7 OFRGHMAEEZMEEHZLICED, BBISEIZLV T 77 F =705 %F 1L
TREFIIDEThH T,
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V. eI 5HA

4) N Hw

EGFR TKI HEICLDMOREZFRET 272D 7 NV—7HFETH 2 N0 REIZI1EL, EGFR TKI fHE
C XD AECDIMNOREOBEERTEATFZZ O, Kb EHEICRE SNIEARRED, NEHEATSH -

776

[ = B R 26 TIT AR ER AR (1200.32 3X5R) ]
2294055 1404 (61.1%) OEFIZREBHRNEE TERWNDOEFENFHEL L2 (RbFBIROE T
FEAGEIZNPAZ), CTCAE Grade BliZA 5 &, 1184 (49.3%) 23 Grade 1 XL 2 T, 274 (11.8%)
M Grade 3 THolz, BELRESINFRIIL) o7, 314 (13.5%) DEENNOEENFIKT,
MEZEE Lz, £/, MORENEK CIRBREOR G2 HIEL7ZEE T 24 (0.9%) Thol,
Kaplan-Meier 752 £ 2 B BEBLROHEEMEI D, 77 7 F =7 40mg BlisH &8 55414 29 H LFED
5 84 HLINIZEE D 504%IZNORFORBLL, 77 7 F =7 40mg BtAH & 5BMh% 15 B LD
5 28 HLUANIZERE D 18.4%I2 N B N FEBL LT,

IO FRFNZ S NI A EFEFROEATERFEBRDL (FEIFRIEE S5 T ARRERAER [1200.32 35k ])

(bR Ty F=TH

AGEH 111 (100.0%) 229 (100.0%)

TN R 0 (0.0) 141 (61.6)

JYIE K OV 2B U 0 (0.0) 132 (57.6)
NS 0 (0.0) 130 (56.8)
JTUR Y 0 (0.0) 2 (0.9
JTUR Wz fi 0 (0.0) 0 (0.0)

B i B OV T R e 0 (0.0) 17 (7.4)
JRDBEE 0 (0.0) 12 (5.2)
I N =P 0 (0.0) 2 (0.9
JINGEE 0 (0.0) 2 (0.9
JTCH B RE 0 (0.0) 2 (0.9
TN 0 (0.0) 0 (0.0)
IV 0 (0.0) 1 (0.4)
JTVH ASOR U 0 (0.0) 0 (0.0)
JINZSERT 0 (0.0) 0 (0.0)
NPT 0 (0.0) 0 (0.0)
TR D S8 JiE 0 (0.0) 0 (0.0)
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V. i8I 5HA

(V4125 TIb/III AR ERIR B AR (1200.23 3UR) ]
390 4D HH 153 4 (39.2%) DRFICHEFRE L UNOERENHI L (RbEIEO @D - TR
FEIINFHZS), CTCAE Grade BicA 5 &, 1334 (34.1%) 23 Grade 1 X% 2 T, 204 (5.1%) 75 Grade 3
Tholz, 19 4 (4.9%) ODEENNORENFNT, HELZEELZ, S56I2, 1 HEOREICE-T
JNO B D 4.9%, HEEL OO RFIL 21.1%DBE TRD b,

{LEEFRERE 777 F =T
AGEH 195 (100.0) 390 (100.0)
JNo> L8 2 (1.0 153 (39.2)
JYIE K OV 2B HUE 1 (0.5) 135 (34.6)
NGRS 1 (0.5) 132 (33.8)
JTUR Y 0 (0.0) 2 (0.5)
JTUR Wz fif 0 (0.0) 1 (0.3)
B B OV T R e 1 (0.5) 22 (5.6)
JNODBEE 1 (0.5) 15 (3.8)
I R N =P 0 (0.0) 0 (0.0
TV AR 0 (0.0) 0 (0.0
JTCH B RE 0 (0.0) 3 (0.8
JNEEME 0 (0.0) 3 (0.8)
It 0 (0.0) 1 (0.3)
JTVH ASOR U 0 (0.0) 1 (0.3)
JIINZSERT 0 (0.0) 0 (0.0
TR Bew 0 (0.0) 0 (0.0
JNR DR SE 0 (0.0) 0 (0.0)

FEBIE (%)

[E B FSS T A ARRER (1200.32 RBR) O HAANY 7 7 —7]
54 4D 5 H 48 4 (88.9%) DBEITMNOREFENFEL LTz (b RHBED RN o o HEATEILINHLE) . *
7o, ZNOTXTHRT 77 F =7 L ORRFERAEE TE oW &l 7z, CTCAE Grade BliZ 2% &,
354 (64.8%) 7% Gradel XX 2 T, 134 (24.1%) 7% Grade 3 ThH o7z, HEE L HESINTZFHRIT
Modz, EFRILEG I ABERREER (1200.32 3R) O HARNY 7 7V —712815 5 N0 5 O3 B
R OBGRBBICOWTIT TR 22, 16 4 (29.6%) OERENNORHENFNT, HELZHELZ,
Fz, MORFENRETHEBREOR G 2RI LTEFIT 14 (1.9%) Thol,
Kaplan-Meier {512 & 2 BEFEHROHETEMEMN D, 77 7 F =7 40mg Bt HER 5-BA1R% 29 H LARED
5 84 HUWNIZIEE D 72.8% I ZINORE DRI L, 77 7 F =7 40mg BtAH B 58844 15 B LD
5 28 HLUNIZHEE D 27.8%IZ D B 3SR B L 7=,
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V. eI 5HA

TN 55 D FEBUFE K O IR R ([EIRE R 25 TIT ARG AR 3 [1200.32 3Bkl O B RS 7 7 L—7)

(b2 IERE 77y F=TH
A JE] 28 (100.0) 54 (100.0)
SEBY 2 7 i EERZE] 104.7 B [41.1] 70.9 H [101.9]
TN 555 78 B 451 0 (0.0) 48 (88.9)
95% 1= 1 X[ NA (77.4-95.8)
NP — Rk NA (p=0.0001)
#x X CTCAE Grade
Grade 1 0 (0.0) 6 (11.1)
Grade 2 0 (0.0) 29 (53.7)
Grade 3 0 (0.0) 13 (24.1)
Grade 4 0 (0.0) 0 (0.0)
Grade 5 0 (0.0) 0 (0.0)
HR R
=118 0 (0.0) 24 (44.4)
E N 0 (0.0) 23 (42.6)
%IBSE 0 (0.0) 0 (0.0)
A 0 (0.0) 0 (0.0)
N 0 (0.0) 1 (1.9
FA & 0 (0.0) 16 (29.6)
FhH Ik 0 (0.0) 1 (1.9
TG 0 (0.0) 47 (87.0)
FRANZ BEE L 7 o> iy 0 (0.0) 48 (88.9)
HERNO R 0 (0.0) 0 (0.0)
JND 5 o p)aIFEEH o Kaplan-Meier #E1E
day 1~7 0 (0.0) 0 (0.0)
day 8~14 0 (0.0) 3 (5.6)
day 15~28 0 (0.0) 12 (27.8)
day 29~84 0 (0.0) 24 (72.8)

TEBIE (%)
¥ BZBEOAEFERZROYEEBNGE TONYHY A7 W 2RD 7,

URo s (EWNE VI FEEARRER [1200.33 38 25 112 ]) ]
777 F =7 50mg B ERECIE, 624095 434 (69.4%) OBFINOERENREI LT, Fiz,
ZNOTRCNT 77 F =7 L OREBEMENEETE Ao &l Sz, EIEER]TIE, 364 (58.1%)
2 Grade 1 Xi% Grade 2 T, 74 (11.3%) 7% Grade 3 (4 _XCT/N\PHZK) Thotz, BE L BEINZF
BUx 7o 7o, EWNEE UITFERRER © (1200.33 38R) 55 122300 5 N0 S OB K OV
RIGBIZOWTIE TRRFEA SR, 64 (9.7%) OBRANMORENFKT, HEABELL, £z, o

B NN CIRER O 5.2 ik L7-BE 1L 14 (1.6%) Tholz, 624D 55 394 (62.9%) 1L\
BAEIZH L CRFTAT v A RAIKROPUEA 7 EONEE 1T T,
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V. i8I 5HA

JND B 5 DR BB E N OVGAREGE  (ENEE UIT FHEGAR SR [1200.33 3Bk 55 I /5645 1)
T 77 F =T
A JE] 62 (100.0)
SEBY 2 7 i EERZE] 59.2 H [68.0]
TN 555 78 B 451 43 (69.4)
95% 1= 1 X[ (56.3-80.4)
#x X CTCAE Grade
Grade 1 6 (9.7
Grade 2 30 (48.4)
Grade 3 7 (11.3)
Grade 4 0 (0.0)
Grade 5 0 (0.0)
AT
) 17 (27.4)
F NG 26 (41.9)
%IBNE 0 (0.0)
s 0 (0.0)
FH Bk 6 (9.7
B5Hk 1 (1.6)
R 39 (62.9)
SEF 2 B L7 oD 5 43 (69.4)
EERINO R 0 (0.0)
TN B o 9)lal B o Kaplan-Meier #E & &
day 1~7 4 (6.5)
day 8~14 6 (16.1)
day 15~28 12 (35.5)
day 29~84 18 (66.8)

SEBIE (3R%)
R BEOAEFROYERBGE TOVY Y X7 Wil 2K 7z,

Mo RFEDOE D]

H A A O FE/ NG AR BB 1281 5, KBRS G E TER2WND BFIZOWTOFFEERORIHE
IEE < (69~89%), 10~30%DEENNORFICEID T 77 F=TOFKG5 %Mk L, #EE&EEZHET D
BRIz, UL, B2 MOREOERLE T 7 7 F =7 O GHREiBEE AT LIk D,
MORFZL VT 77 F =7 OFb &1L LI BEIIDETH -7z,

5) O
H R DOFEEL /NGl L7272 DIs, MEBOREZRAIL, ANRERTEATRLELOTHRNEKLE
NI 1 DOIN—THFEE Uiz, RbEBEEICRE ShAEESRA41T, BAEL LTonng (EHE
A5 TIL AR ERR AR AR (1200.32 5ABR) ©7 7 7 F =7 40mg BlAAMEREE T 38.0%, fEFHEE TI/III AH
B RBRERE (1200.23 RBR) T 77 F =7 50mg BIMAHERET 21.8%) THV, K\ T, HEDSK
JE (ZNZ 29.3%, 24.4%), ABENIBEIEN (L€ 10.0%, 13.1%) THh-olz,
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V. eI 5HA

[ EIBEIL[R 25 TIT AHES IR BR  (1200.32 35R) ]

FEIBRIEIRI 26 I AHERPRARBR AR (1200.32 3ER) TiX, 77 7 F=T7HD 72.1% D BEDIERIE & OR R
BURNEE CTERVWAONKE I LT, 64.6%DHEETIL CTCAE Grade 1 X/ Grade 2 THY, Grade 3 d
HNZDOREBLIHIT 8.3%, Grade4d DHINKIL0.4% Th-oTz, HEMLRAEFS L INTERIVETH-
72 (1.3%), [EFEILESS T FHEG R BR RS (1200.32 38R) OF7 7 7 F =7 R Tl 10.0% D BE S HNSK
DEHOTZDICHEZ R LTz, R ONROERLET 7 7 F=7 OG5 hBEIC LY, EEEILE
o5 T AR IR ARBR AR (1200.32 3BR) TIXOANED DI G2 R IE LI BE TR -7, 1FEAED
B CREIM I DN RITIER Lz,

ONRIZDFE SN A EFRLOEARGENBLR DL (EFSIEFE S T FE AR RER [1200.32 305k )

LSRR 777 F=TRE
AEH 111 (100.0) 229 (100.0)
W% 19 (17.1) 168 (73.4)
AN 11 (9.9 87 (38.0)
KD S 5 (4.5) 67 (29.3)
H e PNIB BT Ak 3 2.7 23 (10.0)
O Nz 1 (0.9 10 (4.4)
TR 1 (0.9) 3 (1.3
77 A ONS 0 (0.0) 2 (0.9
E3L] 0 (0.0) 1 (0.4)
EES 0 (0.0) 1 (0.4)
1 A ks B B 0 (0.0) 1 (0.4
LR 0 (0.0) 1 (0.4)
IR R 1 (0.9 0 (0.0)
WA ST 15 0 (0.0) 0 (0.0)
BRGNS A 0 (0.0) 0 (0.0)

SEBIE (5:%)

(555 TI/IIT AHES AR GUERARE  (1200.23 3R ]
HEHL 5 TIb/IIL ARG R AR BR AR (1200.23 3ABR) CiL, 77 7 F =7 50mg BA%AFHERED 58.2% D BH I3,
BB L ORI EBMREN G ETE R2WANKEERE LT, 58.0%DHF#E Tt CTCAE Grade 1 X% Grade 2
THY, Grade 3 DHNKROFREFIL 28% Tholz, EBELAFFRLEINZOARTIIVHETHo T
(0.8%), HBHED 4.1%TlE, ANKICEV T 77 F=7 OREZBER -, BBN2ONROEIRE T 7
7 F=T OEGHIEREICL Y, BHPILICESEFIX 1 4 (0.3%) Tholz, FBHLEZAONKDIZ
& EDFERBIIEFIZIER LT,
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V. i8I 5HA

AANRICO S NI EFROIEATERIFEHRDL GRS Ib/IIL AR R B E[1200.23 3R]

(bR 777 F =Tk
A JE] 195 (100.0) 390 (100.0)
A% 5 (2.6) 237 (60.8)
N 2 (1.0) 85 (21.8)
KL D S I 2 (1.0 95 (24.4)
1 e ARSI A 0 (0.0) 51 (13.1)
1 N RS 1 (0.5) 15 (3.8)
Eaiv 0 (0.0) 1 (0.3)
77 HZPEO NS 0 (0.0) 2 (0.5)
I 0 (0.0) 8 (2.1)
EES 0 (0.0) 2 (0.5)
1 kb RERL B 0 (0.0) 0 (0.0)
A 0 (0.0) 0 (0.0)
MR S 0 (0.0) 1 (0.3
LSERe 0 (0.0) 1 (0.3)
M ZEREEON S A 0 (0.0) 1 (0.3)

HEBIE (%)

[ FEBRIL[R 55 T ARG R B (1200.32 3BR) O HARAY 7 71—

BRI E 25 T ARERAR AR (1200.32 3ER) OHARANY 7 7V —T7Tlk, 777 F=THD 88.9% T, H
N LIEBREOREERITEETE RV E BT S, L, 13EAY (444 [81.5%]) 7% CTCAE
Grade 1 X Grade 2 DAL TH Y, Grade 3 DHANKDREIRILT4% Tho71-, BEELRAFEREG L
SNTZHRKITOTH (24 [3.7%]) Thol, EHEHLFES I MEEARER (1200.32 35 2B 5
AARNY 7 7 —70ANRKROFEBEREL K OERRERZ TRRRICrT, 44 (7.4%) OBER, ANRIZ
FO7 7y F=TOMEEZRE L, BEBHZ2ONKOERET 77 F=7ORGHKEEIZLY, &
B lbICE > BE IR o7, BB LIZAONEDIEE AL (41 4 [75.9%]) 2SRBRIIM HIcisE LT,

ORI SN TG EFRLOIAGERNPEBURN (EFELR S I FEERRER [1200.32 3Bk] © HARA
BT T —7)

{LZEFERE T F=T R
EXnl 28 (100.0) 54 (100.0)
RIS 7 (25.0) 48 (88.9)
W% 7 (25.0) 44 (81.5)
HERE D S5 0 (0.0) 6 (11.1)
1 N RS 0 (0.0) 4 (7.4)
LR 0 (0.0) 1 (1.9

SEBIE (5R%)
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V. eI 5HA

F N OSSR K O R R (EIERILR 55 TITARERR

HEr [1200.32 3]

{bSEFRIERE T F=T R
A JE] 28 (100.0) 54 (100.0)
SEBY 2 7 i EERZE] 93.3 B [51.1] 62.0 B [157.7]
F N3 B 7 (25.0) 48 (88.9)
95%{E FE X [#] (10.7-44.9) (77.4-95.8)
NP — Rk 6.71 (p=0.0001)
#x X CTCAE Grade
Grade 1 7 (25.0) 29 (53.7)
Grade 2 0 (0.0) 15 (27.8)
Grade 3 0 (0.0) 4 (7.4)
Grade 4 0 (0.0) 0 (0.0
Grade 5 0 (0.0) 0 (0.0
HR R
=118 7 (25.0) 41 (75.9)
ESEL 0 (0.0) 7 (13.0)
#%iEsE 0 (0.0) 0 (0.0)
A 0 (0.0) 0 (0.0)
BRI A 5
FA R 0 (0.0) 4 (7.4)
Be5Hk 0 (0.0) 0 (0.0)
PRI 5 (17.9) 45 (83.3)
KN B L 7= 1N 7 (25.0) 48 (88.9)
HEERONE 0 (0.0) 2 (3.7
A& P)EFEEFEH o Kaplan-Meier #E &
day 1~7 2 (7.1) 28 (51.9)
day 8~14 0 (7.1) 13 (75.9)
day 15~28 0 (7.1) 4 (83.3)
day 29~84 3 (20.4) 1 (85.2)

TEBIEL (%)

DOHEBRANYT 7 N—)

¥ RBEOAERZOYRIFEBREE TOFEY 27 W ERD T,

(A% (EIWE VITFREARER [1200.33 3Bk 55 ILFRES D) ]

[EIN 5 VITFREG AR RER (1200.33 3B 45 ITFRHERSY) Ti, 7 7 7 F =7 50mg BRAA I ERE D 52 44 (83.9%)
DBEDRFIE L ORRBEEPTE CERVWANRERBL L, LnL, 1FLALE (464 [74.2%]) 23
CTCAE Grade 1 /% Grade 2 D ONA&TH Y, Grade 3 DLOWNKDIEHEKIT9.7% Th 7=, HEERA
FHHERRL SNIZORNRIT o7, ENE VIDAHBRRRER (1200.33 3#U8R) O 0 PA7 O FEEBE K& ONRFIR
iz FRRRIORT, 44 (6.5%) OEET, ARNRICKV T 77 F =7 O ELHE L7z, EimZz0
NROEFELT 77 F =7 OEHHWEICL Y, EHEFILICESTBHE TR o7, EBLLZONE
DIFEAE (434 [69.4%]) HaBREIRHIFICIEE LT,
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V. i8I 5HA

H N O BUEFE J O AR RE  (EIPNES DI FHERR SR [1200.33 35k 25 11 FHH 4 ])

T F =T
A JE] 62 (100.0)
SEBY 2 7 i EERZE] 36.9 B [81.0]
F N3 B 52 (83.9)
95%13 #E X [ (72.3-92.0)
#x X CTCAE Grade
Grade 1 25 (40.3)
Grade 2 21 (33.9)
Grade 3 6 (9.7
Grade 4 0 (0.0)
Grade 5 0 (0.0)
AT
) 43 (69.4)
ESE 9 (14.5)
%IBNE 0 (0.0)
A 0 (0.0)
FH Bk 4 (6.5)
B5Hk 2 (3.2)
R 46 (74.2)
FEFNC B L 72 DN 52 (83.9)
EHERONR 0 (0.0)
AN o P)EZEBREH o Kaplan-Meier # &8
day 1~7 24 (38.7)
day 8~14 21 (72.6)
day 15~28 7 (83.9)
day 29~84 0 (83.9)

SEBIE (3R%)
R BEOAEFROYERBGE TOVY Y X7 Wil 2K 7z,

[BRNEDE & D]
A AN DI/ IR EE 2B N T, DNROEIRITm (83%#), 6.5~T7.4%DEHENHHNRIZE
W77y F=TOEEEPE L, BEREEZBETAILEND o, Lo LA b, Fise nNROEH
ET 7y T =T ORGHEIEEEAHEELZLICLY, DRARIZEV T 7y F=7 0% 5% H1E LA
FlTbTnThorz (0~3.2%),

6) IRDpEE
EGFR TKI OEREFEICEE LZIRO G E R ET 57007 V—7HiETh RO EIZIL, EGFR
FLEIZ LV AU DIROEEDIER A RTIEAEL GO, &b EHEEICRE SNT-EEFLL1T, kg,
RIA4T A, RGHRRETH o7, IROMEEIL, TICERMEMAMBERTE L RIEE L TRERE L,

[ [ERRILF 5 111 ARG ERFAER (1200.32 56R) ]

777 F =7 40mg BRIEHERED 22.7%, {LFHIERED T.2% CIROREE (FHCiREm ORE) 2RA%H L
7= (N — R 1.76, p=0.1451), 7 7 7 F=THETIL 17.9% D EH TIHERIE L ORREBRN T ETX 72
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V. eI 5HA

WEHIBTEILTZ, 77 7 F =T HEOIE E A EOBE (22.2%) TIHIROEEOFEREE L CTCAE Grade 1 X
1L Grade 2 THY, EERAHFEFRL INTAEFLRIIR» o1, 1 HOBENARELK (Grade 3) %%
BLL7=2, FFEETH Y, JERITHEE Lz, ERIEFESE I AHEARRER (1200.32 3RER) 07 77 F=7
HCIIROEEDERDOI-DIZT 77 F=7 OHEZHE LIZEFITDO T Tho7 (0.9%) 23, AKX
ERBALE 1 HRIAEERZOLOILT 77 F =705 %2%1E LT,

AR DR E I S N B ERHR O FEARGERZEBLRGL (EFRILFES T FEERRER (1200.32 k)

{LEEFRERE T F=TR
AGEH 111 (100.0) 229 (100.0)
IR oD s 8 (7.2) 52 (22.7)
e L5/ 3 2.7 24 (10.5)
AR 3745 0 (0.0) 13 (5.7)
R 2% 0 (0.0) 5 (2.2)
FNESR 0 (0.0) 5 (2.2)
IR 2 (1.8 4 (1.7)
AR A% 0 (0.0) 1 (0.4)
R i 0 (0.0) 2 (0.9
ARYR 1 (0.9 2 (0.9
ARE 5 B 1 (0.9 0 (0.0
MR fea 0 (0.0) 2 (0.9
AR B v e 1 (0.9 0 (0.0
AR 72 1. 1 (0.9 2 (0.9
AR AN e 0 (0.0) 0 (0.0
i B 1. 0 (0.0) 1 (0.4)
HIEOS A 0 (0.0) 1 (0.4)
ARG Z 5 SEdE 0 (0.0) 1 (0.4)
IR D> JAE 0 (0.0) 0 (0.0
MR BaALEE 0 (0.0) 0 (0.0
MR BG il 0 (0.0) 0 (0.0
P 0 (0.0) 0 (0.0

FEBIEC (%)

(555 TIo/IIT ARG AR SR ARE  (1200.23 3R ]

777 F =7 50mg BAEHEROIROEZEORE Y 27 BWEREICHEM LT (777 F =7 138.3%, 77

YAREE 2.6% ; NP — R 4.15, p=0.0011), 7 7 7 F=T7EETIE, 9.2%0 B TIHBRIK & K REBIRNE

ETERWEHET SN, T7 7 F=THOIZEAEDRE (12.8%) TIHIROEEDEEE T CTCAE

Grade 1 XX Grade 2 TH Y, EELRAEFRG L INTEE L) ->7-, CTCAE Grade 3 DIRERIE L

DRFEFIRNEE TERVIROREEIL, FER LK OCIRAMNRS 1 £ Thole, 777 F=7HTIE, 4 4
(1.0%) DEIROEEDEBDI=DIZT 7 7 F =7 OHEEZFE LIZR, HGFIICESTRE TR o T2,
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V. i8I 5HA

IROIEFI S NI A FFROEATERIFEBLRBL GESMF5 TIb/IIL AR R ABR A ([1200.23 FUER])

(b2 IERE Ty F=T R
A JE] 195 (100.0) 390 (100.0)
IR fEE 5 (2.6) 52 (13.3)
FEME S 2 (1.0) 18 (4.6)
HR 2 45 0 (0.0) 18 (4.6)
iRBs 2% 0 (0.0) 2 (0.5
AR 0 (0.0) 2 (0.5)
RN 0 (0.0) 1 (0.3)
AR A 2 (1.0) 6 (1.5)
IRz RIS 0 (0.0) 0 (0.0
MR I 0 (0.0) 2 (0.5)
iRZ 5 FEhE 1 (0.5) 0 (0.0
AR g e 0 (0.0) 0 (0.0
IR A v e 0 (0.0) 0 (0.0
AR 72 1. 0 (0.0) 2 (0.5)
AR AN e 0 (0.0) 2 (0.5
FE S i 0 (0.0) 1 (0.3
FAPEOD A 0 (0.0) 1 (0.3
iRMGZ 2 FEiE 0 (0.0) 0 (0.0)
IR DA i 0 (0.0) 1 (0.3
MR AR BE 0 (0.0) 0 (0.0
R AN 0 (0.0) 0 (0.0
i B 0 (0.0) 0 (0.0

HEBIER (3R%)

[ BSR4 T ARG R B (1200.32 3BR) O HARAY 7 71—

77 7F =7 40mg BALAHEEED 54 44 20 44 (37.0%) (ZIREREE & KEBAR A E T E R WIROEE N
FEBL LT, B b BB (ST SV JEAGE IS, REIR A 8451 (14.8%) T o 7o, BIELE R TIX, 234 (42.6%)
7 CTCAE Grade 1 X% Grade 2 TH YV, Grade 3 DIRDOMEEIT 14 (1.9%) OHThHoT-, BEERE
L LY SN b O tn, ERRSRRS I AR RER (1200.32 382) OHARKANY 7 71—
(21T D IR DR E ORBUHE K OEFIRFEIZ DWW T FRLR 2 2 M, Grade 3 DIRDEE & L THE S
72T 7 7 F =7 OREBBRBEE TERWARERIY, FEETHY, ERITWHIK L, 214 (38.9%)
DBETIROEED - DIRFEZLEL L), IROEEDT-OIZT 7 7 F=7 O & a2 BE X IH&K 5 % H
L BFIIENENR 14 (1.9%) OATH-T,

_52_



V. eI 5HA

IROBEEIC/HE SN EFROEARTER R BRI (EREILFES T AR RER[1200.32 58]0 B AR A
Y7 I —)

(b2 777 F=THE
A JE] 28 (100.0) 54 (100.0)
AR D fEE 4 (14.3) 24 (44.4)
FEME S 2 (14.3) 10 (18.5)
HR 245 0 (0.0) 6 (11.1)
iRBs 2% 0 (0.0) 1 (1.9
AR 0 (0.0) 4 (7.4)
RAE 1 (3.6) 4 (7.4)
AR A 0 (0.0) 0 (0.0)
IRz RIS 0 (0.0) 2 (3.7
MR I 1 (3.6) 0 (0.0)
IRZ 5 e 0 (0.0) 0 (0.0)
AR 0 (0.0) 1 (1.9
IR A v e 1 (3.6) 0 (0.0)
AR 72 if. 0 (0.0) 1 (1.9
AR AN e 0 (0.0) 0 (0.0)
B i 0 (0.0) 0 (0.0)
FAPEOD A 0 (0.0) 1 (1.9
iRMGZ 2 FEiE 0 (0.0) 0 (0.0)
IR DA i 0 (0.0) 0 (0.0)
MR AR BE 0 (0.0) 0 (0.0)
IR i i Bk 0 (0.0) 0 (0.0)
i B 0 (0.0) 0 (0.0)

HEBIER (3R%)
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V. i8I 5HA

AR D2 D S BUARFE K ORI FOE  (EIRSIL[E S T MR 3R BR([1200.32 #ER] 0 A RN Y 7 7 L—7F)

(bR 77y F=TR
A JE] 28 (100.0) 54 (100.0)
SEBY 2 7 i EERZE] 101.1 B [41.9] 284.8 H [203.0]
AR oD 5 35 S 151 2 (7.1 20 (37.0)
95%13 #E X [ (0.9-23.5) (24.3-51.3)
NP R 3.07 (p=0.1198)
#x X CTCAE Grade
Grade 1 1 (3.6) 11 (20.4)
Grade 2 1 (3.6) 8 (14.8)
Grade 3 0 (0.0) 1 (1.9
Grade 4 0 (0.0) 0 (0.0)
Grade 5 0 (0.0) 0 (0.0)
HR R
=118 1 (3.6) 14 (25.9)
ESEL 1 (3.6) 6 (11.1)
#%iEsE 0 (0.0) 0 (0.0)
A 0 (0.0) 0 (0.0
BRI A 5
FA R 0 (0.0) 1 (1.9
Be5Hk 0 (0.0) 1 (1.9
PRI 2 (7.1 18 (33.3)
KN B L 7= IR O f 2 (7.1) 20 (37.0)
HERIBORE 0 (0.0) 0 (0.0)
AR D% o MRS B o Kaplan-Meier HEE
day 1~7 0 (0.0) 1 (1.9
day 8~14 0 (0.0) 2 (5.6)
day 15~28 1 (3.6 2 (9.3)
day 29~84 1 (7.6) 4 (16.9)

IEGIE (R%)
L BABEOFEFROPEIRBREE TOVYY X7 HE %2Rz,

[IRoREE (EWNE VIR [1200.33 35k % L] ]

77 7 F =7 50mg BAEH ERED 62 4 D 9 B 15 4 (24.2%) ORFENEIRIE L NEBRNEE TE 20
IROBEEZRE Lz, EEENTE, 174 (27.4%) 7 CTCAE Grade 1 X% Grade 2 C, Grade 3 ®
RoEEIXZ14 (1.6%) OAThHoTz, HERAEFR LW INTEDILRD -7, Grade 3 DIRD
FEEE L THESNLT 77 F =7 L OREEBEPEE TERWIROEE L, IRBXTHo7o, ENE
DI FRESPREER : (1200.33 3U0R) 55 1L A7 123810 5 IR DO FEE O R B K ORRARR & FEiRITR T,
16 41 (25.8%) DBFTIROEEFEDIZDIRMEZNLIEL L12), ROEED-OICT 77 F =T OMHEL
R LB 14 (1.6%) ORTHY, Fhzfik LmBE TR T,
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V. eI 5HA

IR OB 0 S BUBEEE K OV AR (EIN S5 /1T M ERIR AR [1200.33 38R 55 11 645D

T F =T
A JE] 62 (100.0)
SEBY 2 7 i EERZE] 127.9 H [108.7]
AR oD 5 35 S 151 15 (24.2)
95%13 #E X [ (14.2-36.7)
#x X CTCAE Grade
Grade 1 9 (14.5)
Grade 2 5 (8.1)
Grade 3 1 (1.6
Grade 4 0 (0.0)
Grade 5 0 (0.0)
AT
B8 14 (22.6)
ESE 1 (1.6)
%EE 0 (0.0)
o 0 (0.0)
BRI A 5
FH Bk 1 (1.6)
e 5k 0 (0.0)
R 14 (22.6)
FEHFN B L 72 RO F 15 (24.2)
HERIBOREE 0 (0.0)
IR D FEE D HEIZEE R > Kaplan-Meier HE i
day 1~7 0 (0.0)
day 8~14 4 (6.5)
day 15~28 5 (14.5)
day 29~84 4 (21.5)

HEBIER (%)
* B EEOAHEEROEEIGE TOFEY 27 HlHEZRD I,

[IROFEFEDOE L 0]
T 77 F =T G REOR 20%ICIROEENRBD LI, N 1%DEENRT 77 F =705 % hlL, HE
ERETOMLERD ST ROEEICLY 77 7 F =7 0542 F 1L LIZEFITZD TN TH - 72 (1%AKH) .,
H AN O FE/ NI s B TIE, 29~44% D BE ICIRDEENRD B, § 2%DEENT 77 F =7 D
Beham L, AEAZHMETOIVNEND -7z, ROBEICLV T 77 F=7 OG- 21k LIz BETb T
ThoTo (2%A) .
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V. i8I 5HA

7) AR

Ui R 2 xt g & LTz 46 3B Tt S 7z 3865 4 OFfMT]
AIERIZOWT, EGFR TKI & OBBENGE TE RWERKMICEE 2 AERES L LT, AREEE Ok
SMQ* % FWCHIE LT, 3865 4 DMBHELEMTIE, ZOMAEEEEOTE SMQ 2 AW THE L-AESF
5 (TR &30 13294 (0.8%) IZH B, Ik b E Mo T EAGRIAER Th o7 (17 4 [0.4%]),
ZDHH 2412 CTCAE Grade 3 DFEENIEE L7223, Grade 4 XX Grade 5 ODFTIL 20 o7-, £
ge (BHPEABERDIER) 2B LI 141%, 777 F=7 LOREERITRVEH S, B9 1
ZITEHIE OREBERAEETE RV EHE S, 77 7 F =7 OG5 HILIC X 0 EERIIHEE L, A
R AL DOME LR o T,

IR Ol SMQ™ THFE L 7o FEEAFEIT K 2 AR O FEBUBHE

777 F=Tk

AFE 3865 (100.0)

F NS 29 (0.8)
FNESR 17 (0.4)
AEOS A 4 (0.1
£ RS 3 (0.1
TBE A 3 (0.1)
sAR A B S 2 (0.1
£ BE 1 (0.0)

FEGIER (%)

* PR ORI SMQ - AlESE, A0 A, ABEGEE, S ARG SR AR, A BE

(TN REDT 7 7 F =7 %85 Uiz AR NI/ N~ 71— 7 B#H 128 4]
WTNOOBBHEDT 7 7 F =7 245 Uiz BRI 7 7 v — 74 128 4 TlE, A%
HETHLAMEEIL T4 (5.5%) KRB LR, ZONFITABEN 54 (3.9%), sURMEKN 2 4

(1.6%), KOOGS AN 14 (0.8%) Tholo, 2D 9 H 14T CTCAE Grade 3 DAMERIFEHL L
77, Grade 4 X% Grade 5 DAMEKIIA L2 > T2, Grade 3 DAL #FH L7-HBEIL, X—AXFA
VIRV = — 7V AEEREE S OF LT 66 IO MEBE T, 77 7 F =7 40mg OFKGBLA 11 HZICA
RN FEE LT, 777 F=7 OFEGHEEEIZELY, REFFGUIRTL, K 1EMT7T 77 F=7%
i D Z LM TER, LLRND, TORFAEERZIIBLL, 777 F=70FGE2hiE Lz, 7
77 F =T ORI, AEEFRIINR L, b, AEEFGUIIFEE T, RN EMILT 7 7
F=7 L ORRBEARITEE TE R E B LT,

[z D% & 0]
IR DOLEVEFATEMN T D EBE 255 & LTz 46 B TR ek S L7z 3865 4 OfifHT Tlx, HED 0.8%
2, ARERIZFEIND LV EERAEFEPBI LN, AREILITERE SR ol
B RO HARNIENIRaiGEE Y~ 7 v — 7 B3 O MM CTh 5 128 4 DT Tix, B D 5.5%\Z,
AR IND LV EERAEFSVRBLLIN, AREILITHE SN RhoTo,
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VI S8R9 5 TH

VI. BHEE(CEI HEB

1. ZEZICEAEDH HILEYMXITILEEE
P74 F =T, maAnFoTEERE, T3F =7 VIV KT

2. FEIEBER

(1) YEFREBLL - YEFAMER
777 F =713 ErbB KT 7 I U —IT6 U TR A 2 BLEME N 2 @ IR T L B2 6TV D,
ErbB %%k~ 7 2 U —|% EGFR, HER2, ErbB3, ErbB4 757220, HfaE L T~F v “BKKROEE
TRAEZER L, MmO, mEHE, TR b= 20MH], 2 - mBICES T nmenT
W5,
T F=TEF T X =B RAAL D ATP (77 /v =V V) EEMLIctaaTs2 L
T9, EGFR OFxF—BiEEHEL, Hit T HER2 X° ErbB4 O FF—EiEMHLHET 5729 10,
ErbB ZAMET7 7 2 V=BT 5T XTO~T 1 _8AK ) ErbB3 2 < &E EKIGIEZLES S
Z Tk, BE T I E N U, ISR O 2 I 45 1071, 7Ty F=T D FEREHI LY,
EGFR, HER2, ErbB4 @ ATP #iA& K7 v NND L AT A ik L AFIOILAFES OREE, ErbB 24
K77 IV =0V VEBEORRKRIZDI D ¥ T —BIEMEOEIC X o C, MR EE 73 PHE R AR 2K
TL7Z#%S ErvbBEZAEKRT 7 1V —OFF—BiGEEFHERICIHET 2 2 LRB I TV D,

Afatinib irreversible ErbB Family hloc kad g
™ FR inhibition
vaurx\hl( EG ”-----..‘
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VI LB B4 5 H A

(2) EshE BT DHERAAE

1) #fEx T —RI T HBEER R ORI (in vitro)

BE3ZT7 v A 10,12),13)
b M2 7o T A X F =B RAL VR HWEERT v A OFER, 77 7F=71% EGFR Frv
X —EB O eHERTH Y, ICs01% 0.465 & 1*0.230nM (n=2) T -7z 10,
F7777F=71% HER2 KO ErbB4 OF v v o —BFHEELIHEL, ThEFNOZREICHTD

ICs0(% 13.8, 28.3nM 10 (n=2) & 1.15nM WTH -7,
125

100 1
75

50 7

Kinase activity in % control

25 1

0

Log [concentration (M)]

EGFR ¥+ —E7 v A IZBIF D7 7 7 F =7 OEEH

BHFFFT =T v BAICBIF DT 77 F =7 L OMMOE S+ EGFR F 1 3 v % —FBHER OHLENE
FA R OSSR P 10),12),19)

. TI7rF=T 774 F=7 HANF =T
F¥F—¥
ICs0 [nM] ICs0 [nM] ICs0 [nM]

EGFR (HER1, ErbB1) 0.465, 0.230 1.02, 3.91 0.307, 1.39
HER2 (ErbB2) 13.8, 28.3 1830, 416 29.8, 22.5
HER4 (ErbB4) 1.15+0.24 (4) 323, 293 2.67+2.04 (3)
BIRK >100000 >100000 >100000
c-sre >4000 >100000 1480
Lck 1720, 1990 ND ND
Lyn 1527+154 (4) ND ND
VEGFR-2 >100000 >100000 24900
HGFR 13000 20600 >20000

fH 2l (n=1 X% 2), FHEESE (n=3 it 4), FMMIFFIE AR, ND : HlEES
[ZREFrr ¥ —E] BIRK: X—% A AU U/ EXF—1E, VEGFR-2 : I N HE5H K 152 Bk 2,
HGFR : JFHIBEBGHER 12 25K
[Fe= A/ F o X —L] csre: 77 ARMED A NV ADBEBHER T ORFIFEIS T, Lek: VUSRI 0T A v F
¥ —+¥, Lyn: LCK/YES B#F o %) —+F
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VI S8R9 5 TH

2) EGFR X ' HER2 (24§ 2 BHEVEM  (in vitro)

SRRV T v A 19

ErbB 521K % 83 5 i« OESHI ¢ EGFR, HER2 OIEMAL/ Y L BELICKI T 57 7 7 F =7 DR
AN LTz, EGFRISHALOMENT & LT, KED EGFR %8BI L T\ 5 b MIMEER - LRk
(A431) ZMW=fER, 77 7 F =713 EGFR ® VY V{4 1Cs0 13.4 X1} 15.6 nM TP L7z, HER2
DPLY EALIZOW T H RIS, EFICY YBbShiz HER2 2RI L T\ 5t hE Ik
(NCI'N87), b FLgfEfiark (BT-474), FEME(L HER2V6SOE ZE R AW RIFEIL L T D M 2 ~ 7 Ak
HESFMAARR (NTH-3T3-HER2) & FIVTHEHT L7k, 77 7 =713 HER2 O Y WALz %8 L7,

EGFR }O'HER2 V) V(b7 v AR BT 7 7 F =7 kO EGFR TKI »{EH

A431 NIH-3T3-HER2 NCI-N87 BT-474
{t&% U Wik EGFR iV 2. HER2 itV B2t HER2 itV > Wt HER2
ICs0 [nM] ICs0 [nM] ICs0 [nM] ICs0 [nM]
TI7rF=T 13.4,15.6 70.9, 134 75.2+20.4 (3) 52.1+12.3 (3)
FI74F=7 34.6, 15.5 2000+245.3 (3) 541, 740 3710, 3600
XN F =T 22.1,17.0 85.9+9.5 (3) 288, 211 184, 87.6

il % ff (n=2), FHELSE (n=3), FHEIMMITHIEERT,

ARSI T > A 19

ErbB > 7 UREICHRAE LIRS i ST b e N H s AIEkE (NCI-N87), b MLl
R (BT-474) % WCTHIET v A 2321 L 7K 5, 77 7 F =7 1Cs0 1% NCI-N87 T 5.18nM, BT-474
T 17.3nM Th - 7=,

HIET v A BT DT 7 7 F =7 KO EGFR TKI ORE(EM

NCI-N87 BT-474
L&
ICs0 [nM] ICs0 [nM]
TI7rF=7 5.18+0.80 (3) 17.3+3.38 (3)
P74 F=T 690, 588 1070, 2880
B X NF =T 23.3, 33.1 65.8, 62.7

i %l (n=2), F¥MELSE (n=3), fHIMAITHIEEZRT
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VI S8 B9 5 TH

3) FAIBE# 1T 5 EGFR LEIEH OFGE (in vitro) 19
77 7F =711 EGFR X° HER2 7 £ D ATP #EA K7 v MIfEA#%, FrRNS AT A VR LS
T 52 & T, FANREE DL FIRERM AR T L2 b REMICOI o TREEROEENFHT L L EZD
NTW5, £ZCTKRED EGFR Z%8LL TW\W5 b M EE R LMk (A431) #HW\WT, 777

F =71 1 WeHREE L T B BRI A T o 7o & 25, BEd% 8 RifElfilE L TH EGF #5310 EGFR
U R EE R 5589 b iz 19,

FERNGES % DM 1T S5 EGFR U ELBREEH D Fif

0 hour 8 hour
150% 150% -
125% | 125% T
_ 100%] __ 100%
[} []
T 75% T 5%
8 8
® 50%- 2 50%
25%+ 25%
0% : . ! 0% = B . =
CI-1033 2ZD-1839 BIBW2992 CI-1033 ZD-1839 BIBW2992
24 hour 48 hour
150% 150% _—
.y
125% | 125%
— 100% I — 100%
g g T
€ 75% € 75% ¥ L
S I+] ES
Q Q
2 50%- T 2 50%
25%- =% 25%
0% . | . 0% .
Cl-1033 ZD-1839 BIBW2992 CI-1033 ZD-1839 BIBW2992

FEE+SD (n=5~6)
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VI S8R9 5 TH

4) Z2HA EGFR (Zx9 2 BEIER  (in vitro)
WERT A 10

EGFR TKI 2342072 3/ il B Ti%, EGFR %7 —18 R A A v OIEHRIZE RN @G SN TEBY,
Exon19WND A > 7 L— ALK K NIE Exon21 WO L858 7D IR E RN L & T 5, £7- EGFR
TKI 5% OFFHEITIE, #9412 EGFR 7 —% KA1 > @ Exon20 WIZH 72722882 5% (T790M)
RO BN D,

Z ® L858R/TTI0M E R A 4425 EGFR IZKT 57T 7 7 F =7 O@hFIX, 13+ —¥T vt A T
ENTEY, TDOICsIE 10 X 11nM Th - 7=,

fiix D EGFR ZRT7 A Y 7+ — L AW FFFT—ET v A28 T 27 77 F=7 KOO F F—
B RHE A OB E

EGFRWT EGFRLSSSR EGFRL858R/T79OM
]
ICs0 [nM] ICs0 [nM] 1Cs0 [nM]
T rF=T 0.99, 1.1 0.43, 0.17 10, 11
T4 F=T 1.7, 3.3 0.84, 1.4 1013, 1267
zaF=7 ND* 1.2, 2.7 1520, 3562

il % i (n=2), *ND : HIEET

SR ST A 16

L858R/T790M 75 A4 459 % FE/ N la i Mark (NCI-H1975) Z W T EGFR U VigfkT v &A1 2 &
i L7-fE R, 77 7 FE I X AR BFRTEMALDOILENRD S, £ D ICs01% 93 LT 61nM ThH -7,

fliz D EGFR ZRT A Y 7 4 — L ERAT 2 lla iz ilaik 2 7. EGF #% EGFR U b7

yEACBITLT 77 F =7 KOO FF —BIEHR O E

NCI-H1666 NCI-H3255 NCI-H1975
L& EGFRWT EGFRL858R EGFRL858R/TT90M
ICs0 [nM] ICs0 [nM] I1Cs0 [nM]
T7rF=7 6.9, 12 5.9, 5.7 93, 61
HENF =T 127, 132 5,4.5 79, 88
zrrF=7 87, 244 52, 95 > 4000, > 4000
T74F=7 72, 40 10.5, 9.2 > 4000, > 4000
8% il (n=2)
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VI LB B4 5 H A

MHEAET > & A 10
L858R/T790M 7 % A3 2 e/ N i fia ik (NCI-H1975) % F W CRGIFRIFIEIET v A %
EhE LR, 77 7 F =TI L AHIREEIEOBLENZRD S, T D ICs0 1% 99 KN 116nM TH - 7= 179,

fix D EGFR BRT A V7 4 — LA 2 I/ Nlla i otk 2 O 72 R 5 IR AT » ' A 12
BT 77 F=7 kOO FF—BHEROEENEM

NCI-H1666 NCI-H3255 NCI-H1975
S=x7) EGFRWT EGFRLS5R EGFRLS58R/T790M
ICs0 [nM] ICs0 [nM] ICs0 [nM]
TI7rF=T 60, 37 0.7, 0.08 99, 116
HINF =T 198, 361 1.2, 1.7 101, 115
TrnF=7 110, 344 40, 31 >4000, >4000
TI74F=7 157, 232 4.7,1.2 >4000, >4000

1% fE (n=2)

5) HUEE T I T DS AIHEIER (=7 %)

b b AR ROk (A431) 10
7 7 7 F =7 OFESESEFEIEIER 2oV, EGFR Z@EIRH4 5 v MMEERR - BRIk (A431)
DX — Ry AFEET LV EHWTHRE LTz, 77 7 F =7 20mg/kg (60mg/m2) % 25 H [iE H#% 1§
B Uic & Z A RM L, SEWALERE O G AT 5RO RS ARFE (T/C k) X 2% Th o7z,

(TESEH AR T A DR HERS ) (Day25 O fEBINE L A Ft O Akt )
1500 ® Ui (n=10)

whs (n=10) 2000+ .

1250 A 777 F=7 20mgkg/H (n=10) "'E .

E E 1500 .

E. 1000 = .

g E :
3 750 S 1000

> >

- -

g 500 ] .
= g 500

250 = -

0 =
G- & SV
0 5 10 15 20 25 30 & 2
S ®$
Days >
©
o
DY

A431 i~ U AT 57 7 7 F =7 (BIBW2992) DR AL HI/EH
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VI S8R9 5 TH

EGFR /EMERIZE 82 A3 2 I/ et i iakk  (EGFRLSSSRIT90M Z- 3¢ B4~ % NCI-H1975) 19
T 7 7 F =7 ORESEHEEMHIER IOV T, EGFRIEMRIZR 249 5 ET /L & L C EGFRLSSRIT90M 2
FELT IR (NCI-H1975) O X — R~ o AfEBET L2 AW TR Lz, 777 F=
7 15mg/kg (45mg/m?) KO 20mg/kg (60mg/m?2) ¢ 20 H R H & 05 CHEE S ER L, T/C k%
T 18, 12% & fEEOBFEMEIC AN TH 7=,

(RS AR AT D AR A HERS ) (Day20 O3 NI A FE oo s ifD)
1250 2000,

) A & 5] )
£ 1000
o ./ 0y
g 750 3 :
%> 500 g 100 - :
S 250 3 : X
E B =0 |

0 - = = e

0 5 10 15 20 25 30 0 o
@ % (n=10)

& & E S
W 57 4 F=7 T5mgkg H (n=10) Days @S ‘bs \'5?%

& J/3F=72x100mg/kg/H (n=10)
0O 777 F=7 15mgkgH (n=10) @g 6&9
o B

A 77 7F =7 20mg/kg/H (n=10)

EGFRISSSRIT9M 2 3 Bl4~ % NCI-H1975 #ffa~ v AZBF 57 7 7 F=7 (BIBW2992), 77 4 F =7,
7 8T =7 OIESEFEH R

(3) #EFRSEIRESR - FAEESRY
LR L
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VIL S EhREI B9 5 TH

VI. EMEREICEH T 51EH

1. MPREDHS
AR LA MR

(M

UERR L

(2) ERERHBRCHRIN-MPRE
1) HEEG/KERE 2
A A FE/INRRATfE g 12 BICAH] 20, 40, 50mg & Z2fEIF (ARZEAT 2 MR K& OVRERE 1 WERD I R)
HERR OG5 L <X 1 B 118 28 ARIKERN#EE LTz & & o mEhREEOEDEE T A —4 K&
O R IRIR BEHERS A LU T ISR T 9,
AUCo-o. 2 O Crnax 1%, AH 20~50mg O#iFH THE A DO 22 EEl> THEINT %, 5% 8 HHIZ
FEFREBICEEL TV D LB R LN, KHORFEMREIEL AUC)..TiE 2.8, Cmax TIX 2.1 ThHoT,

KEREAREHRDOT 7 7 F =7 OIEYETE N T A — 2

LS5 SR

A 20mg 40mg 50mg Kl SEEfE 20mg 40mg 50mg
(% gCV) N=3 N=3 N=6 (% gCV)@ N=3 N=3 N=5
AUCo-24 147 2999 539 AUC, 409 1240 1010
[ng+h/mL] (84.5) (6.01) (59.0) [ng-h/mL] (16.5) (9.73) (71.5)
Crnax 12.4 18.9 44.4 Chax,ss 26.9 83.3 66.8
[ng/mL] (101) (45.8) (60.6) [ng/mL] (24.9) (30.1) (71.6)
max? 3.87 4.05 3.00 tmax,ss? 3.97 2.97 3.00

[h] (3.00-4.98) | (2.00-8.95) | (2.02-4.95) [h] (2.92-4.95) | (1.98-4.02) | (0.983-5.03)
tue 21.3 37.99) 14.8 t1/2,ss 38.5 40.4 33.5
[h] (63.1) (24.9) (20.0) [h] (14.4) (11.9) (22.2)

a) gCV ITRMEBRE L KT, b) TRE (B/ME-BKRE), o N=2, d) <L 24 KM, ss TEFREONRT A= 2K

®518H #%528HE
E 120 -
= 100 —O— 20mg (N=3) —0O— 20mg (N=3)
c
bl —A— 40mg (N=3) —A— 40mg (N=3)
“‘fé 80
il
."T{ O— 50mg (N=6) —— 50mg (N=5)
Il 60
"
R 40
T 20 W
& O 3
g o , , , —— , ,
0 4 8 12 16 20 24 0 4 8 12 24 48

5 &EE [h]

AR ARG ROMIET T 7 7 F =7 REHR (FirFE+SD)
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VIL S EhREI B9 5 TH

3
DR L

4) BSE - HiRAXOEE

1) BFEORED

<HEANDOT—% >
HETT [EFEHE B 13 Bl AHK] 40mg 2, ZZMERE R OVEENI/E 7 v ) —REEE (B%) [CHERRAKRES L
Too BBEERGHHIZT 7 7 F =7 OWIGEIEDFED DIV, tmax P RAEIZZEMERE 5T 3.02 B, %K
57T 6.90 I Th o7, BIEEG D Cmax [ FZEMERFHR G2 AT 50%E T L, AUCo.l3 39%E T L7z 9,
INHOREREY, RANTZEERE G SRR S -,

20 4
%1/.\\
B i \ ® 40mg ZENEIFE S (n=13)
i f \ O 40mg f%#E (n=13)
2|
: | S
< | \,\\
2| \\\\\
& | /7/6\»3‘ ~ .
2 ° / -
E‘ ) Q( - —e
04

Time [hours)

ZEJERE e OB IC T 7 7 F =7 40mg A Bl G U2 o i FEHERS  GRAFEEE)

ZEfER R OVRARIZT 7 7 F =7 40mg & BRI G L 72RO SR ERE ST X — X

A D RES]E 40mg ZEfERF 5 40mg B% 5
(% gCV) @ N=13 N=13
AUCo-o 676 414
[ng+h/mL] (62.3) (62.8)
Crnax 24.9 12.2
[ng/mL] (50.5) (82.6)
tmax? 3.02 6.90
[h] (1.00-6.93) (3.13-8.08)

a) gCV IZTRMEBRE L KT, b)

HSE (eI fRe KA
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VIL S EhREI B9 5 TH H

2) U M ELORE

<HEANDOT—% >

U M Fenh 1RGO T 7 7 F =75 19
TEFERR N BV 22 BllCiE ) 72 P-RER AHEAICTH LS Y BV (200mg, 1 A 2 [0 3 HE#ES) #4851,
Z0 3 BEESO 1 FMBICAH 20mg ZHERR A& Lz, U M e offRSIcL Y, KA
MG L HARTT 7 7 F =7 D AUCo-wld 48%, Cmax!d 39% L5 L7273, tmax \CELIT 2D 072, — 7,
AHKl40mg &V R eV EFEREOFH L7z & &, AUCo-o X DN Cmax D EFIZENEIL19% K N4% Th - 72,
AFNFEE 6 KiFZICY b EALEZHFAKES Lz L & D AUCe. &L Cmax D EFIZZENEN 11% KL V5% T
o7z 20,

12
9
=107 |
-E 1(':
AN INE A AFIEIME (n=22)
g A8 O AFI+Y el (n=22)
H 1|
2 of flA\
2 AN
AR
Z Jrs N
= / o
|4 ~ ~e
i "
[ —
, —
(‘l 1‘2 ‘.'I-! .‘Ie 4‘8 ;0 k] SIJ 9‘6 1(;8 l;ﬂ
Time [hours]

777 F =7 20mg & EMBEE XY b EL 200mg EOFHEE L& omER T T 7y F =T IRER
% (ST )

777 F =7 20mg ZEMBEE XX Y FFEL 200mg EOFHKEG LTZE & DT 7 7 F =T oEppEhEe R
TA—H

DR SLE AT A 5 AFN+ VU FE AP S
(% gCV)® N=22 N=22
AUCo- 165 243
[ng-h/mL] (37.9) (26.0)

Crnax 7.71 10.7
[ng/mL] (47.4) (30.0)

tmax? 4.00 4.00

[h] (0.500-5.00) (3.98-5.00)

tie 35.9 34.1

[h] (25.1) (16.8)

a) gCV I RAMETRE A KT, b) TR e/ ME-fc K )
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VIL S EhREI B9 5 TH

<HEANOT—% >

U M eov b FREGERSUIFERIZEDER (U e h 6 KA O7 7 7 F =75 20
TEEE S 1 24 BIZHR ) 7 P-HEEABLEFERICTH S U BV (200mg, 1 H 203 AfEE) 251, %
® 3 [EHFE L FERE L <EREZE (U M eEs 6 el 230 TR 40mg Z HEFEAHE L
7oo U M e LR, REFZEDFHE G R ORI 5O/ T7 7 7 F =70 AUC, Cmax [CKE 220E

WERL, 77 7 F =7 L) M ELORE IR ZER &S CHlRAICHE S 725 & o R B2
2o T,

[ng/nL]

O AFHEMEE (n=22)
A KEFI+ Y M EVRREGER S (n=24)
W AF+ U e ARERZESF G (n=22)

777 F =7 40mg HMEL G, U R EIL 200mg & OEREOFH SIREFZEOFH (U R evies 6 K
Al BEROMETT 7 7 F =T REHS (T E5E)

77 7 F =7 40mg B G, UV FFEIL 200mg & O RIEGEH SUIEEMZEEH (U M e 6 R
i BEHEROT 7 7 F =T O EHE T A —F

" " AH+UREL KA+ I e
A IE
*ﬁfgﬁ%“; A RS FE 2 5. R GHR £ 15
N=24 N=22
AUCo- 426 515 475
[ng-h/mL] (22.8) (27.5) (19.4)
Crnax 19.5 20.7 20.7
[ng/mL] (33.5) (29.4) (24.4)
tmax® 6.00 6.00 6.00
(h] (4.00-8.00) (3.00-8.00) (0.500-8.00)
tue 33.0 32.5 33.9
(h] (25.8) (18.2) (24.5)

a) gCV IZEMEB R AR T, b) PRIE e/ ME-F K H)
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VIL S EhREI B9 5 TH H

3) U7y D2

<HEANDT—H >
fEFEAYE 22 BICHR 172 P-REER AFFEAICHLH Y 77 B2 (600mg, 1 A 1017 HE#ES) 285 L
TG, KAl 40mg ZHERAKE Lz, V77 VBTV OREEIC LD, AFIFMEE LT 77
F =70 AUC 1% 34%, Cumax!E 22%IK T L7273, tmax (A1 2R D00 72,

[} O AAHAMEE (n=22)
ot @ KHlI+V 77y RS (n=22)

24 36 48 6 12 84 96

me (hours

777 F=7 40mg MG LY 77 By 600mg &R GEEOmEN T 7 7 Fo T RER
CORES])

777 F =7 40mg IR G LY 7 7 BV 600mg &R GRIOT T 7 F =T ORPER T A
—

- AH A+
A% \/i}
%ﬁ%@% o1 oA e LRI E
°8 N=22 N=21
AUCo- 912 610
[ng-h/mL] (38.3) (32.1)
Crnax 38.3 30.09
[ng/mL] (38.4) (34.1)
tmax? 6.00 6.009
[h] (5.00-7.00) (3.00-8.00)
tue 32.8 36.0
[h] (18.4) (15.1)

a) gCV ITRMEBRE A RS, b) PR GR/ME-FKME), o) N=22

2. EMEERM/NT A—F

(1) FRATH %
HEATET B 221 B2 DAA] (10~100mg) 4 Willl K OSBGOS IE 7 00 7 7 A LA UL
L, Jrar 8= b AL M & o THIN LI 3B S T A — 2 & A X T F ) L AT L,

(2) WRUSERFETE#R
UERR L
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(3) HEEEEY
LR L

@ 2IVF7I32R

<HEANDF—H >
HEAT [E T B 221 Bl

777 F=710~100mg R AL Lz &, Rovdo s V7 Z A (CLIF)

T ToLEEY THo7-,
EAITEEEBRE~ROBRELFBEORNTO 7 V752 (CL/F) 22
P LRBIIE B[] B 5-1% FECEIN =
(% gCV)@ N=127 N=104

CL/F 1050 898
[mL/min] (76.3) (89.2)

(®) AmEE

a) gCV 1T RMAB R & £

<A EANDT—H >
HEATE RS 2216127 7 7 F =7 10~100mg Z #& A5 L7z & &, f&KFH O LT D534 555 (VJ/F)
FULTDOERY THoT,

HEFT I B~ - L2 BR O D BT o msRE (V/F) 22

LT LY fif H[a|$ 5.4 TEHIR R
(% gCV)® N=127 N=99
V./F 1940 2770
(L] (87.7) (99.3)
a) gCV 1T BIREK 2 32§
6) Znft

BT L

3. B[ ((REaL—
(1) fEAE
—RGETE EREDOERIBEEF T 5 223 /— K XA METIL

ay) @R

(2) NIA—S2EHER
<HEANOT—H >
AAN M G2 52 TR RE 927 1 2 PG R SR B M AT 2 520t L,  POIRIPEZEIR M O R P ZE A
DSARFNOFEENREIZ FAF T RBEA G-I L7z 29 20, Z kR, 4R, K, WS, fJiE, I ofE,
FFHSRE D BERNC X A A B R EBIIRD b o 7o), BF, (KH, HHl, 71L7F=227 07T X,
ECOG T 4 —~> AR« AT —H A, TIHVEKEAT 7 X —LfH, FLELDLKFEREREIL N MR E
EIIAKIORFERICKTT 2 HBEREER T THHZ Loraiiz, (KE 62kg (Pfi) LH#kL T, &
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VIL S EhREI B9 5 TH

i 42kg DERFE TIL AUC. 28 26%HEM L, IKHE 95kg DEFH TIL AUC, s 28 22%(K T L7z, RHEMHEY
BYREMEATIC L D & ERE D AUC, s 1E, BELD S 15%Em N2 &R asniz, Z2v7F=v 27077
AP 79mL/min (FfE) OBRFE L LT, 60mL/min & 30mL/min ®E#E Tt AUC, «IXFNF
N 13% K% N 42% 0 F5-, 90mL/min & T8 120mL/min O 8F TIEENZEH 6% K% U 20% DK T2V R ST,
INHOZEE, WTR B AROERFEMEBOHPAZEZ 56D Tldk<, B EOREITLER N L&
Bz o,

4. TRIY
<HNEANDT—H >
B NI BRI A AT R T EY T IEH SRS THARL,
<BE:.7vh I=74>
MEXHRONA T XA T YT 4137 v b T44.5% 29, I =T X T11.2% 20 Th o7z,
<HBE Ty h>
WINZRILT » N T6T7.7% T -7z 29,

5 7

(1) % —fXBEErT &
MR L

<HE:T7v k>
UC I T 7 7 F =7 5 #% ORI B B e iRariRw (CNS) #R<ITE A EOMfkIC, k5
HIEDDBAFZA L2y, MEMBIM oL = < b Th o7z 27,
HETVE )Ty MCUC T 7 7 F =7 6.17Tumolkg (77 7F =7 3mglkg |ZFY4) % 1 H 18] 13
HFRERO#EE LIRS, BB Mg oL < b Th o7 29,

7 v b~ 13 AMKIERE A G LBRORBE e O R  GRAFESE) (n=3)

24h 144h 192h 240h 312h E s
it 8 39 37 51 60 6.7
ik 105 992 829 1222 1698 16.1

HATZ : nmol/kg tissue (ng-eq/g tissue 2>5H5y ¥ &% 485.95g/mol & L CHH)
i 312 Wl (12 BHH) ORELZHRE 24 15% (2 BA) ORETH -7 H

(2) Imi%k—RafRRErT@iE
R L

<£#&:7v k>
IR T v M UWCHERRT 7 7 F=7 R A& G L2 ORI L OVEREN B A G L7 & 2 5, IR
[ & 1T ERILRIC, MaMk P O JRED M P IREE L VK 2 5@ o T, MC T 7 7 F =7 O i R Iy
RCHR IR ORI IEE \ARIRE T UC AT 7 7 F =7 DAFENRRD b7z LS, AL OV IRICRE L
2% 8O e AR IBIE SN T, B REOREERIZI IS TN TH o7 29,
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VIL S EhREI B9 5 TH

Q) Fit~0FBIT
MR L

<BE: 7y h>
I Wistar 7 > hO#EL 11 H HIC UC T 7 7 F =7 Z AR N5 L7 R, 5% 1 LK D e
Rl O A OFE T 7 7 F = 7R, MAEHIRE LD Zh 2080 80 %, 150 (G-l &b,
it ~ORHEDSHR R BATI R S, AT OBRED AUCo2 (XMAEH LV 100 FLL L& <,
24 WRPAPICELH U0 SV RE DHEE &L, LT v OG- EDK) 2.4~5.0% ThH -7 30,

@) BEEA~OBITHE
KPR L

(6) ZTOOBEE~DFEITHE
MR L

<HBE Ty bh>
HET7TVE Ty M UCHE#RT 7 7 F =7 16.46 u mol/kg (7 7 7 F =7 8mg/kg |TFHY) Z Hi[AlFE O #%
5%, @A — T VF 7T 74— MNTT 7 7 F =7 BORBURE DM 1 2 W LTz, aeids
BT RZRAZE A L ORI, MiEh Sl o B0 Lz 27,

plexus choroideus : 4h

large intestine testis

salivary gland

tongue liver

blood standards

UC =T 7 7 F =7 16.46 p mol/kg FE N #5- 4 FEfi D2 H A — F T VAT T A

HT7AY Ty MCUCKEMRT 77 F =7 6.1Tumolkg (777 F =7 3mglkg ICH4) % 1 A 1 [ 13
H AR O 5 U 72 BR ORI 340 & Mt L 7RG, i, i R O%ARE+ R 7 Z7IRE O 57372 |
SAREERERE L & HIGRO LN, BEDIRIREINT, LoL, BELOHMRICB T 28 ITNREETH -

7": 28)0
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VIL S EhREI B9 5 TH

Z v h~ 13 HREIRER AL L7ZBRORBST RE DM (n=3)

24h 144h 192h 240h 312h R

JFF N 288 2408 2325 3272 4095 14.2
P& 39 523 504 815 932 23.8
i 2 10 14 16 19 7.9
iR 105 992 829 1222 1698 16.1
il 146 922 813 1126 1733 11.9
Jid 8 39 37 51 60 6.7

FE 31 150 123 183 212 7.0
Lk 80 661 595 881 1167 14.6
Jifi 165 1068 1029 1463 1792 10.9
G 477 3293 3210 4527 5659 11.9
F 31 259 202 329 412 13.4
A 47 350 346 500 698 14.5

(6) MITEAHEEER

HAL : nmol/kg tissue (ng-eq/g tissue 2>5H 4y H% 485.95g/mol & L CHH)
oG 812 G (12 A H) OREZRY 24 FEM% (2 AH) ORE CHlo 7K

b NMTRIT S in vitro IEE AESERIT 95% Th - 72 30, AT MET VT I o Ko 1-FEVEREE
H (AAG) &AL, AAG CORSITEBREREIKFELTWE32, £72, b b in vitrolZRBIT 5 14C
EHT 7 7 F =7 DMmEkBEIT (C/Cp) 1%, 1.02~2.21 TH 7= 31,

6. Lt

(1) RBEBLL R TR BT R
777 F=T1F invivo IZBWTTF h 7 1 A P450 (CYP450) (2 X AL 213 & A EZ T e, 3K
WAL DB G Lien~ A TIAINBRIR T 7 7 F =7 D ERRH L 725 39,

AI5pmol/L 4> RA v F Rkt MFHIlE 37°CT 24 KA > Fa_X— L7 &, HHE LT
m15(f HH S 7R D 47.8%), ~A AR (1,4 FINEOE) 12 & - TEM SN RE
(m2,m3,m4 %%, 41.6%) K X m15 Z [\ 7~ CYP3A4 |2 L 5 br9C#EHY (m10,m14,m18, & (X m20, 9.0%)
DREH SN TWD 39, [, m1s ~OfRHIEIFMO3 (77 v BHE/ AF ¥ —E) 23, m10 ~DOfGEH
(21X CYP3A4 "G LTV D Z LVRIES LTV D, KFEORFHNT CYP3A4 M 5T 5 Z LIRS
TV b0, FMO3 T & D ELHIRE K O~ A 7 AAIEROE (1,4 FNEOE) &9 L& B &

LT, CYP3A4 (2 kDMt

B 98
o

FEWEEZHND,
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VIL S EhREI B9 5 TH

: ': | NT\/\T
2 [ LA o M - LCH, cH
L\. om/\c“‘ .\ T\/\E"J —_— oﬁgn m24
[ oH o H
; R= Oy GiyGu m6
m1i8
H
e X CHOH
:5@ Y Ny
T ]
R= hine, cystene, lent adduct :@* 1+0
as pat of poteins Q fffm.ri cl et : CH,OH mis
] W \{ 1(\/
J@L / b,
o M
mo :
BIBW 2992 Q T ; ey, M0
"l 1
H
CH, /ﬁY\I/\wC"‘ \{ W o
~ ey AR * mis
o R cH, —= m3 j\fo """j\fo
m2 F= C\stIy H;N
R= CysGhyGlu on M HC ’l‘o ™ m13
(glutathione)

E R TOT 7 7F =7 (BIBW2992) DR DML

(2) RBICEETHER CYPE) OHRFEY |, FH5EF

T77F=T7 Ok hTOERENFEE E FIRT, in vivo CAER SN O BEITD 7 <, R T
ERREND TR TORFWIIME D ETH D, REHmMS, mdkVOmlsldT 77 F =T DI NVETFF

e (m2) OTFTHRTrEREsTERSND, INVIFALVREROCEAEDOY VU UIT AT A

VERIEORGIE, ~ A T AATINEOR (LARINEOE) %0 U CHRERINICHETT 5, AEHm101ZCYP3A4
ENLTERINDGT 77 F=TON-ATF VAR TH Y, invitroTt MNFMIIZERD bz, AH»m15
X7 77 F =7 ON-BHTHY, FMO3%Z/T L TEKIND,

T 77 F =71 i vivo lITB W TR Z T DB EARENTIE & A LT, i o R EHmITE
HE & OIEARAMIMETH - 72,

<& : in vitro>

IR e MFMlaa LT, 6 fifHo e kb CYP450 B#3E (CYP1A2, 2B6, 2C8, 2C9, 2C19 K TF 3A4)
WX T DT 77 F=T O invitroiHEREE I LTc, K S5uM OREDT 77 F=TIZk L TH, fMFt
L7 CYP450 BEZEDWTNIZ Y in vitro BERIETEDFHEIIRO LI o7239, I\, T77F=7
37y MTBWTERFEME L LTER Lo T,

LiehoT, 777 F=7I28% CYP450 MR DFEEIZ IS WIS BAE 25 & 2 Araethi g &
EBEZHND,

Q) PEEENROEERVEDEE

KPR L
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VIL S EhREI B9 5 TH

(1) REMOFEOERRUEIMLL, LS
KPR L

7. Bt
(1) HEMEEBAL M OB
<HEANDOT—% >
Flz#EFEP PR SN D,

(2) PRt

<HEANDT— X >
faEE Rk AN B 8 Bl 2.25MBqC K5k 7 7 7 F =7 15mg Wik 7 HERE O35 L7 fE R, 5% 312 1
M E TICRIEGTRED 89.5% 3 mIL Sy, #EFEHFIZ 85.4% M kit S n7=, £7-, 5% 216 Bl % TOR
PRI SRIE 4.83% Tl o 72 39, PRI ORIy & 5D 2 BT IEREMETH D, Phitt S 7 e DR
88% (KG-ED 64.1%) Tholz, Hhlt SN EMEENE D 5> 5, Frhk L ORTOREKITZNE
NEHED 62.3%3 LT 1.8%% L7 36),

(3) ki

<HEANOFT—H >
fERERR A B 8 Bl 2.256MBq4C =ik 7 7 7 F =7 15mg Ak & Bk D&% 5 U= /s 8, miEh 7 7 7
F =T O RNT OREKFERH (tr2) OMAELIEIT 38.9 KEfE, Adoey s V772 (CLF) 1%
1530mL/min T& > 7= 35,

8. S UARKR—E—ICEHT HIEHH
T77F=TIEHEH R T AR —F—P-FEER (P-gp) OEETHY 30739, PYFEADOHERTHS Z
N, ImvitroFBRTRENTWVWD 0, XBIZ, 777 F=71% in vitro CTHIEMMEEE (BCRP) O
ThU, HERTHDL Z ERRINTND W, £R0ORERNS, 77 7 F=71% OATP1B1, OATP1B3,
OATP2B1, OAT1, OAT3, OCT1, OCT2 K" OCT3 Y F 7 v AR—F —DIETHLIERTH 7220
TEMREIATNG 92749,

9. BMEICLHBRERE
YRR L

10. HEDERZHI HEE

(1) FPHREREE B~ 5

<HEADT — 4 29 49>
EENTHERERTE Y (Child Pugh A, A=7 5~6) 8%, T SEATHAERFE4 (Child Pugh %
BB, Aa7 7~9) 11 FIRO%ER, M5, KE, 7 L7 F=027 U7 7 ARIGT DIEFEEERE 16
iz, AH 50mg ik 30mg (TEENTHRERE BH 3 Bl04) & HERO#RE LT,
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VIL S EhREI B9 5 TH H

DRI RN BRAFCTH Y, A 50mg HilAIH 5% OMRFE L, KIS D @EMERE & TR
H 2 P TR RE PR FR A CRRIRIC IR & 72 D 19 721EWIERRD B iv7e hr o 7z 29 49, AUCo-. | L HERERE
BETOTERVER A H O, RETHEREERE T 7%, THEETHERERE T 5% K1 o7, —
75, FHEREREE B O Crax XD TMIC LR L TEY, Crax [ XERFEFHERERE S BHE T 9.5%, 5 FHHE
P B T 26.9%H 0 > 72,

7pds, HENFHEREREE AL (Child-Pughsi#HC) (281 2 MBI S Tunany,

BERE K NP SR FEATRRRERR S B & IS DRI E L O T 7 7 F =7 50mg HEIFEG-1% O Ky B R/~
T A—=4

s ST L1318 R AP RS RE PR 5 R I SRRy Fp & Y TR RE R R
(% 2CV) FFHgRER & B H KT DR bR FPt e S R W g AR R R
°8 N=8 N=8 N=8 N=8
AUCo- 886 956 934 985
[ng-h/mL] (53.7) (22.7) (31.0) (32.3)
Crmax 33.7 30.7 39.5 31.1
[ng/mL] (51.7) (33.7) (40.1) (46.0)
tmax P 5.00 5.00 4.00 7.50
[h] (0.500-8.00) (3.00-7.00) (0.500-5.00) (5.00-9.00)
tue 74.9 60.3 64.3 59.9
[h] (47.6) (14.9 (13.1) (28.5)

a) gCV ITRMEBRE A KT, b) PRAE (Ghe/IME-F K i)

(2) BHRERERF ~OG. 29 20
HERFEE ONC L B RE R E R (% 8 ) ITARK 40mg & HEH 5 L7256, BREIE e (%
ORI RREIC R L CERE R 8 ) 1T T EEHREREE (eGFR : 30~59mL/min/1.73m?) %A
ZEECIX AUCo1ast 13 22.2% (90% (5 #H XM @ 95.7-156.0), Cmax T 1.2% (90%[5#HX M : 72.9-140.3)
O EFNBD B, EEBEERE (eGFR: 15~29 mL/min/1.73m?2) 43 % & Tl%, AUCoast 1% 50.0%
(90% 5 HEX[H : 105.3-213.7), Cumax 1 21.7% (90%{FHHX ] : 90.8-163.2) ® EHBFERD Lz (UHEH
ANDT—4),
F7o, RFNEMPE 52520 T R 927 6 (MIETH T 7 7 5 = 7R 4460 BiiR) % xt 8\ RHEM KM E)
REMRAT 2 FE0E L, PNDRIPE IR R UM RIPE B R S AH O SR BN AR I M E+ B A 5Tt L 7=, Fa s 927 6
DHH, MEOBMERERE (/1 7F=7 177 A 50mL/min PA_E 80mL/min LA F) 1% 528 %
(A% - 2051), 45 OBHERERE A (30mL/min LA E 50mL/min A) 1% 161 il (fikik
%5 - 554), EEOHEREAEE (30mL/min &) (X 10 ] (MEMEAELK : 21) Tholz, 7 LT F=v
707 7 A T9mL/min (PRAE) OB & LT, 60mL/min T 30mL/min O &% Tid AUC,
ITENERN 13% K% N 42% 0 5, 90mL/min & 8 120mL/min O #FH TIZZNEH 6% K% T 20% DK T 73
SENT,
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VIL S EhREI B9 5 TH

1. T Dt
<BE>
(M z H A 5 oG - RAKL LzBEo g iR EHER ]
BERORE N F -, TREIRORE NG ETI3RBIEOE 5 5 F 2 — 712 L 2850 3 HOKR GREEIZ TR
Al 50mg HHH& DT 7 7 F =7 MAEHERE-RiFHERS K O b T 7 iR 2 Fhle U7 fR, iR -
BFRHER I TITER D, TRThomigEd b T 7 5RO BEEIZ R S ZaE0 372 < EBHEO 54 b =
Mo TWEZ &b, KEREGIEF TREISENIRNI LAVRER STz, 4

IE) AHN O S MEEIC L 2% 513, KRBEINTAE TOREG TIIRL, Zattl LOAMEORET 21T > Th iy
72, WEMHOBENDHEE L Ty, FICBIROR K GDOT —4 (N=4) ZRLATHD720, EE
PWLBETHD, 7B, MBKEMRT 256818, SEAEZKSANDENTHAT 2 2 &30 T, BB O
BRI R A LD 2 L,
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VIL Z24tE (R EoEES) (B4 25HE

Zet (FALOEESF) ICEJI HIEHE

1. Z2ERB L FDER

1. &

1.1 XEIF, REFKICTRITHIETESERERICEVN T, NALEEREICHDRHE - BEREFDOERM
DHET, BFAXEZSRL T, BUELHMSHHEFICOVTOAEET 5 &, T, BREBR
[Zkib. BERXIZORKICAFNOAMMER VAR BFIC, MEMEMEEONHAER. BRAFOD
EERE, RTICESEMAH D EFICHTHER) £+2IHAL. AEEETHLERET S
&,

1.2 RHOBREIZEYREEEMERELNH oL, RTICTESIEFINRESN TSSO T, HHER (FF
MR, k. ERE) OEERVEHRAVNCHBERREORESE. BRETIITI2 L, EEDN
BOLNEGEICFREEHRIEL, BUGREETI &, T, BRVHABARIEZNIZET S
EEOTC.MEMMREFNEECRERARBICHT IBRTETITTOIE[8.1.9. 11,11, 1.1
SR

(i)

1.1 DOfFF
BE&#R D EGFR TKI Ti, 1RO ABE LT 28O T TRIVEA OB OBZEN
T TWD, ARORGIZEEL T, BEIEMH N Z 2R OBLE) D BRI LE R b
5w B RIEAS ATRE 2 FEHR % 12BN T, EGFR TKI %8 Te 28 AALFIRIEIC T 2k - B
FFOERIO S & TR ZITOMLERD D, £z, BED DL VIXZOFRESEITAF OFNER D
fERPEE AL, FEZ52 O 2 TREEITIMNERS L0 E LT,

1.2 OfFEF
VR ERTR B DV TIE, BEAR O EGFRTKI THH LN TWAEIEATH Y, AAFIOENH
BRRERBRIC BV TH A SN TV D, HG IRV E MR RO WBIER (PP R, sk, %%
BVE) OMER &L OVEIN 22 S BRI S X 2B &2 02 TV, BESEO DNTGEIC
mﬁﬁ@&5%¢mb,ﬁ@@@%%ﬁo%%ﬂ%éo#mﬁWWE%ﬁ%kbtﬁﬂﬁwﬁ
WEGEIRERBRIC I T, AHIE ORIFEBIRNAEE T E RO BN SR 28 B3 548 L <13
BRIZHHEGE SN TEY, RAlZHEE LIEAENCBO TRRBEGENGE TE RWIET 25T
HERMEEMRESRE SN THDZEMD, EH5OHEOCEGHETIZLHAADZ L,
B THRICBWTHEBEICBE T I0LERS D,

(2= 3 0 = R 2R AR O B ATE O = SE 5L L1 i > S RIER R BRIRHS ~ = 2 7 v (ERBIRE
M) > TRVEMERZ A (http://www.info.pmda.go.jp/juutoku/file/jfm0611002.pdf) % &R, )
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VI

et (N Eolkgss) (I 5HEA

2.

ERANBEEETDER

2. B (ROBEIZEERELGWNI L)
2.1 KHN ORI UBBEUE OB D & 5 B4 [11.1.9 B |]

(fi#L)

AANDEATxE U TRBEUEDRERE D & 2 BB CARA 2 5 L2 GG, BBUE 2 2 aIeErEndb s 2 &
Mo, —EIRIER L LTREL TS, AAIOHREIZER L TIMZEEZIT, AFORKD IR L Tl
TEDBEREN O 2561213, ARG LanZ &, (IVIL8. (1) ERZREIWEM & AIER ] OESM)

PAEER L RICREHEYT & FR & TDEA
(V. 2. PRI RICBET 1) 2BMT 52 L,

. RERUVHRAEICEEY 53X L TDER

V.4, FIEELAOHEICEES TR 225528,

 BEEQEREE L EDER

8. EELEAMIE

8.1 MEMEMEENRH HONDZ LRd DD T, PIMHER (FEREE, wuk, FEEE) OGE & OEST
IR AR A O S, BIEA AT ) &, £, BB U CTENRMEERSE (PaOs), B
IR AR BRI (SpO2) . Ml KBIAR MLEE SR 5y E# = (A-aDO2) . MfifL#AES) (DLco) Dt
152&, [1.2, 9.1.1, 11.1.1 ]

8.2 FHRERE N & oL d Z &M D DT, AFIE 5-BRAART K ORFIE G- I E BRI TS RER A 21T
W, BEOREEZ BT 52 L, [9.3.1, 11.1.4 ]

8.3 HEMRLEEND HDLID I Ldd DD T, AHIFGBIARNITEE OOERRE MR T 2 2 L, £,
AN G-I OER O FEFARI « HESE SIS U CHEOEERE (boa—5%) 2470, BEOIR
e (EEBHEROEE A EGTe) & HolcBlsd 22 L, [9.1.2, 9.1.3, 11.1.5 2]

(figt)

8.1 DfiFFR. -
AHI O ENAMERARBRICE WO TR GRICHEEMRESRD S TWD, LrLaenb, WE
PERTE R R OFIE TR F 23 L TIERARW I &, RORBRIC OV T—E LA
RO BTN, HEMEMRKEEESR L BRI 5720203, #@UMAEDEm+45r72
BEZTHO LM ETHDL I ENDLRE LT,

8.2 D :
AHN D ENAER R BV TG %ICITEE S E5A- (ALT 503 AST O EH%) 3380 b
TWo, £, AFFRL L THRCHEZEGLIIARN, 777 F=T7&EHD 386541 74D
BETHEESNTND, 2095 3 /IR TT 77 F =7 L ORFERRNEGETE A &f)
Wiz, AFINERES Sz BARAN NSCLC 2835 T, SECHlZET0FA2ITR0 bk
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VI 24t (A EodES) (3T 5HEA

Slc, BEOIFHEREBE ORI, FREBOAGIROYSUTIFRE TH 2 EIEER O
WITRENEGEN TV, FFEREEZ AT 2R TENN 2 ITEERE S HEE SN D, FFHEE
PDELIZGAE, 777 F =7 ORENLBEL R DBARH D, ENE VI MHEERAR
(1200.33 &fEp) ©O7 7 7 F =7 50mg B EDEFH TIL, N—R 7 1 VR BERE S 4 7R
L7ZHBE R OB 2 A L Tz B, ALT/AST i _EF- ORBLRNE £ HHEE 8D Sz,
F7, BREEIIVELN O, R=2AT A VD ECOG /X7 4 —~ 2 A« ZAaT7 N2 DHBRET
JFHSRERRE DR BUR N L MW ATREM DS R STz, 7 7 7 F =7 H G HE O IFHRERE 03
R LG G T2 5D, WURLEAT) ZENEETHDL I LEBEL TRE LT,

8.3 DfiFtF

AARANBEZEAFREBERRRICE O T, DARICEEY 2 BELGEFR L OARF O£
Bz B s BFIERO O otz, L LANDL, WA TIIEERLALE, HDH0IEEK
FER) 72 DB B DA FEFRNRD BTN D, ARAERG-BLARTOHR O MR RER D RRRE E
AIHEDOH S 2 MRT 5 2 &, AAEGHIZBW T, WEROFEBRD - FIELEIZS LT,
FEEFR R EO LRI A M EEmT 2572 L, BEOREEZ +DICBET HILERH DL Z
EMBRRE LT,

6. RENERERI 2BHICHT IR
(1) AHHE - BEEFOHLBE

9. HEDNERZAITHEBRICHT IR
9.1 AfHE - MERZEOHLHEE
9.1.1 MEMMEEDHSBEXITOHRIENDHSHEE
UM B L, SECICE L etEndH 5, [1.2, 8.1, 11.1.1 ]
9.1.2 DFEEKRDH D BEXITOHREIEDHLHEE
FERP BT DT A H D, [8.3, 11.1.5 B ]
9.1.3 EEBREFEIMETLTLWSESE
SERP BT D2 H 5, [8.3, 11.1.5 B ]

(i)

9.1.1 OfiEF

9.1.2, 9.

KA G & D VR R B E R ORE TRIK 2RI 6N TIERNWZ &, RORBRIC S
WCT—E LEHEMITRD DN TN &b, REIOEGICEE L CIXME MR EFEFELO
AR OBEERE O A e L, s EBE OBRZEEIIT O NERH D Z EMHERE LT,
1.3 O

HR DB SRR OB ED & 2 BE 3T 2 ARFN DO EMEORRFHI M L T ieuy,
T, BREEZRG L LT 46 SRBR TSRS 72 3865 £ OFENTIC R CTOARE T AL ERHFIK T
DEEELIN 1.4% (534) THESNTWS, HER2 [HEEMA AT K (7 AY X~7 (&
BPRIRZ), T/3F =7 I VBHKFIY) CEEROEENRE SN TBY, WEREROKRTZ24
T2 EEIKRT DAANOEGAHONWTUL, EEICHWT 2 0ENHD 2 ENORE LT,
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VIL 224t (M EoikEEss) (B4 5HEA

(2) BmeESERE

0.2 BifefEERE
9.2.1 EENBHIEEEDHIEE
AR OMAFEEN FRTIBENRH D, [16.6.1 K]

(i)

HMENREOFERIZ I T, AR R K OVE B RE P 5 R & TP e I W R & Pl L 7o

%, AUCO-last Cmax ﬁ)LﬂTé k ﬁ)i&ﬂ: é ﬂf: (%E]\@T‘—g) i fl ZIK%I %‘ZE&E‘ é ﬂfiﬁ/’%\%%
SR RHEEM BT 2 B LR, 7L 7 F =02 U7 T AN 79 mL/min (P 9fl) oFEE L
i LU C, 60 mL/min X OF 30 mL/min DB TIL AUC . & 1ZZ 3171 13%0 NT 42% D EH, 90 ml/min

KO 120 mL/min O BE T ZFI 6% UNZ 20%DIE TR RENTZZ &b,

RE L7z, (TVIL 10. 2)
B RERE E BE ~ Db DHSH)

Q) FFREEEEE

9.3 FFRefEEEE
9.3.1 EEDQF#EEEE (Child-Pugh 7%EC) OHZEE
ThHDBREEE L LEERARITIEN L Ty, [8.2, 11.1.4, 16.6.2 ]

(fiFL)

HE OIS O & 2 BE KT 2GRN N b, &E L7, ([VIL 10. 1) IFHéRekEE &

H
~ORE ] DEHZM])

(4) £JEREERT 2%
9.4 XJEREEH I HE

IEYRT 2 A[REME D B B it ARFIFEEE F R O fé & 545 2 BNV CGREIE 3 2 B K OVl
YIZRBHTIEIC O W THAT 2 2 &, [9.56 0]

(fiFL)
[P S5 DB G\ B S 2 REE DL BEMEFIC BT D A H o A BOICES &

, HRHY bR ] & Re R L
EEMET 2 & & Lz,

AHNE, 5 EOBCEERBROBENS, AENTEEEEZ RS Z2VEHIHSLTND2, BB
(7 v EOTHX) OfERNG, BAEFBHDOY 27 24T 5 ERMICEETH 2 L0 0, LIEOBTL
& LT, Be5 Boo oM oW CRBEIO 5 o) IR SERRE Lic, RRIOHKHE
Tdh 5 40mg z 1 A 18] 28 H HPAEM A G- L 72BRoo i -3 40.4 BrfTH 0, ;@m%ngm

L= BINEK 8 A & 722578, Zam THEZH L T8 HHD 2 EU ETH S 2 lH &2 L MERHE I
BRI E LTz, (TVIIL 6. (5) k) OHEZM)

TE 1) TES S OB GZBEEd 25 REE DO MBS ICB T 5 A &0 ZIZHOW T (5Fn 5 4E 2 H 16 BT 3K55¢ 0216
15, FEELHK02165 15)
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VIl ZatE (EH EoEES) (BT 5EE
(5) 4Ei&

9.5 1E4m

YRS SUTHEIR L TV 2 ATREME D & 2 A MEII3 6 R Lo AR itz LR S &l S 25612
DHBGT 2 Z &, BWERRTEMRE &R OEAFIR R DRI NI AF IR IR OHEN (Z
v B RIREEORD . BN,

MU D25l KRB M O A ZHEIRIC 31 5 8l i 4 0 O
WA OER (VX)) RRHLNTW5D, [9458]

(i)

ARFNOhEhin XAFTIEHR L TW D AIREMED & 5 KVE~DOFR GIIRE S T Wiz, LalEiIfz L T

W, ek, BHER (T v b)) IZBWT, MC-T 7y FET 2 HENREG LIC L&, BT ORSIERE X
I FPERERREE &V 9 2 fF i ME 2 R U722, FFIR A ICARIR E O I RERB D b DH Th o 1, F 72,
B FEBRIZIN T, MEMEASERRER A CIT RIS, A& IRE K OVEAF)

B VB DA DN A PRI R S D
EWMARO b (F v ), M- HRE

FRAE~OZEL LTL, RREEORD, BN

R, Wi,
KRENR K O ST BENRIC I 1T 2 @RI E I N MEREOERNRO bz (UHF), ifmX

(TAEHR LT D ATREMED & 2 LRI, 18R EOFRIES a2 RS &l S o Ha il o sk b4
5Tk,

(6) =ELI%

9.6 127

RAILZZWZ EBREE LY, BYERTIITBITT L2 EBBOoNTHD (T b)),

(fiFL)

AAN DU bm AT IF~ DO GITRFT SN TR O, eSS TV, ok, 8RR (7 v

R I2BWT, UC-7T 77 F =T HHERERG Lz L&, 5% 48 Bl F CORIMT SRR TL, MmiE
RN REIRE L L CE< HERR L, Ltz 5 &m0 2.4~5.0%03 HElk S vz,

AT O NG D 2 L3S, LG TRETL2HAICIIRAZTIET 5 L 0 ITHEET 5

N
(N INR
9.7 INRE
INREE ARG L U BERERBR 13 L TRy,
(fig#)

AGRER E TICENATEM SRR O TS, NMNRICBIT A HARERRITE S, 2T ST
RN EMBEE LT,

8) EtirE
9.8 SHhE
B DR

EBIE LN OEEBEICKRET D2 &, —RICAEIBEEMET LTS Z & 3%0y,
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VIL 224t (M EoikEEss) (B4 5HEA

(figsit)
— MR EE TITABBRENME T L TS 2 ENZ N &b, BEDRBEZBIZE L) b AR ZEEIZ
BETDUERH D LB TRIE L,

7. HE{EH

10. #HE/ER
AKENT P-HEER (P-gp) OEETH D, £z, invitroRBRIZEB W T, RANTFEEE B (BCRP)
DEBETHLZ &, KOARFORFA~DIFFEM RGBSR P-450 ORAGITERWZ & 3R S 172,
[16.4. 16.5.2 B ]

(figat)
Caco-2 #ia % FV = in vitro iRBRIZIS\W T, P-gp H25WNEE k BCRP 241 L7277 7 F=7 Dlgpk Ot a17-
TR, 77 7F=71% P-gp KO BCRP OHETHD Z LAV SN, $£12, 777 F=71HEFT, CYP
D HVNTUGTIAL KOV 2B7 OHEZE MNFI /7Y —Lb A o Fa—Ta b Lt X, 777 F=71%
CYP2C9, UGT1A1 WONZ 2B7 OREOMREN G LTIV HEFHZ R Uiz, L LR s, B i PR

EOWENZ LY, RGN L 72 2 SBine PO AR &5 | & 2 3 rTREth R Lo ST,
() HAZELEZDOER
BRE STV

(2) HREE L TDER
10.2 fREE (BRICEET S &)

e

B ARAEAR - FEE T iR

HFe - fabRIN T

P-gp BHEH
URrhFENL, £ FTa3F Y —
oy R RI)VE
[16.7.1 & H&]

AHNOMAPPREN EH L, BIE
F DI BB E K OVERE FE S i &
LBENDRHDLZ NG, Pgp
FLER & BFH T 2581, KA
b & [RIRE SO AR B4 1 #%
5352 &,

AKENE P-gp DFEETH Y . AAl
AR AR P-gp IRER 2 & 51 5
&L GRS K0 AR o i R AR
NERTHZEDRH D,

P-gp &5 7l
Vv vy, han<®
[ = 7 A
(St. John’s Wort) %%
[16.7.2 &M ]

ARFN O g BE DM Ly ASH
DAEDIED I T D BTN D
D

AANL P-gp OIEETHY . HFH
(2 &0 A O R EE DMK T
LZENDHD,

(i)

FERIRTABR B M ONMES CEME L 7 AR BRI B9 2 BRI 2 I £ 2, BB U ETH D Z L B

LC#ELE, (IVIL 1 (4) 2) U bFELops,

_82_
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VI 24t (A EodES) (3T 5HEA

8. ElEM

11. BEA
WORWERN B b D Z LD DT, BEE ATV, BREIRD SNTGEIITH G2 |
B3 2 70 LIEE AL AAT O 2 &

(fif75t)
AFNDOZEPEET —4% > — F (Company Core Data Sheet : CCDS) # %52, [EFEHLFS 11T FHEER R
B (1200.32 BBR) 1281 D LEMERFMxT5: 229 B (HARN 54 Bl ETe) 2B\ TAHLIIREITERICK
SEFHEL, 1200.32 RERIZI T B FRBUBEE 2o Uiz, ENS VIR (1200.33 RER) H 50 0%
AR FEBHARTE D H F S OERIC X DRIEMIEL TBEERB) & LTz,

(1) ERGEIER & MHER

1.1 EXLEMEAR
1111 FEMMERE (1.3%)
FVREPEMR A (R e, IR, Mlsde, SErER S5 EERE, 7 LAX — IR AS) 2365
PNAHZERDY, HEIZESTREF b HE SN TND, BEPBOLNTGEICITHREGEZH L,
AT aA NERFOBEUIZAEZITS 2 &, [1.2, 7.1, 81, 9.1.1 ]
11.1.2 EEOTH (14.4%)
HEO TR LS THAERZ X272 L, BEBRRUCE > TEM L HRE SN TV D, ILEK (217
I RE) oL, fREOHYRAE AT Z L, [7.1 B#]
11.1.3 EEDOKREREE (16.6%)
REOFRKE, SEENRHOLDOND ZEN® D, LEIL U TREREZZT L5 L) B ICHET 52
Lo [7.1 3]
.14 FFE GEEARH) . FHEEEREE (2.2%)
ALT, AST, BV E D EAEZMY S IFREREERNOLONLZERHD | IFARICKVETICE
STHEFI b HE SN TWD, [7.1, 8.2, 9.3.1 ]
11.1.5 ILEE (0.4%)
EERHFEE RS b, DARFEOERERLEENODNLSZ DB 5, [7.1, 83, 9.1.2,
9.1.3 2]
11.1.6 PEMRKRIRFEAMARE (Toxic Epidermal Necrolysis : TEN) (BHEEANHA) . B g 45 FR AR fiE & B%
(Stevens—Johnson fE{EEE) (BHEEARHY) . ZMAIHE (BHEEAH)
TR B BRI . BRI ARSE RE . ZIEALEESE O B 7 A - FIMLMED KRR E R & & b
N5 Endsn, (7.1 58]
11.1.7 JEILEEE (0.4%). HILEHM BHEA)
BHEPRO DN HAEIIE, NESE, N X, CT EOXELRELZITH &, [7.1 58]
11.1.8 StElER (L)
M, g7 X7 —BED EREFEORENEO bNGA Ik a2FRIET52 8, [7.1 28]
.19 7F2745F%>— (BHEAH)
[2.1 & ]
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VIL 224t (M EoikEEss) (B4 5HEA

(figsit)

11.1.1 O
[EIBE IR 55 TITARRRRRUER (1200.32 38R (23T, MIEMMREROAERES (MR, it
e, SMERFRESIEIEMRRE, 7 VoL —PElalEg, AL 23AH 40mg BAAAT BRE

WCHB LT, 209h, KA ORREBEGRNPGE TE ARNERE LT, HEMEMER (2 6) &
OB MERFR g B ERRE (1 6) ORWEMORERH D Z Lnn, MEMEMEE (1.3% [3/229
Bil]) & BERALRIWERICERE Lo, RFIEG%ITBIEZ 312470, BENRD b 5612,
BehHEHRIEL, AT vA NREEOMEURAELZITD 2 &, BLTIZ, Grade 3 LA EOAKRHFE D
KSR BIER N TE S 7 v o 7o VDM i B S OV MERER B3 B ERE O 2 JEBI 2”3, 7eds, [
MR B DTS OV TIE, TV. 1RRICBT 25 H 5. BRRRGE (7) 2ofh) 22352 &,
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VI 224t (EH Loz (T 5EH
JiE iR
<JE] 1 (EFRIEES I FEE R RS (1200.32 #58)) - MEMMiZEE (Grade 3) >
PER EHEE | RE5E BIVEF O K OMILE sl | S
Hn | (BOHE) | &5
fepg | 40mg/H |B5BEMAH AHK| 40mg/ H DOF 5B, EfE | A
D) 10 HiE |[Be5- 10 HE T4 (Grade 3) MSHELLTZ728, AFIOIKE A H] \
60 ik L) e, ME
*® 30mg/H |17 7 Hi% THUEREE L, AHI30me/ H I THG- B, il
27 HfE | (B 5BMR)
521 HEH  BEVE (37.7°C), EE LHIKTL, PLEERIZ AL,
27T HE  SRBERE2E A, X 5B 5Grade 3
(FHrhik ) Difife L2 Wr, MEDT- AP,
WBC:12540, CRP:13.59,
FEZEIFNEE N TN o TN T28, BRI AR AA,
Y7 RNIT R F NI LK) 2 g CIRIER 4G,
AP 5 Ik,
ik 2 H#% CTHR i FEhi L= e E s c&d,
KL-6 : 1092U/mL, WBC : 8560/uL, CRP :
6.91mg/dL,
i3 % PAEANZE DB R ALNT, AT AR TOIE
W BR LA,
AF TR =y aranggo 27 v Ny LR
5. (500mg x 2, FIL6HZLET) &5,
Mk 7 A% AF TR =V arangfgo 27 0+ MY A
E#E (125mgx 2),
i 9 A AT BARIZED SV AIEDO D R a8, 16 %
“T,
ik 10 H# Mg B TIZVR—/L 50mg x 34% 5-B4A,
K1.-6:1222 U/mL, WBC:19910, CRP:0.61,
ik 11 A% M EFIZTT 2808 Ry LRt bmg x 1
Be5-BRtA,
ik 12 A WBC:10480/uL, CRP:0.29mg/dL,
CTHRE DRI, £ B3 ITprE) L EED
b, AT BE ISR P il o 5 A B )R P I R &
ik 13 H## HF M, PD (BEHE) OHIWrHIR8R T 1k,
il 19 A JEPRIRL, BFE,
Hiil- 26 H# ST, SEIRT e B HE A R,
HEFEE - 7oL
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VIL 224t (M EoikEEss) (B4 5HEA

<SEB] 2 ([EFEILIRZ T FHER R 3B (1200.32 386R) ) « SMERERES BIERRE (Grade 5) >

MR EAEE | &RE5E BIVEF O R K OMILE: sl | S
| (BOHE) | BH5HIM
s | Wi 40mg/H [ &HBHMEH AH| 40mg/ H O 5-BHAA, | AME
(BAIR #5458 HH ECOG PS: 1. \
50 % | (g BEITHE ORISR, MNIE
*® () #5130 H SERFIR ESIEIE I ICED, AR, {4
(HERE FHHRIEH)  ARAIB A IR,
R KIR.: 36.8°C, IfJ£:97/73 mmHg, FFEL: 40/55,
W) WRFa 25 109/45

Fehk 2 A%

BEhik 5 A

BEgE 21 H
#%

BEEY, BEOE A, IEAY,

EAOH 250, Ol DHESEL, T
TEIEREL ,

faEsHRCT : % 5-BR 442 H R O#SE B L LLl L ¢, IR
TN ORCUGE, TN T AR O A il
Wbz,
BRIV B RE DI RIZ L DY & A ZE,
HAHNTR MO ML E BiE,

RUE SCBRPT L

KIERE X, [EEEIXES, 8iA,
FEARERE X, EOREICBEDORIERY,
RUESXNIRAIEL, (LIRS L,
FHIEORE X Madeidma, 5 AR
FEhte

JitiZE AR LD IR B A2 T - AR AR C D RRHEIE
DAL L i B lze N O A 1M A- 780D, MR 5518 E
EREDFT RLE—,

MR ek, 7T aYem farE,

SPTHA : K LBV AR D 7T WYL DG
R, MR ML, 2 EmEKIZIZHEL,
Ul A Pk,

SPTHR{A

KB XU RAERIRD ST DY OFE R, AE R
HEEL, 28 A MmERITIT L,

R 85 0 EERE (6 AR E L CHAR Al
Bz S,

IR R4 T,

N LR g feq iE : PCVE— R, W AR
JE:1.0, MERUERBEIERER @ 10,

Fa R X AR AT« WA PE O BERIZ I (B e 55
ESERER A DR — ) RO D,

OEREE . RFEXE—)L, TXARIAML T 7o
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VI 24t (A EodES) (3T 5HEA

11.1.2 OfiEi
FEIRRIEASS T AHERIR B (1200.32 35R) 128\ T, &KL OREBMRNGE T Aoy TR
218/229 %l (95.2%) (ZFHL L, Grade 3 ®FHGT 33/229 f4i] (14.4%) |ZF8& H L7z, Grade 4/5
DELITBO LD o7z, Grade 3 LA EOTHIZ THEOTH) & L TERRRIERICEHRE
L7z,
ARRBRCIX, W87 IO HCKGMFE AT ONTZIZ S b b T FTHROEEN 4 i
VY Grade 2/3 O BFITK L TIE, RAIRGEREL, BETDHZ L, £/, 14 HEWIC Grade
1 XIFR—RA T A ETREIE L0 BE IR L CEARAE S 2135 2 2B E L THE
filL7=& 2 A, THRICK D8G-MikiE, AFERGEEDO A 3/229 7] (1.3%), IRBEEAHE I
BEL, AFKIEE 45/229 1] (19.7%), PEM/CDDP £f 1/111 1] (0.9%), FHIZx3 21BN %
Bl S BREI, AFKIRE 204/229 61 (89.1%), PEM/CDDP # 10/111 51 (9.0%) T -7z,
THIOFEMP) 72 EEL L & BICARBIORE T EREIZ L Y, THICE O ARAIEGOHIEEET 5
FLROFBBNPM ONTZEEZEZBND,
AFN P GRCB W THR GBI 14 B LINIC 191/229 #l (Kaplan-Meier #£(2 & 5 BFERILRD
HEEAE : 83.5%) T 1 [EIHORHNZRD HILTE Y, AHFIO B 542> & B 51 1L T 2 5
MHNCEHT 2 Z LITEETH L B2 HND,

AHNB 5% ITBE 2 01T, BENEO GNHEEITE, RIS UTREE, BE T
Hamibd 57 ClRAEEZITH 2 &, BLTIZ, 1200.33 REBRICEWTRD HiLz, AHlL
DRRBARPGE SR o7 Grade 3 D FHIO AARN 1IEFIZRT, 723, THRIOFEMIZD
WX, TV IRIRICBET 2 E 5. BRIREGE () 2ot 22T 252 &,
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VIL 224t (M EoikEEss) (B4 5HEA

i (7] R 2t
<UERI 1 (EINEE DI FRESARRER 25 11 /40 (1200.33 3887)) : TH#i (Grade 3) >
PR EHE R | REE g DR R DL SR |
i (Ape) | 1o m mIEFH OfatE M & flm | s
| 50mg/H  TXGHAH AFZ50mg/ B T E-BLA, E4E | EAN
60 % | @2L) 511 HHE TRERME T H - 5 MM B, 4 7 K BT
& . HE
®5-12 HH THiIEE10ELA_H B2 (Grade 3),
#4513 HH KK G (F—T )T,
5T H) & [EE,
Beh-14 HE MgV 7F=:2.83 (A7) —=27§;0.95),
(fRZBALAH)  BUN:45,
HKFRD, i,
il A0 O SR 21T WO RUZTE R, ABREID HH A
AN D7 BN THIMA, 1R FIAORHLEEICTH
T TRIBBIZE,
R 1 Hi% IEATAIBE S TRISGERL, skz2,
BEAKRDBRO LN, MIEIL T F =2 :5.97
(Grade 3), BUN:54,
SMEB AR 2RO AR, BIEAEHZI VT
BRI DB B R E~BIT L2,
FIBIXBEIRZRL, FHRREHIET VR —2 b
i, 24 IR A B4R,
PRI 3 Hi% Mmigs/L 79 =>:3.35(Grade 2), BUN: 38,
RIGH BIfE7a»>TEIZT20, BTttt E3,
O _RZINEREE AR 5L, PRI dEE A,
RER 4 A1 THIZRL, Bk EIE,
IRIE 5 HZ BABUEF A, 351 7F =2 :1.57(Grade 2),
BUN:17,
K38 HT% MmyEs7L7F=:1.19, BUN:17(Grade 1% T
)
iiAK, T (A1,
ARIEK10 BE 2B AL [F\IE,
OF 720

11.1.3 OfE. -

[EIB I [R5 TIT R G ARRRBR (1200.32

RBR) (IZRWWT, AHIE DRIRBIRIEIE TE RWERE &

OV FAEMRE 23 210/229 ] (91.7%) IZHBL LT, ZDHH, Grade 3 DFE (3/229 i),
S (47229 1)), ZUEVERE (21229 B), FREse (1/229 #i) R ORIBEMEZE (1/229 §1)
EObETC, TEEOREREE]) (38/229 i [16.6%]) & L CEKZREWEMICHRE L7, Grade
415 DFERIIBD LR D -T2,

RZISEIZ LGP L e o - BEIT R, AR EE SN BEE, 44/229 1 (19.2%),
TG SIE TR DI, KB G- 188/229 1 (82.1%), PEM/CDDP £f 10/111 1 (9.0%)
\ZHAT STz, H8ImIE, AHIERGAE 111/229 # (48.5%), PEM/CDDP #F 10/111 i (9.0%) T
Ml L, AAEGRE 89/229 5 (38.9%), PEM/CDDP #f 2/111 #1] (1.8%) X REE TH 7=,
AHI B GRECEB T DRZISE X, BE5RLAE 28 ALINIC 182/229 5] (Kaplan-Meier 1512 X %
PRRBEOHEEME : 79.7%) TRD B,
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VI 24t (A EodES) (3T 5HEA

ARG L BB/ SEORBERITE <, EHEILFEZ I FABARR (1200.32 #5) (20
T, #920% TAFOBELIT O LERDH o7z, LnLRNRG, Br) 2 a8 & 5 RE 4 HE
HEDEDLZEICLY, BBISEICEAAROBELE I L o BEITRO bR ho T2, K
ROBEMZED LD, BEZERRCBIEL, HBLREZISEOERZITY, &6
(CLE R G IIIARR OREER I EZ TV, LB CEREZZ2 TR 58152

é:o
ek, BUEEEOFEMICOWTIE, V. IBRICBT 25A 5. BREGE (7) 2o 2285
&,

11.1.4 OfEF -
[E B[4 T AR AR RRBR (1200.32 #kER) (BT, AHIE OREBIRNTE T 22V TG
FLEN 51229 1] (2.2%) IZHBLLTz, AL ORBUTRD LA THRNE DD, TFHERER
] L EBICERREWERICRE L,
WM T, HEFICE VA CICESTDEFLROLNTZ LD, EMNICHEEREM
DE=HZ Y U T ET, BEPEO LNTGEITIIARKI ORI - B - $b L% oY) e
BEITH 2 &,

11.1.5 O

FEI RS [R5 T ARG IR AR (1200.32 #ER) (2R C, K& ORRBRNEE T & 2V EEH
REARENN 1/229 B (0.4%) IZRBOLNTZZ &b, LLEEE) & L TERREWERICHE L,
HERBUICB T, BEICBAEE (22 hr— L RROGEME, =2—3—7 LEFERO
BEBESYHE 8 D ) o MO AR A, RLEERE, ERRIICHE-EE 72 5 008 5% OB LG
OHEZHT 5, BIEALEIAHTET 6 7 HUNOLITEEEZ AT 5, LERE/E BRI 50%4
fii) DEXE S, BRAEEICEBT HEFICB T ALEMENHERI N TR, S5, EHEE
A5 T AREG PR EABR (1200.32 #ER) LIS OFBRIZI WV TiE, Grade 3 UL EDOLAREOFEEN
R B, 6 Bl TEIEH 2 DIERE DO EERNED LN TN D, AR GRIUIER G HICESR
BRINEREDDERE AT L, BEOREZBIZEL T, REBROLNAGEITITIAMORE %
kg 572 L, BURLEZITH Z L,

11.1.6 O
FEI RS [R5 T ARG IR SR (1200.32 3ER) (28T, K& OREBRNEE T E 72 kS
MEHRSE AT (Stevens-Johnson JEMERE) 1780 bV o703, ENNORFID &G i lea
BED YL, BEEZ Stevens-Johnson JEFRED 1/3865 BlIZRD b= Z & vn, TR EREIR
JEWERE (Stevens-Johnson JEMERE) | ZAHE AR L L CEKRLRIERICERE LT,
F7-, ERRIERTER D 2016 4 8 A £ TITHA Sl B AR NIES] o a3 fz 8 5E mh i
(Toxic Epidermal Necrosis ; TEN) 2% 3 i, FERSIEARAEMEREDS 5 5], ZIEALBEDS 1 Bl
SN LG, ZNOOFERHLERRENWEN (WTFNGHEARR) ITRE Lz (F 28 49
H 18 BfF BEAS @A ERK - AIEHA R KRR EN)
BEOREZBZEL, BEIRDOLNEHACITIAANOR G2 RIS 572, @Y NE 1T
I &,
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VIL 224t (M EoikEEss) (B4 5HEA

11.1.7 OfEH

FEI B IE R 27 T AR EGAREBR (1200.82 #ER) 128\ T, A & ORERERNEE T & 2V LPE
TS 1/229 ] (0.4%) (238D bz, HBEEE K OVERE HImICBE L TiX, ESNTARAIE O
RRBIRNEE TE 2 VWEEEFNHRE SN TR, EETHLRENZEERE LTabh
TWHI L, HEBLTHLEEBLBINE R DARENRS L Z LD, THEEEE (0.4%)
KOv HE & I (BEEARR) ) 2 BERZREIERICHRE LT,

BEOREBZBIE L, BERD SN EAITIINESE, 185 X #, CT L0 MLERRE TV,
AR O AR ILT 570 L, WURMELRIT) Z &,

11.1.8 O
ENRGERTEH# D5 2016 4F 1 A £ TIZ HARNEFNZSPERER DY 4 BilHE S, SRR o BEiE
B E FEAEIZ K D FEEEEE CIXEEDS 2 4, EDS 16 ORI 1) TholeZ &b, T2
PEES (BFEARBA) | 2 EARBWERICERE Lz CFRk 28 45 4 A 21 B EASEEESR - &
TR Ry e Aok SRR )
UGV, L, EHERAROLNEEAE, MET 7 —BEoRELITHI L, MET
LT RO EREORFENRED ONTHAEE, AROEEERIEL, WURLEERTITO &,

11.1.9 OfiE:.
ENRLEIRGERIZ, RAREIEFIZBWCEERT 7 4 7% —BEFRHORANRE N
2 G, HEMEZTLDICRE L (B T7THETH 30 B BEAFEE ERRERE
PRI E B,
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VI 2240 () Eorgs) (<4 25EA
(2) ZnthaEIfERA
1.2 Z DD EI1ER
10%LL I 1%LL_E 10%A 1% Al BEREANEA
gk OV T | &M% - Bk E | NoREE, 5 - 2 | @Ak, OO - o | 15 IR M L&
FA Rk R ORLBEMER 2 | SRR ARIER | i, BIE. A | K, %R
(55.5%) . JNPHAK | BE. BWHIBL, B | N, (RIbEREE | 6
(56.8%) . Bzt | B2RL B s,
(29.3%) . & BEES. ZRIE.
(20.5%) . € 2 FEIE | ALBE
(19.2%) . SIERRSL
&% (13.1%) . BiE
iE (10.0%)
5 B R K O iE, R, A | MR, v =—72 | IETE. AW
i o R P PR L IERRE, B AR
PR T Bt PR, UM, & | RIEEERE = —ne
SRR T — IR
IRpEE2 fElESE, AREZEE, £ | IRIRREE BERELAE. | IR
fige, IR, T, | AT IRRIBE, AL
IRAR. FAEE i, AEOHA, %
PRERTY S NSRS
RRiRZe, MM M
H K Ovk B p B
R R Wk R
B IR E T (80.8%). AW | HNEZEE WL AR, | iR, ABEE. | AEER. &
% (38.4%) . b | WM. (8. BR. | ILMORE, FL | BER. BE.
(17.9% ) . W& ok | JEEmm . BAEEDRE, | ODEEARPE, B4R, | NBR. KRG
(17.0%) . RIE% | ILMEPRE, EHA | 0BE 2%, HLP9JE
(12.2%) P %
A Bl R M OVEL FRaTES
FEhEE %
R OV 2% | BFOEER (20.5%) | KA U 7 AlfdE, B | KT N U 7 AUE,
PEiTE K e PRI If A
(LR EERPERIAMIY
i
1 7 P 7 I ETH B, fARSE
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VI Ze4xth (A EomEs) B+ 5EE
10% 24 E 1%L 10%A0i 1% ATl BEEEAA
e, Mgl R | Gt (13.1%) SBORIE, B, & | BEEE, S, 8 | 0k R
UMt e WM. DPEMREESE | MR, L o< b |
B OVIR B b HAR MR, PRGN | EEEERE
& HE PR IR
JEYSIE ] OV JRYMIE (LR, IREE. | U A L AREYe . ghliR
A HUE S WHEA, REX. | &, BUE
H, N, Bk, B
BEge, ek, Hi
Y RE (. 2
). weREE
i K VY v 2, A BRI | U o SERIBAE, 8k | AFERERESINE
INRIEE JiE, AFHERECE RZ A I
— e REREE | R OB o K OE | FEN RIHMERIE, | RAE. BmEIEE, M |
K OB G806z | (28.8% ) . ¥ 95 | wEhE AR, R,
IR (13.5%) by Xy N S
HR R AR A FFHSRE M A % | M 7 A B YRR T | fh 27 L7 F= o8 | R @ EkE
(AST. ALT L& | 7 & —EH#N .77 —EHm, | M. RS
%) (14.0%) ., KE#E CK L&, ey | #m, fmsl
A (10.5%) JLE N, Fa R | Bl KkEREE
= THIN, #EA | ¥l CK-MB
WA, T A7 | B
L, LERIT
Wiis
HE, hEL O A5 Al LB
LA
HD) REISUTRERNEZ2T 2 L) BEIEYET 52 L,
H2) EOIZIRBHIMAZIT 5 72 EHEURAE LT Z L,
(figt)

B B VB T e

Ly 55
BERBIZ ), T2 9 FEMERZ ],
JRYUE K OVEr A HUE

DRYYE (B, JREK, & WHEA, K& B, VI,

 BEAR B HE R ORI 5 | (55.5%) 14,
5, TEE), TREBRIE) (200, 351, E5), TRIBERERIS), (%5, [R8iuis),

B2 ONTRZIN S TG ON

TCARIZ] (% 1) OFLRE2AEDOECRRE L,
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VI 24t (A EodES) (3T 5HEA

(3 #F), MEgrzZ), [ EWASEZK ), [TUEH) (% 24, TRRERG:), 77 /7 A NRgE% ), [TH
B (% 1) oFELESDE TR LT,

TERRYYE (Bfg, B8 ) 1%, TEREREYY, REEREG), NEREE), TRMaR (%
1) oFGEEbdCRldi L,

Mg VY 7 SRR

P ERIBE ) 1%, THFPERIBAE] (2 1) KO TEdekEid ) (1 1) 0FERE2EDE TR
#H L7,

B IRAR AT -
FHRSRERAC M 5 (AST., ALT EHE) | (14.0%) 1%, [7I9=0T3 ) F I A7 =2T7—F
By (7T4R), [T ARGRUEET I ) b TR 7 =T —BHN (12 1F), SRR 5
(218, Ty-GTPH#M) (1F) OFERELEGHOE TR LT,
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VIL 224t (M EoikEEss) (B4 5HEA

& 5 H BIRIVE R B R N OV R A i R —
< [EBS AL TIT ARG IR SR BRAAE (1200.32 3Bk ; AFIFE (B4 & 40mg)) >

LA PEFTAM KT S 14K 229 {1
BIVE I BB 228 4l
BIVEHF B 99.6%
2TORIWER @EFEMRSE (SOC) KMUHEAGFE (PT))
EIEHR 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 | Grade 5
2RIEM 228 (99.6) | 25 (10.9) | 91 (39.7) | 104 (45.4) | 4 (1.7 4 (1.7
JRYSIE K OV A HRUE 146 (63.8) | 41 (17.9) | 78 (34.1) | 26 (11.49) | 0 (0.0 1 (0.4)
NGRS 130 (56.8) 40 (17.5) 64 (27.9) | 26 (11.4) | 0 (0.0) 0 (0.0)
EER 12 (5.2) 6 (2.6) 6 (2.6) 0 (0.0) 0 (0.0) 0 (0.0
s I 2% 6 (2.6) 1 (0.4) 5 (2.2) 0 (0.0) 0 (0.0) 0 (0.0)
DS 5 (2.2) 4 (1.7 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
YL R 5 4 (1.7) 1 (0.9 2 (0.9 1 (0.4 0 (0.0) 0 (0.0)
R SR 4 (1.7) 3 (1.3) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
e B¢ 3 (1.3 1 (0.4) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
RIS 3 (1.3) 1 (0.4 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
R RGE Y 3 (1.3) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
V=40 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
EAEPN 2 (0.9 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
NHEE 2 (0.9 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
YA L AR 2 (0.9) 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
I S 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0 0 (0.0)
7T ) A RUREES 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
Tl A S G 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
TP HE 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
Hge 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
BB RS 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B B B R 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR Y 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
NIRRT A L R EY 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
fipiiz 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
(535S 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
I P2 B A 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
H e~ L2 2 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
e 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
LSS5 s 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
P ifn e 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.4
B I Rk 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
S R 1 (0.9 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
SIBEER 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
PANESH PN e 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
SR B A IR 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
;‘%%fé%%?ff@igﬂ? 104 | 104 | 000 | 000 | 000 | 000
MY 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
MiERk Y R 14 (6.1) 5 (2.2) 6 (2.6) 3 (1.3 0 (0.0) 0 (0.0)
25 1fn. 7 (3.1 2 (0.9) 4 (1.7) 1 (0.4 0 (0.0) 0 (0.0)
F 1t BRI E 4 (1.7) 1 (0.4 2 (0.9 1 (0.4 0 (0.0) 0 (0.0)
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VI 24t (A EodES) (3T 5HEA

EIEHR 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 | Grade 5

U RERBUDE 2 (0.9) 1 (0.4) 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0)

T R ER YR SiE 2 (0.9 1 (0.4) 0 (0.0) 1 (0.4 0 (0.0) 0 (0.0)
BRRZ PER 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
G SRR 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0 0 (0.0
W AECE 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
PG WA 5 1 (0.4) 1 (0.4) 0 (0.0 0 (0.0) 0 (0.0 0 (0.0
Bk 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PR OV 2R i 62 (27.1) | 35 (15.3) | 11 (4.8 13 (5.7) 3 (1.3) 0 (0.0)
BARE 47 (20.5) | 28 (12.2) | 12 (5.2) 7 (3.1 0 (0.0 0 (0.0)
KA U o A 13 (5.7 6 (2.6) 1 (0.4) 3 (1.3) 3 (1.3) 0 (0.0)
JiiAk 5 (2.2) 0 (0.0 2 (0.9) 3 (1.3) 0 (0.0) 0 (0.0
B R I I E 2 (0.9 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
&AL 7 AiE 2 (0.9) 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0)
KT U T A MSE 2 (0.9 1 (0.4) 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0)
B U 7 AIfE 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
&Y BRI SE 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
TR 15 (6.6) 12 (5.2) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0)
ENE 12 (5.2) 10 (4.4) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
gt 1 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
9 O 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
MR e 55 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
TR R E 43 (18.8) | 39 (17.0) 4 (1.7) 0 (0.0) 0 (0.0 0 (0.0)
MRS 15 (6.6) 12 (5.2) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0)
SHYF 11 (4.8) 11 (4.8) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BEMED 10 (4.4) 10 (4.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JEIEBIRR 4 (1.7 4 (1.7 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
KM= 2 —m 8 — 2 (0.9) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
KRR = 2 — T — 2 (0.9 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
A B R 2 (0.9) 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FEBEAP AR 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Thni 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
SEIETL 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
ML B 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
IR 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PRH 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
AR i 52 (22.7) | 32 (14.0) | 19 (8.3) 1 (0.9 0 (0.0) 0 (0.0)
S 19 (8.3) 10 (4.4) 9 (3.9 0 (0.0) 0 (0.0) 0 (0.0)
AR #iz 45 11 (4.8) 9 (3.9 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0
RAZ ¢ 4 (1.7) 2 (0.9) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0
AR 4 (1.7 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0)
RN 4 (1.7) 4 (1.7) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Sl 3 (1.3) 1 (0.4) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0
ARAR 3 (1.3 2 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
Pt 3 (1.3) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
{32 2 (0.9 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
AR g e 2 (0.9) 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AH¥aT—P—7x ARA 2 (0.9 0 (0.0) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
R LA 2 (0.9 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
F B S i 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
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VIL 224t (M EoikEEss) (B4 5HEA

EIEHR 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 | Grade 5

HE B S . 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
HIEOS A 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
h RMETRIR S 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HIEF AN 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
IR 5 FEE 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HEEDORKE 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
W AR R 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
HERBE 2 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
Bl TR il 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B R Ok 6 i 4 (1.7) 3 (1.3) 1 (0.4) 0 (0.0) 0 (0.0 0 (0.0
Hig 2 (0.9 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
[Elfizd: o F 2 (0.9 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Lok 3 (1.3) 2 (0.9) 0 (0.0 1 (0.4) 0 (0.0 0 (0.0
PEARERE R 2 (0.9 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
eSS RE AR A 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
g I PSR 2 E 1 (0.4 0 (0.0) 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0)
=R 2T 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
Jiik=gl e 5 (2.2) 4 (1.7 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
i 4 (1.7 3 (1.3 1 (0.4) 0 (0.0) 0 (0.0 0 (0.0)
IFTY 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Mg, MOS0 K OMERR = 77 (33.6) | 64 (27.9) 9 (3.9 2 (0.9 0 (0.0) 2 (0.9
S 30 (13.1) | 29 (12.7) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
BORIE 12 (5.2) 8 (3.5) 4 (1.7 0 (0.0) 0 (0.0) 0 (0.0)
SR 10 (4.4) 10 (4.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
MK 6 (2.6) 5 (2.2) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
L 6 (2.6) 6 (2.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
IR ] e 5 (2.2) 3 (1.3) 1 (0.4) 0 (0.0) 0 (0.0) 1 (0.9
1 R e SE R 5 (2.2) 4 (1.7) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
W Iff. 3 (1.3 3 (1.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FEFE R E 2 (0.9 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
R A R 2 (0.9 1 (0.4) 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0
i 2 (0.9) 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
SRE R 2 (0.9 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
T ik 2 (0.9 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
R TR 55 T {2 A 1 (0.4) 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.4)
SRUE SRR 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
Lo Y 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
S AR 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
WHEERLBE 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
WRSHE 0> 4 e 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
MREE P 25 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Ja fsEe 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JifiZEAR S 1 (0.9 0 (0.0) 0 (0.0) 1 (0.4 0 (0.0) 0 (0.0)
T UL —E g 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B 222 (96.9) | 79 (34.5) | 95 (41.5) | 47 (20.5) | 1 (0.4) 0 (0.0
T 218 (95.2) | 106 (46.3) | 78 (34.1) | 33 (14.4) | 0 (0.0) 0 (0.0)
M2 86 (37.6) | 47 (20.5) | 28 (12.2) 10 (4.4) 1 (0.4) 0 (0.0
CTIN 41 (17.9) | 26 (11.4) | 13 (6.7 2 (0.9 0 (0.0) 0 (0.0
Mg - 39 (17.00) | 20 (8.7) 12 (5.2) 7 (3.1 0 (0.0) 0 (0.0)
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VI 24t (A EodES) (3T 5HEA

EIEHR 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 | Grade 5

HIER 28 (12.2) 17 (7.4) 11 (4.8) 0 (0.0) 0 (0.0) 0 (0.0
1 e ARSI A 21 (9.2) 12 (5.2) 7 (3.1 2 (0.9 0 (0.0) 0 (0.0)
WAL B 10 (4.4) 8 (3.5) 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0)
P RS 9 (3.9 8 (3.5) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
-2 6 (2.6) 6 (2.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
(XA 6 (2.6) 4 (1.7) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
iR AT 5 (2.2) 4 (1.7) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
- RERIE 5 (2.2) 4 (1.7) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
BR 5 (2.2) 0 (0.0 4 (1.7) 1 (0.4 0 (0.0) 0 (0.0)
BB IE R R 5 (2.2) 3 (1.3) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
PR PRk 3 (1.3) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
e TR 3 (1.3) 1 (0.4) 1 (0.4) 1 (0.4 0 (0.0) 0 (0.0)
B A HH o, 3 (1.3) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JIL Y JE PR 3 (1.3) 2 (0.9) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
Gt 3 (1.3 0 (0.0) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0)
JITF o> 9855 2 (0.9 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
77 2 AN 2 (0.9) 1 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
AEOVVER 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
D ERERAS PRI 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
537 2 (0.9) 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
P 2 (0.9 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
% 2 (0.9) 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
H S A 2 (0.9 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FLFR 355 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
mp=2ig 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
By P HE B 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
R 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
I 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
i AE R 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
m)i e 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
[ G ISCAL BT 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
2SR 1 (0.4 0 (0.0) 0 (0.0) 1 (0.4 0 (0.0) 0 (0.0)
AR 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
JHRETE SR B 7 (3.1 6 (2.6) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
g RE S 5 (2.2) 5 (2.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Folied[EE TS 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
UL mE 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
FE I8 Je OVRE T R 55 210 (91.7) | 66 (28.8) | 102 (44.5) | 42 (18.3) | 0 (0.0) 0 (0.0
5 141 (61.6) 45 (19.7) 66 (28.8) 30 (13.1) | 0 (0.0 0 (0.0)
FZ Rz s 67 (29.3) | 48 (21.0) | 18 (7.9) 1 (0.4) 0 (0.0) 0 (0.0)
S 51 (22.3) | 24 (10.5) | 23 (10.0) 4 (1.7) 0 (0.0) 0 (0.0)
% O FEIE 43 (18.8) 24 (10.5) 18 (7.9) 1 (0.4) 0 (0.0) 0 (0.0)
SUERRR S 2% 32 (14.00 | 20 (8.7) 10 (4.4) 2 (0.9 0 (0.0) 0 (0.0
i i 23 (10.0) | 23 (10.0) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
ﬁi%"@@%%ﬂﬂxéﬁﬁ 15 (6.6) 8 (3.5) 4 (1.7) 3 (1.3) 0 (0.0) 0 (0.0
JNDREE 12 (5.2) 8 (3.5) 3 (1.3) 1 (0.4) 0 (0.0) 0 (0.0
B I I 12 (5.2) 8 (3.5) 4 (1.7) 0 (0.0) 0 (0.0) 0 (0.0)
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VIL 224t (M EoikEEss) (B4 5HEA

EIEHR 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 | Grade 5

B fa s 12 (5.2) 6 (2.6) 6 (2.6) 0 (0.0) 0 (0.0) 0 (0.0)
FEE % 7 (3.1 4 (1.7) 2 (0.9 1 (0.4 0 (0.0) 0 (0.0
BYEAIL EE 6 (2.6) 6 (2.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B R 6 (2.6) 5 (2.2) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
B & B 5 (2.2) 3 (1.3 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
HLBE 4 (1.7) 3 (1.3) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
3t 4 (1.7 1 (0.4) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0)
BEIR Bk 5 3 (1.3 3 (1.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B it el 3 (1.3 3 (1.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B iE 2 (0.9 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
BopEE e 2 (0.9 1 (0.4) 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0
JTVRS AR 2 (0.9 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JTCHR EHEPR E 2 (0.9) 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
iR 2 (0.9 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
UL BrEN 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
B2 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
HLIGE 2 (0.9) 1 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
P 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
HIBLPESE S 1 (0.9 0 (0.0) 0 (0.0) 1 (0.4 0 (0.0 0 (0.0)
FRE 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
EHEAT 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
NN 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
B E BRI 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
I 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
A a7 4 — 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
N1 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JTCH 5t 24 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
(S 7w e 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
FEB 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
EHME S PR 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
HLBEME R 95 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
TR B 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
25V S 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
BEIR B 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
% O PR RIE 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
R R 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
AT 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
AT B 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
ZERRE 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B SR B OV L e 27 (11.8) | 22 (9.6) 5 (2.2) 0 (0.0) 0 (0.0 0 (0.0)
A 7 (3.1) 7 (3.1) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
A 5 (2.2) 3 (1.3 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
i A 8 5 (2.2) 3 (1.3 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
3= RG] 3 (1.3) 2 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
i R 3 (1.3) 2 (0.9) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
7B ¥ R 2 (0.9) 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
DY FEe 2 (0.9 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
B 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
RS 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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VI 24t (A EodES) (3T 5HEA

EIEHR 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 | Grade 5

KT 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
TE AR 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
it 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
v — 7L SRR 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FTHET D SE 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B MR 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B K OVR B F 8 (3.5) 3 (1.3) 4 (1.7) 1 (0.4) 0 (0.0) 0 (0.0)
EAIR 3 (1.3) 1 (0.4) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
VB AT R4 2 (0.9) 0 (0.0) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0)
iz 2 (0.9 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
R4 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
AEFH R S OVFL S B 7 (3.1) 6 (2.6) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
PERRF L 2 (0.9 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FLER S 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AHLHIA #% 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B 1 (0.4 1 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
i D S HE 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
PANES iAo 1 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
SEIEZ S FEIE 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
4; FEHREROBGTID |15 493) | 76 (33.2) | 26 11.4) | 10 @4 | 0 ©.0) | 1 (0.4)
HERE D R SE 66 (28.8) | 45 (19.7) | 14 (6.1) 7 (3.1 0 (0.0) 0 (0.0)
it 31 (13.5) | 23 (10.0) 6 (2.6) 2 (0.9) 0 (0.0) 0 (0.0)
FEN 12 (5.2) 10 (4.4) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
175 9 (3.9 6 (2.6) 2 (0.9 1 (0.4) 0 (0.0) 0 (0.0)
RAY 2 6 (2.6) 5 (2.2) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
TR 4 (1.7) 4 (1.7) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
57 R 4 (1.7) 2 (0.9) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0
ik 3 (1.3) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PTipedin 2 (0.9) 0 (0.0) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
RIE 2 (0.9 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
b s A Rk 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
A 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.4
TR 1 (0.4 1 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
(R 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
b N R 1 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
RS 7 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
Fe LM e 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PSR 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
=) 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
BRI iR A 52 (22.7) | 21 (9.2) 25 (10.9) 5 (2.2) 1 (0.4) 0 (0.0)
{RERD 24 (10.5) | 10 (4.4) 14 (6.1) 0 (0.0) 0 (0.0) 0 (0.0)
Z;i%%;‘ IRTEAT r e | 10 e 6 (2.6) 104 | 000 | 000
ii;i::féb‘u/ P12 69 5 (2.2) 6 (2.6) 104 | 0@©0 | 0.0
i‘;fg;;” IAATTIT L 4 an | 209 | 209 | 000 | 000 | 000
SRER AR R 3 (1.3) 0 (0.0) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0)
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VIL 224t (M EoikEEss) (B4 5HEA

BIVEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 | Grade 5

~EJa U 3 (1.3) 3 (1.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
7 27 —EHm 2 (0.9) 0 (0.0) 0 (0.0) 1 (0.4) 1 (0.4) 0 (0.0
ﬂ}j’*;i;jf*/m*” 209 | 104 | 000 | 104 | 000 | 000
M7 V7 F =8N 2 (0.9) 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
i RE R A S 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
M7 A7 3 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
MR E U Ve BN 1 (0.4) 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
ML= L 257 o — L HE0 1 (0.4 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
M~ 7% 7 Kb 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
s U 2 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
R R ifn B 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
LR QT R 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
DB T s 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
I EREREHE N 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
‘;i’;%;u’w7/X7l 1(0.4) 0 (0.0) 1 (0.4) 000 | 000 | 0.0
SRERIRIE R R 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
i R ER SR 1 (0.4) 0 (0.0 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0
KR AR 1 (0.4 1 (0.4) 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0)
NV ATIF—E LR 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
FE A= T HE0 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
BE, &k OWLE A GHE 6 (2.6) 6 (2.6) 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0
Pl 3 (1.3) 3 (1.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
a8 15 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
15 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
VU R 15 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0

AGREFE TOERF, FBUEFIER (FEBLE%)
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VI 22

2t (A EoEES) I

B9 5IHH

<[E PR
] Rt [R5 TIT AH B AR

B 1200.32 #BR, 1200.33 F6R >
B (1200.32 3Rk) OEARANYT 71—
40mg TH Y, EGFR TKI BEIEEOIE/NfuitimaE 2582 L L,

TICEENT- b4 FERHNICE

ENE I B EGR

B DB

AR (1200.33

HBR) OF I ARES (62 5EH]) MOVE T MHEBR (12 5E6) &I/ MNllafERs 0T 7 7 F=7%5
BALEH &1L 50mg Th o7z, 23 BRIZI 1T 5 AAN 128 IV TRRD LIV BHEM 2 LL FIZRT,
AT S G515 128 5
BIVE S BB 128 4
BIVEHF B 100.0%
DORIER ERERIRSE (SOC) KUHAGE (PT))
EIEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
2EIEM 128 (100.0) 2 (1.6) 40 (31.3) 84 (65.6) 2 (1.6) 0 (0.0)
JBYRIE K OV AR HUE 97 (75.8) 14 (10.9) 62 (48.4) 21 (16.4) 0 (0.0 0 (0.0
NGRS 95 (74.2) 15 (11.7) 60 (46.9) 20 (15.6) 0 (0.0) 0 (0.0)
B2 6 (4.7 0 (0.0 6 (4.7 0 (0.0 0 (0.0) 0 (0.0)
UEEERS 3 (2.3) 2 (1.6) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
e B¢ 2 (1.6) 0 (0.0) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
EEIPS 2 (1.6) 1 (0.8 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
P S 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R R 2 (1.6) 1 (0.8 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
77 ) A RUREES 1 (0.8 0 (0.0) 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
SUE S 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
H Y 1 (0.8 0 (0.0 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
B o B R 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
2N IR 1 (0.8 0 (0.0 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
fipiiz 1 (0.8) 0 (0.0 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
R/ 1 (0.8 0 (0.0) 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0)
[T ES 1 (0.8 0 (0.0) 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
JTUR Y 1 (0.8 0 (0.0 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
iidieng 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
P i el g 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
SRS 1 (0.8 0 (0.0 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
v A LAY 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
ME RN R EE 17 (13.3) 9 (7.0) 6 (4.7 2 (1.6) 0 (0.0) 0 (0.0)
F3 1 BR B 7 (5.5) 3 (2.3 3 (2.3) 1 (0.8 0 (0.0) 0 (0.0)
25 1fn. 6 (4.7 4 (3.1) 2 (1.6) 0 (0.0 0 (0.0) 0 (0.0)
U 2 SERIA E 2 (1.6) 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0)
I FRERIS A i 2 (1.6) 0 (0.0 1 (0.8 1 (0.8 0 (0.0) 0 (0.0)
T BRERIE INE 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BRRZPER I 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R R O R E 64 (50.0) 35 (27.3) 19 (14.8) 10 (7.8) 0 (0.0) 0 (0.0)
BARE 60 (46.9) 35 (27.3) 18 (14.1) 7 (5.5) 0 (0.0) 0 (0.0)
ik 11 (8.6) 0 (0.0) 6 (4.7) 5 (3.9 0 (0.0) 0 (0.0)
KB U v 2 fiE 4 (3.1 2 (1.6) 0 (0.0) 2 (1.6) 0 (0.0) 0 (0.0)
5 PRI S 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
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VIL 224t (M EoikEEss) (B4 5HEA

EIEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

KF MU U A E 1 (0.8 0 (0.0 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0)
T 5 (3.9 4 (3.1) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
AHRAE 3 (2.3) 3 (2.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
7621 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
NS 1 (0.8 0 (0.0 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
TR R E 28 (21.9) 23 (18.0) 5 (3.9) 0 (0.0) 0 (0.0) 0 (0.0)
ST 21 (16.4) 17 (13.3) 4 (3.1) 0 (0.0 0 (0.0) 0 (0.0)
SER 3 (2.3) 3 (2.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JEIEBIRR 3 (2.3) 2 (1.6) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
fﬁﬁﬁxﬂ”lgm\ 1 (0.9 1 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
ik 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
IR e 48 (37.5) 26 (20.3) 20 (15.6) 2 (1.6) 0 (0.0) 0 (0.0)
FE NS 19 (14.8) 11 (8.6) 8 (6.3) 0 (0.0 0 (0.0) 0 (0.0)
HR 2 45 7 (5.5) 4 (3.1) 3 (2.3) 0 (0.0) 0 (0.0) 0 (0.0)
IR 5 (3.9) 4 (3.1) 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
Sheli 4 (3.1 1 (0.8 3 (2.3) 0 (0.0 0 (0.0) 0 (0.0)
B s 4 (3.1) 1 (0.8 2 (1.6) 1 (0.8 0 (0.0) 0 (0.0)
iRBg 2% 3 (2.3) 2 (1.6) 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0)
g;l7_ﬁ_7lx 3 (2.3) 0 (0.0) 3 (2.3) 0 (0.0) 0 (0.0 0 (0.0
HEEELA 3 (2.3) 3 (2.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R i % 2 (1.6) 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
i R HH 1. 1 (0.8 0 (0.0) 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
IS A 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
PR ENON 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR9% 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R B 55 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
LTS 30N 1 (0.8 0 (0.0 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
FORA RS 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR 1 (0.8 0 (0.0) 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
F 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
Bl TR e 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B R Ok IS i 1 (0.8) 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
g 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
Y = 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
TEEMREAN 4 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
SV SMIA 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
1 A8 R 6 (4.7) 5 (3.9) 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
i 4 (3.1 3 (2.3) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
IFTY 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
(91 DER 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
i AR 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PP, RRURER | o 439 | 49683 | 5G9 | 206 | 000 | 000
i 30 (23.4) 30 (23.4) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
BORIE 18 (14.1) 14 (10.9) 4 (3.1) 0 (0.0 0 (0.0) 0 (0.0)
R P R 4 (3.1 2 (1.6) 0 (0.0) 1 (1.3 1 (1.3 0 (0.0)
FEFE R 3 (2.3) 3 (2.3) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
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VI 24t (A EodES) (3T 5HEA

EIEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

SR 3 (2.3) 2 (1.6) 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
Leo<Y 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
1 PN SR A R 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
i 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
L 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
S RGN 1 (0.8) 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0
1 RaeniE SE R 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
T Nk 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
T LIl — P 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
I 127 (99.2) 21 (16.4) 60 (46.9) 46 (35.9) 0 (0.0) 0 (0.0)
T 126 (98.4) 38 (29.7) 53 (41.4) 35 (27.3) 0 (0.0) 0 (0.0)
AN 91 (71.1) 51 (39.8) 32 (25.0) 8 (6.3) 0 (0.0) 0 (0.0)
L 37 (28.9) 23 (18.0) 12 (9.4) 2 (1.6) 0 (0.0) 0 (0.0)
HER 34 (26.6) 21 (16.4) 13 (10.2) 0 (0.0 0 (0.0) 0 (0.0)
M i 26 (20.3) 19 (14.8) 7 (5.5) 0 (0.0 0 (0.0) 0 (0.0)
EES 10 (7.8) 7 (5.5) 2 (1.6) 1 (0.8 0 (0.0) 0 (0.0)
R 5 (3.9) 5 (3.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
O Nz 5 (3.9 5 (3.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HIE R R 4 (3.1) 4 (3.1) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
JLFA & 8 58 4 (3.1 3 (2.3) 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
B 3 (2.3) 1 (0.8 2 (1.6) 0 (0.0 0 (0.0) 0 (0.0)
AT 2 (1.6) 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0)
JE 9% 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HTFH DA AE 2 (1.6) 1 (0.8 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
=3 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
P 2% 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Fik% 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JE RN PRk 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
KGR 1 (0.8 0 (0.0 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
(XA 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
IINIE R 1 (0.8 0 (0.0 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0)
B 2% 1 (0.8 0 (0.0 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0)
DR AR 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
Bp=3 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
M S ERR 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
BIER 1 (0.8 0 (0.0) 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
BPERESR 1 (0.8 0 (0.0) 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0)
JIL P9 i P 4 1 (0.8 0 (0.0 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
JHFHELE R f 55 8 (6.3) 8 (6.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JFAARE B e 8 (6.3) 8 (6.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B B OVRE T AR kB 2 124 (96.9) 17 (13.3) 79 (61.7) 28 (21.9) 0 (0.0) 0 (0.0)
et 102 (79.7) 17 (18.3) 59 (46.1) 26 (20.3) 0 (0.0) 0 (0.0)
B iz s 49 (38.3) 26 (20.3) 23 (18.0) 0 (0.0 0 (0.0) 0 (0.0)
R 25 (19.5) 9 (7.0) 14 (10.9) 2 (1.6) 0 (0.0) 0 (0.0)
Z D PENE 14 (10.9) 9 (7.0) 5 (3.9) 0 (0.0) 0 (0.0) 0 (0.0)
Fit B 9 (7.0) 9 (7.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JNDREE 7 (5.5) 5 (3.9) 2 (1.6) 0 (0.0 0 (0.0) 0 (0.0)
FHE - RERFREE | 65 4 (3D 5 2.3) 0 (0.0) 000 | 000

BIEHRE
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VIL 224t (M EoikEEss) (B4 5HEA

EIEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

B 7 (5.5) 6 (4.7 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
g 7 (5.5) 3 (2.3 4 (3.1) 0 (0.0) 0 (0.0) 0 (0.0)
SIERRR R 2% 5 (3.9) 2 (1.6) 3 (2.3) 0 (0.0 0 (0.0) 0 (0.0)
% B 5 (3.9) 5 (3.9) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
EX-Cia 3 (2.3) 1 (0.8 1 (0.8 1 (0.8 0 (0.0) 0 (0.0)
OV HrER 3 (2.3) 2 (1.6) 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
A 2 (1.6) 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0)
AN 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
R 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Bt SR 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
B a5 2 (1.6) 0 (0.0 2 (1.6) 0 (0.0 0 (0.0) 0 (0.0)
IKZ 1 (0.8 0 (0.0) 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
HLBE 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
% R A ol 1 (0.8 0 (0.0 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
iR 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
FLBEME R B 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BEIR Bk fe 5 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
WS IR 2 & 4% 1 (0.8 0 (0.0) 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
g% ARCHEERE | o 70 7 (5.5 2 (1.6) 0 (0.0) 000 | 000
A 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
R 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
KT 1 (0.8 0 (0.0) 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
s R e 1 (0.8 0 (0.0 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
iONEg ] 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
fh A 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
= — U L U SERERE 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
FHET D IE 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
B O 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B R ORI REE 5 (3.9) 3 (2.3) 1 (0.8 1 (0.8 0 (0.0) 0 (0.0)
EHER 2 (1.6) 1 (0.8 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
PR R 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
iR 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AT 1 (0.8 0 (0.0 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0)
AR K OVFL B R 1 (0.8) 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
S AN /S 1 (0.8) 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0
PERRF L 1 (0.8 0 (0.0 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
&fﬁ WESRUETH | 6g (53.1) | 43 (33.6) | 17 139 | 8 (6.9 000 | 000
9 57 32 (25.0) 21 (16.4) 6 (4.7) 5 (3.9 0 (0.0) 0 (0.0)
RO R AE 26 (20.3) 16 (12.5) 8 (6.3) 2 (1.6) 0 (0.0) 0 (0.0)
FEEN 11 (8.6) 10 (7.8) 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0)
(ysy 8 (6.3) 5 (3.9) 3 (2.3) 0 (0.0) 0 (0.0) 0 (0.0)
FAH P 6 (4.7 5 (3.9) 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
b R 3 (2.3) 2 (1.6) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
TIE 3 (2.3) 3 (2.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
LR 2 (1.6) 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0)
i S A Rk 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
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VI 24t (A EodES) (3T 5HEA

gI1E A 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
T 1 (0.8) 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B VAR 1 (0.8 0 (0.0 1 (0.8) 0 (0.0 0 (0.0) 0 (0.0)
RIE 1 (0.8 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
) 1 (0.8 1 (0.8 0 (0.0 0 (0.0) 0 (0.0 0 (0.0)
SRR 61 (47.7) 31 (24.2) 27 (21.1) 1 (0.8) 2 (1.6) 0 (0.0
{REWD 33 (25.8) 18 (14.1) 15 (11.7) 0 (0.0) 0 (0.0) 0 (0.0)
SR I B 9 (7.0 9 (7.0) 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0)
TI=vTI) T
L 2T TP 8 (6.3) 6 (4.7 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
T ANRTEX BT 2
Koy R7 x5 —PH 5 (3.9) 4 (3.1 1 (0.8) 0 (0.0 0 (0.0) 0 (0.0)
yill
~NET T LR 5 (3.9) 5 (3.9) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
M7 LTI R 4 (3.1) 4 (3.1) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
Mg 27 V7 F =8 4 (3.1 1 (0.8 3 (2.3) 0 (0.0) 0 (0.0) 0 (0.0)
R AR 4 (3.1) 4 (3.1 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
SR I BR 4 (3.1) 3 (2.3) 1 (0.8) 0 (0.0 0 (0.0) 0 (0.0)
Ji =R ) I P S --b ) 3 (2.3) 1 (0.8 2 (1.6) 0 (0.0) 0 (0.0 0 (0.0)
M7 L7 F i AR
R 3 (2.3) 1 (0.8) 1 (0.8) 1 (0.8) 0 (0.0) 0 (0.0)
%%qﬂ?Lﬁ?ﬂﬁﬂ(;gg%g%ﬁ% 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
mA sV o L 2 (1.6) 2 (1.6) 0 (0.0 0 (0.0) 0 (0.0 0 (0.0)
I R = HE N 2 (1.6) 1 (0.8) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
[t RE A s 2 (1.6) 1 (0.8 1 (0.8) 0 (0.0 0 (0.0) 0 (0.0)
JREA 2 (1.6) 0 (0.0) 2 (1.6) 0 (0.0) 0 (0.0 0 (0.0)
MmMPT7NVhIVRAT 7
B 1 (0.8) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
7 25 —E 8 1 (0.8 0 (0.0 0 (0.0) 0 (0.0 1 (0.8) 0 (0.0)
M7 V7 F R AR
S J— MB 81 1 (0.8) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
i R R N 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0 1 (0.8) 0 (0.0)
DR T Pt 1 (0.8 1 (0.8 0 (0.0 0 (0.0) 0 (0.0 0 (0.0)
IR ER SN 1 (0.8) 1 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
SRERIAEE R 1 (0.8 0 (0.0 1 (0.8) 0 (0.0 0 (0.0) 0 (0.0)
U BRI 1 (0.8 0 (0.0 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
ra A= T H#hn 1 (0.8 1 (0.8 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0)
Ti%' TRAOCREGH | 5 109 0 (0.0 109 000 | 0.0
s 1 (0.8 1 (0.8 0 (0.0 0 (0.0) 0 (0.0 0 (0.0)
BBk 1 (0.8) 0 (0.0) 0 (0.0) 1 (0.8) 0 (0.0) 0 (0.0)
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AR COMRRF, TIUEGIE (RBLH%)




VIL 224t (M EoikEEss) (B4 5HEA

<HEHhE I1 FREEPRABR (1200.22 386k ; BRAAH & 40mg #F) >
1 FEEOLFRIE L ¥ A N2 X DRNRFRZ ISR BT IR LT BE O A2 RRBRIOESK L, 50mg B
WHETT 77 F=7%K5 (T77F=71285 2 KIRK) Lo, IRBREMGTEESKET%, ARBRiLh
FEANC X DRIBIREZ I o T BELREL (T 77 F=710kd 1 WRIEH), 777 F =7 ORI
% 40mg ~AEH LTz,

22 AT R Sk 30 f1]
EIE R ZHLH 5 30 131
BIVE R LS 100.0%

ETORWEM @FERIRDE (S0C) KUEARE (PT))

EIEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

2RIEM 30 (100.0) 2 (6.7 19 (63.3) 7 (23.3) 2 (6.7 0 (0.0)
JBEYRIE B OV AR HUE 21 (70.0) 6 (20.0) 12 (40.0) 3 (10.0) 0 (0.0) 0 (0.0
NGRS 20 (66.7) 6 (20.0) 12 (40.0) 2 (6.7) 0 (0.0) 0 (0.0)
EER 7 (23.3) 2 (6.7) 4 (13.3) 1 (3.3 0 (0.0 0 (0.0)
LR A JL A KGR 2 (6.7) 0 (0.0 2 (6.7) 0 (0.0 0 (0.0 0 (0.0)
DR REG 2 (6.7 1 (3.3 1 (3.3 0 (0.0 0 (0.0 0 (0.0)
TR R 1 (3.3 0 (0.0) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0)
JNEBE 1 (3.3 1 (3.3 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
NP # 1 (3.3 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
=2 1 (3.3 1 (3.3 0 (0.0) 0 (0.0 0 (0.0 0 (0.0
MR VY R AREE 1 (3.3 0 (0.0) 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0)
2 ifi 1 (3.3 0 (0.0) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0)
R R OB R E 10 (33.3) 5 (16.7) 4 (13.3) 0 (0.0) 1 (3.3) 0 (0.0)
BAROE 9 (30.0) 4 (13.3) 4 (13.3) 1 (3.3 0 (0.0 0 (0.0)
&H U v 2 E 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 1 (3.3 0 (0.0)
Jii Ak 1 (3.3 1 (3.3 0 (0.0) 0 (0.0 0 (0.0 0 (0.0
75 DR I S 1 (3.3 1 (3.3 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
PR E 4 (13.3) 4 (13.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
MRS 2 (6.7) 2 (6.7) 0 (0.0) 0 (0.0 0 (0.0 0 (0.0
SEYR 1 (3.3 1 (3.3 0 (0.0) 0 (0.0 0 (0.0 0 (0.0
B 1 (3.3) 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
IR e 6 (20.0) 6 (20.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
FE NS 2 (6.7) 2 (6.7) 0 (0.0) 0 (0.0 0 (0.0 0 (0.0
RAZ ¢ 2 (6.7) 2 (6.7) 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
iRZ 5 FENE 2 (6.7) 2 (6.7 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
MR A48 1 (3.3 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
LA 1 (3.3 1 (3.3 0 (0.0) 0 (0.0 0 (0.0 0 (0.0
1 pR 2 (6.7) 1 (3.3 1 (3.3) 0 (0.0) 0 (0.0 0 (0.0)
HH I 1 (3.3 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
= I+ 1 (3.3 0 (0.0 1 (3.3 0 (0.0 0 (0.0 0 (0.0
Wﬁ’ MR R ORI | 1o 600) | 16 33.3) | 1 (3.9 000 | 16 | 000
=N 8 (26.7) 7 (23.3) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0)
St 9 (30.0) 9 (30.0) 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)

- 106 -



VI 24t (A EodES) (3T 5HEA

EIEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

IR A M R 2 (6.7) 2 (6.7) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
MK 1 (3.3 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FEFE R E 1 (3.3 1 (3.3 0 (0.0) 0 (0.0 0 (0.0 0 (0.0
RS 1 (3.3 1 (3.3 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0
) 1 (3.3 0 (0.0 0 (0.0) 0 (0.0 1 (3.3 0 (0.0)
B S 30 (100.0) | 18 (60.0) 9 (30.0) 3 (10.0) 0 (0.0 0 (0.0)
T 29 (96.7) 19 (63.3) 8 (26.7) 2 (6.7) 0 (0.0) 0 (0.0)
A% 3 (10.0) 2 (6.7) 1 (3.3 0 (0.0 0 (0.0 0 (0.0)
12 ARSI A 4 (13.3) 4 (13.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HEL 5 (16.7) 4 (13.3) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0)
M i 5 (16.7) 4 (13.3) 0 (0.0) 1 (3.3) 0 (0.0) 0 (0.0)
Y= 2 (6.7) 2 (6.7) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
H PN 3 (10.0) 3 (10.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
-G ERIE 1 (3.3 1 (3.3 0 (0.0) 0 (0.0 0 (0.0 0 (0.0
HIER R 2 (6.7) 2 (6.7) 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
WA TE 2% 1 (3.3 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
[iNGhi-¢ 1 (3.3 0 (0.0 1 (3.3 0 (0.0 0 (0.0 0 (0.0
(EE 1 (3.3 1 (3.3 0 (0.0) 0 (0.0 0 (0.0 0 (0.0
+ ARk 1 (3.3 0 (0.0) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0)
o 5 1 (3.3) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
U AMEE % 1 (3.3 0 (0.0 1 (3.3 0 (0.0 0 (0.0 0 (0.0
B RIE W IR R 1 (3.3 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
I 1 (3.3 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B B OVRE T Rk 2 28 (93.3) 12 (40.0) 15 (50.0) 1 (3.3 0 (0.0) 0 (0.0)
i 18 (60.0) 8 (26.7) 10 (33.3) 0 (0.0) 0 (0.0) 0 (0.0)
Z 9 14 (46.7) 11 (36.7) 3 (10.0) 0 (0.0 0 (0.0) 0 (0.0)
FZ &Rz 7 (23.3) 6 (20.0) 1 (3.3) 0 (0.0 0 (0.0) 0 (0.0)
B 7 (23.3) 5 (16.7) 2 (6.7) 0 (0.0) 0 (0.0) 0 (0.0)
A 5 (16.7) 4 (13.3) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0)
B 7 (23.3) 6 (20.0) 1 (3.3 0 (0.0 0 (0.0) 0 (0.0)
MO EE 5 (16.7) 5 (16.7) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
SIERR R 2% 2 (6.7) 1 (3.3 1 (3.3 0 (0.0 0 (0.0 0 (0.0
FERE %% 3 (10.0) 2 (6.7) 1 (3.3 0 (0.0 0 (0.0) 0 (0.0
% 3 (10.0) 2 (6.7) 1 (3.3 0 (0.0 0 (0.0 0 (0.0)
Jit B 2 (6.7) 1 (3.3 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0)
zi{%iﬁ%ﬁﬁﬂx 2 (6.7) 2 (6.7) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JINGEE 1 (3.3 0 (0.0 1 (3.3 0 (0.0 0 (0.0 0 (0.0)
FRE 1 (3.3 1 (3.3 0 (0.0) 0 (0.0 0 (0.0 0 (0.0
FEREE TR 1 (3.3 1 (3.3 0 (0.0) 0 (0.0 0 (0.0 0 (0.0
EHVEZ D FEIE 1 (3.3) 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Z D MRS 1 (3.3 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BB D A 1 (3.3 0 (0.0) 0 (0.0) 1 (3.3 0 (0.0) 0 (0.0)
gﬁ*’%w}%/ﬁ\*ﬁ%“ﬁ 1(3.3) 1 (3.3 0 (0.0 000 | 000 | 000
A 1 (3.3 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B R ORI REE 1 (3.3 0 (0.0) 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0)
AR 1 (3.3 0 (0.0 1 (3.3 0 (0.0 0 (0.0 0 (0.0
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VIL 224t (M EoikEEss) (B4 5HEA

gI1E A 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
TR S OFLE R 1 (3.3) 1 (3.3) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
F i AR 1 (3.3) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
;Bfi Ogiiﬁﬁ FROES |12 (50.0) 6 (20.0) 8 (26.7) 1 (3.3 0 (0.0) 0 (0.0)
I D S E 8 (26.7) 4 (13.3) 4 (13.3) 0 (0.0) 0 (0.0) 0 (0.0)
JZ 77 7 (23.3) 4 (18.3) 2 (6.7 1 (3.3) 0 (0.0) 0 (0.0)
HE IR 3 (10.0) 1 (3.3) 2 (6.7) 0 (0.0) 0 (0.0) 0 (0.0)
1 5 2 (6.7) 1 (3.3) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0
KA PR AR 1 (3.3) 0 (0.0) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0)
R AR A A 7 (23.3) 4 (13.3) 3 (10.0) 0 (0.0 0 (0.0) 0 (0.0)
RE R 3 (10.0) 2 (6.7 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0)
T ANRTEX BT 2
NS RAT7 =25 —FH 1 (3.3) 0 (0.0) 1 (3.3) 0 (0.0 0 (0.0) 0 (0.0)
n
7 V7= 8N 1 (3.3) 0 (0.0) 1 (3.3) 0 (0.0) 0 (0.0 0 (0.0
M~ 7% 7 Kb 1 (3.3) 1 (3.3) 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
R RE R 7 o 1 (3.3) 1 (3.3) 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
HER IR M ER s 1 (3.3) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
Mm%~ = U F o H80 1 (3.3) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
T?‘" PREVCRESN | (55 1 (3.3 0 (0.0 000 | 000 | 000
1=t 1 (3.3 1 (3.3 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
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HRERIF £ TR, FEBUERIE (GEBLR%)




VI 24t (A EodES) (3T 5HEA

<HEHhE I1 FREEPR AR (1200.22 386k ; BRAGH & 50mg #F) >
1 FEEOLFRIE L ¥ A N2 X DRNRFRZ ISR BT IR LT BE O A2 RRBRIOESK L, 50mg B
WHETT 77 F=7%K5 (T77F=71285 2 KIRK) Lo, IRBREMGTEESKET%, ARBRiLh
FEANC X DRIBIREZ I o T BELREL (T 77 F=710kd 1 WRIEH), 777 F =7 ORI
% 40mg ~AEH LTz,

22 AT R Sk 99 3l
EIE R ZHLH 5 98 13
BIVE R LS 99.0%

ETORWEM @FERIRDE (S0C) KUEARE (PT))

EIEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

2RIEM 98 (99.0) 7 (7.1) 31 (31.3) 59 (59.6) 1 (1.0 0 (0.0)
JRYSIE K OV A HRUE 84 (84.8) 20 (20.2) 44 (44.4) 19 (19.2) 1 (1.0) 0 (0.0)
NGRS 78 (78.8) 31 (31.3) 40 (40.4) 7 (7.1) 0 (0.0) 0 (0.0)
EER 36 (36.4) 13 (13.1) 14 (14.1) 9 (9.1 0 (0.0) 0 (0.0)
R SRk 2 (2.0 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
e B 4 (4.0) 0 (0.0 2 (2.0) 1 (1.0) 1 (1.0) 0 (0.0)
TR R 2 (2.0) 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
A o 2 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
TG 3 (3.0 0 (0.0) 2 (2.0) 1 (1.0) 0 (0.0) 0 (0.0)
B (L9) 2 (2.0 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0)
o 2 (2.0 1 (1.0) 1 (1.0 0 (0.0 0 (0.0) 0 (0.0)
FERIIE 2 (2.0 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
IoR Jey P Je 2 (2.0) 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
i35 1 (1.0 0 (0.0 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0)
D 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
It 5 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
Hifdi~ /L2 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
fipiiz 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
SRRIEESR 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
PAEPN 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
A e~ 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
RS K 5 1 (1.0) 0 (0.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0)
S 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B /S 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
B I Rk 1 (1.0 0 (0.0 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0)
MR ONY 3R bEE 1 (1.0) 0 (0.0 1 (1.0) 0 (0.0 0 (0.0) 0 (0.0)
E=gil 1 (1.0 0 (0.0 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0)
R M O AE fEE 31 (31.3) 14 (14.1) 14 (14.1) 3 (3.0) 0 (0.0) 0 (0.0)
EEXSE Bl 27 (27.3) 15 (15.2) 11 (11.1) 1 (1.0) 0 (0.0) 0 (0.0)
KB U v L fiE 4 (4.0) 1 (1.0) 2 (2.0) 1 (1.0) 0 (0.0) 0 (0.0)
JiiAk 2 (2.0 0 (0.0) 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0)
5 IR I 1 i 3 (3.0 2 (2.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
T 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
ENE 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
TR R E 16 (16.2) 16 (16.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
ISy 9 (9.1 9 (9.1) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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EIEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

FEIED E W 4 (4.0 4 (4.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
SEYR 2 (2.0) 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
LR, 1 (1.0 1 (1.0 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
SRR 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Kt = 2 —m R F— 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR PR 34 (34.3) 23 (23.2) 11 (11.1) 0 (0.0) 0 (0.0) 0 (0.0)
FE NS 22 (22.2) 13 (13.1) 9 (9.1) 0 (0.0 0 (0.0) 0 (0.0)
R 7¢ 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
iRZ 5 FENE 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R Az 5 (5.1) 4 (4.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
LA 2 (2.0 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0)
AR 7% ifn. 3 (3.0 3 (3.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FEEMIE(L 2 (2.0) 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
T LR — MRS 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
RoO7 L ¥— 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
IRi&Z 5 FEiE 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
7= 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
TR 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R ERFZAE 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
H R Ok REE 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
g 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
1 pR 3 (3.0 3 (3.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HH I 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AL 2 (2.0) 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
i MR MBI | o 55.6) | 48 485 | 6 6.1 110 | 000 | 000
N 31 (31.3) 29 (29.3) 2 (2.0 0 (0.0 0 (0.0) 0 (0.0
St 25 (25.3) 24 (24.2) 1 (1.0 0 (0.0 0 (0.0) 0 (0.0)
1 JE A SRR 11 (11.1) 9 (9.1) 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0)
R P R 2 (2.0) 0 (0.0) 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0)
P 4 (4.0) 4 (4.0) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
FEFE R E 2 (2.0 2 (2.0) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
L 3 (3.0 3 (3.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
IR ] e 2 (2.0) 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
W% 11, 2 (2.0 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0)
i i3 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BORIE 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
WHEFALDE 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
IR R 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Bl 95 (96.0) 22 (22.2) 43 (43.4) 30 (30.3) 0 (0.0) 0 (0.0)
T 93 (93.9) 35 (35.4) 36 (36.4) 22 (22.2) 0 (0.0) 0 (0.0)
A% 36 (36.4) 23 (23.2) 11 (11.1) 2 (2.0) 0 (0.0) 0 (0.0)
12 ARSI A 33 (33.3) 17 (17.2) 12 (12.1) 4 (4.0) 0 (0.0) 0 (0.0)
L 12 (12.1) 7 (7.1) 4 (4.0) 1 (1.0 0 (0.0) 0 (0.0)

M Pt 9 (9.1) 5 (5.1) 2 (2.0) 2 (2.0) 0 (0.0) 0 (0.0)
=5 11 (11.1) 9 (9.1 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0)
M N RIS 11 (11.1) 10 (10.1) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0)
e 2 (2.0) 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
REER 9 (9.1 5 (5.1) 4 (4.0) 0 (0.0) 0 (0.0) 0 (0.0)
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EIEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
HILRR 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BR 4 (4.0) 2 (2.0) 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0)
WA A 4 (4.0) 1 (1.0 2 (2.0) 1 (1.0) 0 (0.0) 0 (0.0)
EE 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
OB AMEE % 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
B R TE W 3 (3.0 1 (1.0 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0)
H B e 2 (2.0 2 (2.0 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
+ R 2 (2.0 0 (0.0 2 (2.0) 0 (0.0 0 (0.0) 0 (0.0)
ERiv ] 2 (2.0) 0 (0.0) 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0)
o A HH 1. 2 (2.0) 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PR PRk 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
-2 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
NN 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
H P YR 1 (1.0 0 (0.0 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0)
Wt i 1 (1.0) 0 (0.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0)
% 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
QiR G2 3N 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
iz 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
=27 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HUE IR 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
W T 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
B2 1 (1.0) 0 (0.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0)
A5 HH 1. 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

B B OVRE T Rk 2 96 (97.0) 18 (18.2) 56 (56.6) 22 (22.2) 0 (0.0) 0 (0.0)
et 74 (74.7) 26 (26.3) 39 (39.4) 9 (9.1 0 (0.0) 0 (0.0)
Z 9 59 (59.6) 32 (32.3) 26 (26.3) 1 (1.0) 0 (0.0) 0 (0.0)
FZ &Rz 33 (33.3) 27 (27.3) 6 (6.1) 0 (0.0) 0 (0.0) 0 (0.0)
B 28 (28.3) 17 (17.2) 9 (9.1) 2 (2.0) 0 (0.0) 0 (0.0)
A 27 (27.3) 13 (13.1) 11 (11.1) 3 (3.0 0 (0.0) 0 (0.0)
B 25 (25.3) 19 (19.2) 5 (5.1) 1 (1.0) 0 (0.0) 0 (0.0)
MO EE 8 (8.1) 5 (5.1) 3 (3.0) 0 (0.0) 0 (0.0) 0 (0.0)
SIERR R 2% 16 (16.2) 3 (3.0) 7 (7.1 6 (6.1) 0 (0.0) 0 (0.0)
BERG9 14 (14.1) 3 (3.0 6 (6.1) 5 (5.1) 0 (0.0) 0 (0.0)
B I I 10 (10.1) 8 (8.1) 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0)
% 8 (8.1) 5 (5.1) 3 (3.0) 0 (0.0 0 (0.0) 0 (0.0)
it 7 (7.1) 5 (5.1) 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0)
zi{%g&%%ﬁﬂx 6 (6.1) 3 (3.0) 3 (3.0) 0 (0.0) 0 (0.0) 0 (0.0)
HLBE 6 (6.1) 5 (5.1) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
STV 5 (5.1) 5 (5.1) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
BEEE 4 (4.0 4 (4.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B2 4 (4.0 3 (3.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
BRI 1 (1.0 0 (0.0 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0)
FEOS A 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
NN 3 (3.0 3 (3.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
pia} 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
IR B T 4% 1 (1.0 0 (0.0 1 (1.0 0 (0.0 0 (0.0) 0 (0.0)
Bl 52 R % 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BER H 1. 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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EIEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
S IALBE 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
HIitE 5% 1 (1.0 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
ES e 2% 1 (1.0 1 (1.0 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
BHEAEE 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B BAE 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JT\H BRI 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
JSR/NasHIiA 1 (1.0 0 (0.0 1 (1.0 0 (0.0 0 (0.0) 0 (0.0)
LR 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
WS IR FZ & ¢ 1 (1.0 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B B 1 (1.0 0 (0.0 1 (1.0 0 (0.0 0 (0.0) 0 (0.0)
B I 0, 3t 3 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B Rl 1 (1.0 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AT 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
3 tie 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
ZERRE 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
IREAROTEHAE | 15 431 | 9D | 460 | 000 | 000 | 000
A 10 (10.1) 7 (7.1) 3 (3.0) 0 (0.0 0 (0.0) 0 (0.0)
I 1 (1.0 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R Ef R 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
e 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
T R OVR [ o 11 (11.1) 6 (6.1) 4 (4.0) 1 (1.0) 0 (0.0) 0 (0.0)
RAR 1 (1.0 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
HEIR IR 5 3 (3.0) 3 (3.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
iz 2 (2.0 2 (2.0) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
R4 2 (2.0) 0 (0.0) 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0)
G E 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR 1 (1.0 0 (0.0 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0)
HEIR S 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
?;?5 SUABROLESE | g6 1 (1.0) 0 (0.0 000 | 000 | 000
RHEEE 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
{\;ﬁfﬁa FROETH | 0 535 | 25 259 | 22 (22.9) 6 (6.1) 0 (0.0 0 (0.0
KD i 38 (38.4) 22 (22.2) 13 (13.1) 3 (3.0 0 (0.0) 0 (0.0)
9% 57 21 (21.2) 11 (11.1) 8 (8.1) 2 (2.0) 0 (0.0) 0 (0.0)
7 AGRE 1 (1.0 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
11 7 55 2 (2.0) 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
FRAY I 3 (3.0 3 (3.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
1595 3 (3.0 1 (1.0 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0)
FEHu il 1 (1.0) 0 (0.0) 0 (0.0) 1 (1.0 0 (0.0) 0 (0.0)
7R 1 (1.0 1 (1.0) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
HERE NS A 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
P 1 (1.0 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR A 18 (18.2) 9 (9.1) 7 (7.1) 2 (2.0) 0 (0.0) 0 (0.0)
PRI 15 (15.2) 9 (9.1 6 (6.1) 0 (0.0) 0 (0.0) 0 (0.0)
T ANTGEURRT 2 )
FSL AT =T —PH 2 (2.0) 0 (0.0) 1 (1.0) 1 (1.0 0 (0.0) 0 (0.0)
n
7 V7= 8N 1 (1.0) 0 (0.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0)
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TI=r T RNT
L AT = 5B 2 (2.0 1 (1.0) 1 (1.0) 0 (0.0 0 (0.0) 0 (0.0)
AT =
5 AT R 1 (1.0) 0 (0.0) 0 (0.0 1 (1.0) 0 (0.0 0 (0.0
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VIL 224t (M EoikEEss) (B4 5HEA

AR R S 515K 390 3]
EIE R ZHLH 5 372 15
BIVE R LS 95.4%

ETORWEM @FERIRDE (S0C) KUEARE (PT))

<{fgsh 55 TIO/TL FRERREER AR  (1200.23 38R ; AF (B4 & 50mg) +BSC #f) >

EIEH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

2RIEM 372 (95.4) 50 (12.8) | 165 (42.3) | 151 (38.7) 4 (1.0) 2 (0.5
JBEYRIE B OV 2B HUE 155 (39.7) 75 (19.2) 56 (14.4) 23 (5.9) 1 (0.3 0 (0.0)
NGRS 129 (33.1) 68 (17.4) 43 (11.0) 18 (4.6) 0 (0.0) 0 (0.0)
EER 25 (6.4) 8 (2.1) 13 (3.3) 4 (1.0) 0 (0.0) 0 (0.0)
R fr P S 5 (1.3) 2 (0.5) 3 (0.9 0 (0.0 0 (0.0) 0 (0.0)
BB R 3 (0.8 2 (0.5) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
A 3 (0.8 1 (0.3 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0)
AkEs v ZE 3 (0.8 1 (0.3) 2 (0.5) 0 (0.0 0 (0.0) 0 (0.0)
IR e 35 3 (0.8 1 (0.3 0 (0.0) 2 (0.5) 0 (0.0) 0 (0.0)
W BL.A% 2 (0.5) 0 (0.0) 2 (0.5) 0 (0.0 0 (0.0) 0 (0.0)
JTUR Y 2 (0.5) 1 (0.3) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
PLEEEDN 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B B R 2 (0.5) 0 (0.0) 2 (0.5) 0 (0.0 0 (0.0) 0 (0.0)
SRR 1 (0.3 1 (0.3) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
JYMERE RS 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
It 5 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
JTUPR R 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)

I 2 L R J 1 (0.3 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
] RPN 1 (0.3 0 (0.0) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
P e 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
PAERS 1 (0.3 1 (0.3) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
UEEERS 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
Jiti & 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0)
B 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
LS 1 (0.3 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
e G 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
SRR D P A 1 (0.3 0 (0.0) 1 (0.3) 0 (0.0 0 (0.0) 0 (0.0)
MR VY v AREE 11 (2.8) 7 (1.8) 3 (0.8) 1 (0.3) 0 (0.0) 0 (0.0)
2 ifi 6 (1.5) 3 (0.8 2 (0.5) 1 (0.3 0 (0.0) 0 (0.0)
H i BRI E 4 (1.0) 3 (0.9 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
1 RIS i 1 (0.3 1 (0.3) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
i HP BRI SE 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
S R E 1 (0.3) 0 (0.0) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0)
FEMEBOE 1 (0.3 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
R M O AE fEE 104 (26.7) 59 (15.1) 25 (6.4) 19 (4.9) 1 (0.3) 0 (0.0)
BAREOE 81 (20.8) 50 (12.8) 20 (5.1) 11 (2.8 0 (0.0) 0 (0.0)
KB U v 2 fiE 14 (3.6) 9 (2.3) 0 (0.0) 4 (1.0) 1 (0.3) 0 (0.0)
ik 11 (2.8) 3 (0.8 4 (1.0) 4 (1.0) 0 (0.0) 0 (0.0)
& v 7 A LSE 4 (1.0 0 (0.0) 1 (0.3) 2 (0.5) 1 (0.3 0 (0.0)
= DR I [ JiE 3 (0.8 2 (0.5) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
K~ 7' %> U AJE 3 (0.8 3 (0.9 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
BT 7 3 v fE 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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/N 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
) b U T A fSE 1 (0.3 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
&Y e 1 (0.3) 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
BRRZ 1 (0.3 0 (0.0) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
SRAR IR 1 (0.3 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
Kt S 5 (1.3) 2 (0.5) 2 (0.5) 1 (0.3) 0 (0.0) 0 (0.0)
AARSE 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
7621 1 (0.3 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
PEELIRAE 1 (0.3 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
RS 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
PR 34 (8.7) 25 (6.4) 9 (2.3) 0 (0.0) 0 (0.0) 0 (0.0)
TR S 18 (4.6) 14 (3.6) 4 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
FEMED E W 4 (1.0) 4 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BERE 3 (0.8 3 (0.9 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
fEAR 3 (0.8 2 (0.5) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
SE 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PEHG 2 (0.5) 0 (0.0) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
M BB 1 (0.3 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JEIE SRR 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
il 3n] 1 (0.3 0 (0.0) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
ARRER =270 0 1 0.3 0 (0.0 000 | 000 | 000
jﬁ@'@ﬂ:lgm\ 1 (0.3 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JA~TRT O IR RE 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
AR PR 45 (11.5) 27 (6.9) 16 (4.1) 2 (0.5) 0 (0.0) 0 (0.0)
FE NS 11 (2.8) 7 (1.8) 3 (0.9 1 (0.3 0 (0.0) 0 (0.0)
HR 2 45 11 (2.8) 7 (1.8) 4 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
R 4 (1.0 2 (0.5) 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0)
LA A RS 4 (1.0) 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
TR AN 4 (1.0) 3 (0.8 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
FEEDRRE 3 (0.8 3 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Pt 3 (0.8 3 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R 2¢ 2 (0.5) 1 (0.3) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
B s 2 (0.5) 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
AR 72 1fi. 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
S i 1 (0.3 1 (0.3) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
T L LR —PERERE A 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
IS A 1 (0.3 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
IRBR A 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
- RIE S 1 (0.3 0 (0.0) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
IRAG 1 (0.3 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR R 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR D FLA % 1 (0.3 0 (0.0) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
7= 1 (0.3 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
RAET 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
b E 1 (0.3 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
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H R Ok s 4 (1.0 3 (0.8) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0
Hig 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
NERT 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Hh B 1 (0.3 0 (0.0 1 (0.3 0 (0.0 0 (0.0 0 (0.0
Y = 3 (0.8) 1 (0.3 1 (0.3) 0 (0.0) 0 (0.0) 1 (0.3)
HhiE 2 (0.5) 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
aMEELAS 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0 1 (0.3
1 A8 R 4 (1.0 1 (0.3) 1 (0.3) 0 (0.0) 2 (0.5) 0 (0.0)
i 2 (0.5) 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
TRED IR L A4 E 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0)
AR i 1 (0.3 0 (0.0 0 (0.0 0 (0.0 1 (0.3 0 (0.0
o MAROBE | 09 9540 | 83 21.9) | 11 @9 4 (1L0) 1 0.9 0 (0.0)
St 57 (14.6) 53 (13.6) 4 (1.0) 0 (0.0 0 (0.0) 0 (0.0)
SR 20 (5.1) 17 (4.4) 3 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
L 9 (2.3 9 (2.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B DRIE 9 (2.3) 8 (2.1) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
1 Rk SE R 6 (1.5) 3 (0.8 3 (0.8 0 (0.0 0 (0.0) 0 (0.0
% ] e 3 (0.8 0 (0.0) 0 (0.0) 3 (0.8) 0 (0.0) 0 (0.0)
B 4 (1.0) 3 (0.8 0 (0.0 1 (0.3 0 (0.0 0 (0.0)
P 3 (0.8 1 (0.3 2 (0.5) 0 (0.0 0 (0.0 0 (0.0
W& 1. 2 (0.5) 2 (0.5) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
Ji ZERRSE 1 (0.3 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
B 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
N3 Rz A5 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FE e B 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
(N 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0)
W ST 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0
B b BT 1 (0.3 0 (0.0 1 (0.3 0 (0.0 0 (0.0 0 (0.0)
WA S %5 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
T ik 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0) 0 (0.0
B IR 341 (87.4) | 116 (29.7) 151 (38.7) 74 (19.0) 0 (0.0) 0 (0.0)
T 330 (84.6) | 144 (36.9) 122 (31.3) 64 (16.4) 0 (0.0) 0 (0.0)
N 83 (21.3) 58 (14.9) 20 (5.1) 5 (1.3) 0 (0.0) 0 (0.0)
G 72 (18.5) 51 (13.1) 16 (4.1) 5 (1.3) 0 (0.0) 0 (0.0)
Mg - 52 (13.3) 29 (7.4) 17 (4.4) 6 (1.5) 0 (0.0) 0 (0.0)
F B PNIB I T Ak 48 (12.3) 27 (6.9 21 (5.4) 0 (0.0 0 (0.0) 0 (0.0)
HER 13 (3.3) 5 (1.3) 7 (1.8) 1 (0.3 0 (0.0 0 (0.0
g L7R 11 (2.8) 11 (2.8) 0 (0.0 0 (0.0 0 (0.0 0 (0.0
250 9 (2.3 4 (1.0) 5 (1.3) 0 (0.0) 0 (0.0) 0 (0.0)
IR 8 (2.1) 8 (2.1) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
- RERIE 7 (1.8) 3 (0.8 4 (1.0) 0 (0.0 0 (0.0 0 (0.0
(XA 3 (0.8 3 (0.8) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
W T~ e 6 (1.5) 4 (1.0) 2 (0.5) 0 (0.0 0 (0.0 0 (0.0)
RPF=3 72 6 (1.5) 6 (1.5) 0 (0.0 0 (0.0 0 (0.0 0 (0.0
HEOUUEIN 4 (1.0 3 (0.8) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
LR R 4 (1.0 4 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
QiR L2 3N 4 (1.0) 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
HE A e 3 (0.8 3 (0.8) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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77 A ORNR 3 (0.8 2 (0.5) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
B R W AR 3 (0.9 2 (0.5) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
% 3 (0.8 1 (0.3 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
H e 3 (0.8 3 (0.8 0 (0.0 0 (0.0 0 (0.0 0 (0.0
TR ARG 2 (0.5) 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0)
EES 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
122 P HH o 2 (0.5) 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0
DEIER 2 (0.5) 0 (0.0 2 (0.5) 0 (0.0 0 (0.0 0 (0.0)
TEL A5 HH 1fm. 2 (0.5) 0 (0.0 2 (0.5) 0 (0.0 0 (0.0) 0 (0.0)
TR % 2 (0.5) 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
JITFH i 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0) 0 (0.0
HLFR % 5 $EhE 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FL P& 1 (0.3 0 (0.0 1 (0.3 0 (0.0 0 (0.0 0 (0.0)
U AMEE % 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0
B A H o, 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Fik% 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
=T 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
e T 1 (0.3 0 (0.0 1 (0.3 0 (0.0 0 (0.0 0 (0.0)
JITFA 8 B 1 (0.3) 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
B 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Ealv 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0
2R 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
FORG R OV TR | 320 (82.1) | 124 (31.8) 138 (35.4) 58 (14.9) 0 (0.0) 0 (0.0)
W5 242 (62.1) | 111 (28.5) 96 (24.6) 35 (9.0) 0 (0.0 0 (0.0)
% 9 FEIE 69 (17.7) 50 (12.8) 18 (4.6) 1 (0.3 0 (0.0) 0 (0.0)
B iz s 56 (14.4) 40 (10.3) 15 (3.8) 1 (0.3) 0 (0.0) 0 (0.0)
iiﬁ{’;g%%ﬁﬁ 29 (7.4) 17 (4.4) 7 (1.9) 5 (1.3) 0 (0.0 0 (0.0
g 28 (7.2) 14 (3.6) 11 (2.8) 3 (0.8) 0 (0.0) 0 (0.0)
B e g 28 (7.2) 23 (5.9) 5 (1.3) 0 (0.0 0 (0.0) 0 (0.0
SIERRRLE O% 26 (6.7 11 (2.8) 13 (3.3) 2 (0.5) 0 (0.0 0 (0.0)
N EE 15 (3.8) 9 (2.3) 5 (1.3) 1 (0.3 0 (0.0) 0 (0.0)
B RE FI 13 (3.3) 8 (2.1) 4 (1.0) 1 (0.3 0 (0.0 0 (0.0
B 11 (2.8) 10 (2.6) 1 (0.3 0 (0.0 0 (0.0 0 (0.0)
HLBE 10 (2.6) 6 (1.5 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0)
A 10 (2.6) 5 (1.3) 3 (0.8 2 (0.5) 0 (0.0 0 (0.0)
Ediar 5 (1.3) 1 (0.3 2 (0.5) 2 (0.5) 0 (0.0 0 (0.0
B2 5 (1.3) 0 (0.0) 4 (1.0) 1 (0.3 0 (0.0) 0 (0.0)
FEE % 4 (1.0) 2 (0.5) 1 (0.3 1 (0.3 0 (0.0) 0 (0.0)
U0 BrEN 4 (1.0) 2 (0.5) 2 (0.5) 0 (0.0 0 (0.0 0 (0.0
FeNRR Z RS 3 (0.8 1 (0.3 2 (0.5) 0 (0.0 0 (0.0 0 (0.0)
JNEEME 3 (0.8 2 (0.5) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
JTCFR EEPRRE 3 (0.8 3 (0.8) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
% PR RIE 3 (0.8 1 (0.3 2 (0.5) 0 (0.0 0 (0.0 0 (0.0
R R 3 (0.8 2 (0.5) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
BEONS A 3 (0.8 1 (0.3 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
3 tie 3 (0.8) 0 (0.0 2 (0.5 1 (0.3) 0 (0.0 0 (0.0)
EEMERE 2 (0.5) 2 (0.5) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
BYEAIL EE 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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B E R 2 (0.5) 2 (0.5) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
HBEVER 5 2 (0.5) 1 (0.3 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
B I SRR 2 (0.5) 2 (0.5) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
57 R 2 (0.5) 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0
Beflg R Z 5 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
pia) 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Pt 1 (0.3 0 (0.0 1 (0.3 0 (0.0 0 (0.0 0 (0.0
HIBLESE S 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
A HLBE 1 (0.3 0 (0.0 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
A 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JTCHR AR VT8 1 (0.3 0 (0.0 1 (0.3 0 (0.0 0 (0.0) 0 (0.0
JTNHR I 25 i 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FE5 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
EEMEZ D FERE 1 (0.3 0 (0.0 1 (0.3 0 (0.0 0 (0.0) 0 (0.0
SRBE 1 (0.3 0 (0.0 1 (0.3 0 (0.0 0 (0.0 0 (0.0)
RN 2 1 (0.3) 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
BEIR Bk fe 5 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
B 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
i3 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R IR R 2 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
B R PR 1 (0.3 0 (0.0 0 (0.0 1 (0.3 0 (0.0 0 (0.0
by 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B[]S 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
jiﬁ:fﬂ%; 103 0 (0.0) 0 (0.0 1(0.3) 0 (0.0 0 (0.0
BT Ak 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
ZHEMEEBE 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0
E;Z*ﬁ ARUREHR | 10 e | 14 G 4 (1.0) 0 (0.0 0 (0.0 0 (0.0
A 6 (1.5) 5 (1.3) 1 (0.3 0 (0.0 0 (0.0 0 (0.0)
YT 5 (1.3) 4 (1.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
i A e 4 (1.0 3 (0.8) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
R 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BA &R 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0
F a7 T AE 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
R Ef R 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
107 T 74 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0
(RER- I 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B K OVR R 23 (5.9) 8 (2.1) 9 (2.3 5 (1.3) 0 (0.0) 1 (0.3
HHER 10 (2.6) 3 (0.8) 5 (1.3) 2 (0.5) 0 (0.0) 0 (0.0)
iz 4 (1.0) 3 (0.8 1 (0.3 0 (0.0 0 (0.0 0 (0.0
HEIR 5 3 (0.8 1 (0.3 2 (0.5) 0 (0.0 0 (0.0 0 (0.0)
B R4 3 (0.8 1 (0.3 1 (0.3 1 (0.3 0 (0.0) 0 (0.0)
2R 3 (0.8 0 (0.0 1 (0.3 1 (0.3 0 (0.0 1 (0.3
VAT R 4 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
ZIR 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
T H AR R 1 (0.3) 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
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VI 24t (A EodES) (3T 5HEA

EIEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

LR K OFL B RE 2 (0.5) 0 (0.0) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
R4 1 (0.3 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
Jieg HH 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
gégé%@mo@ 10.3) 0 (0.0 1 (0.3) 0 (0.0 0 (0.0 0 (0.0)
EHEESE 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
;i&g&%\i;é&o& 143 (36.7) 80 (20.5) 45 (11.5) 18 (4.6) 0 (0.0) 0 (0.0)
HERBE D R NE 93 (23.8) 52 (13.3) 34 (8.7 7 (1.8) 0 (0.0) 0 (0.0)
9 57 43 (11.0) 26 (6.7) 12 (3.1 5 (1.3) 0 (0.0) 0 (0.0)
&S RE 14 (3.6) 4 (1.0) 4 (1.0) 6 (1.5) 0 (0.0 0 (0.0
R P 3 (0.8 1 (0.3 2 (0.5) 0 (0.0 0 (0.0 0 (0.0)
HIE 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
TR 2 (0.5) 0 (0.0 1 (0.3 1 (0.3 0 (0.0 0 (0.0
Z2 2 (0.5) 2 (0.5) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
1595 2 (0.5) 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
7 JERE 2 (0.5) 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
i A Rk 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0
HEREEZ 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
A It V2 e 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
BH IR 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0
RIE 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
JRFTIENR 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R Jry e v M 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
e 1 (0.3 0 (0.0 1 (0.3 0 (0.0 0 (0.0 0 (0.0
S 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R R AR AT 54 (13.8) 32 (8.2) 17 (4.4) 5 (1.3) 0 (0.0) 0 (0.0)
R 26 (6.7) 15 (3.8) 10 (2.6) 1 (0.3 0 (0.0) 0 (0.0

T77=v+73/h

FLURT =T —PHY 8 (2.1) 6 (1.5) 1 (0.3 1 (0.3 0 (0.0) 0 (0.0
n

ﬁ;c{w VTFEAE g g 3 (0.8) 3 (0.8) 2 (0.5) 0 (0.0) 0 (0.0)
™ s aw ) 1 0.3 000 | 000 | 000
T ANRTXUWET 2

JRNFURT 2 TF— 4 (1.0) 3 (0.8) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
BHIN

mir LrF=r 2 (0.5) 1 (0.3 1 (0.3 0 (0.0 0 (0.0) 0 (0.0
Y o KL 2 (0.5) 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0)
meey e 1 (0.3 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
M E UL e 8N 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
A kY o A 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
i SR S HE N 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
N3 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
lfjf;fgigm 1 (0.3) 1 (0.3) 0 (0.0 0 (0.0 0 (0.0 0 (0.0
] AT HE L HE 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
PR Bw 1 (0.3 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
. BRI 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0
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VIL 224t (M EoikEEss) (B4 5HEA

FIVE A 4> Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

e == TR A f}
.}?" PRECRESY |, (0 103 2 (0.5) 108 | 000 | 000
BRE 2 (0.5) 0 (0.0) 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0)
AlE 2 (0.5) 1 (0.3) 1 (0.3) 0 (0.0 0 (0.0 0 (0.0)
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VI 24t (A EodES) (3T 5HEA

22 AT R Sk 62 1]
EIE R ZHLH 5 62 1]
BIVE R LS 100.0%

ETORWEM @FERIRDE (S0C) KUEARE (PT))

<[EPE I AHERREBR AR AT 5y (1200.33 55k  BAAR A & 50mg #¥) >

EIEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 | Grade 5

REIEM 62 (100.0) 0 (0.0) 15 (24.2) | 46 (74.2) | 1 (1.6) 0 (0.0)
JYRIE B OV AR HUE 43 (69.4) 6 (9.7) 29 (46.8) 8 (12.90 | 0 (0.0 0 (0.0)
R R 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
FE I 2% 2 (3.2) 0 (0.0) 2 (3.2) 0 (0.0 0 (0.0 0 (0.0)
BRI 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
Sk 1 (1.6 0 (0.0) 0 (0.0) 1 (1.6 0 (0.0) 0 (0.0)
JTU Y 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
NGRS 42 (67.7) 6 (9.7 29 (46.8) 7 (11.3) | 0 (0.0) 0 (0.0)
jiqiikna 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
S0 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
SR R 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
PR I8 i 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
MR VY >R EE 8 (12.9) 5 (8.1) 3 (4.9 0 (0.0) 0 (0.0) 0 (0.0)
1. 5 (8.1) 4 (6.5) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
i B BR A IDE 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
F 1 Rk i 1 (1.6 0 (0.0) 1 (1.6 0 (0.0) 0 (0.0 0 (0.0)
A HRERIBD E 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
PR R OV AR i 36 (58.1) 19 (30.6) 13 (21.0) 4 (6.5) 0 (0.0) 0 (0.0)
BRIEER 34 (54.8) 19 (30.6) | 12 (19.4) 3 (4.8 0 (0.0) 0 (0.0)
JiiK 8 (12.9) 0 (0.0) 4 (6.5) 4 (6.5) 0 (0.0) 0 (0.0)
& U v A fE 2 (3.2) 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0)
KT N U v L fE 1 (1.6) 0 (0.0) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0)
KR 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0 0 (0.0)
Rz 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
PRSP 12 (19.4) 9 (14.5) 3 (4.8 0 (0.0) 0 (0.0) 0 (0.0)
BRT R 11 17.7) 9 (14.5) 2 (3.2) 0 (0.0 0 (0.0 0 (0.0)
S BHRR 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
IR i 18 (29.0) 10 (16.1) 7 (11.3) 1 (1.6) 0 (0.0) 0 (0.0)
iR 2 (3.2) 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0)
F P 1 (1.6 0 (0.0) 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0)
B 9 (14.5) 6 (9.7 3 (4.9 0 (0.0 0 (0.0 0 (0.0)
R FZ G 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
IRAE 2 (3.2) 2 (3.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
LTS 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
FxaT—Hh—7 x ARA 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
SRS B 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HEEELA 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
LN 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
S AR 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
il 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
1B if [ 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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VIL 224t (M EoikEEss) (B4 5HEA

EIEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 | Grade 5

MARE 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
RE, MR K ONERR s 28 (45.2) 25 (40.3) 2 (3.2) 1 (1.6) 0 (0.0) 0 (0.0)
AR 2 (3.2) 2 (3.2) 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
S 17 (27.4) 17 (27.4) 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
Loo< D 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
VR P P R R 2 (3.2) 1 (1.6 0 (0.0) 0 (0.0) 1 (1.6 0 (0.0)
BORIE 8 (12.9) 7 (11.3) 1 (1.6) 0 (0.0 0 (0.0) 0 (0.0)
SRG AR IR 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
1 HZEnA SE 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
S 3 (4.8 2 (3.2) 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0)
EC e 62 (100.0) 8 (12.9) | 24 (88.7) | 30 (48.4) | 0 (0.0 0 (0.0)
R REZ T 1 (1.6) 0 (0.0) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0)
[ 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
-G 3 (4.9 3 (4.9 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
m=5/N 15 (24.2) 12 (19.4) 3 (4.9 0 (0.0 0 (0.0) 0 (0.0)
OB SE 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
K% 1 (1.6 0 (0.0) 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0)
T 62 (100.0) | 12 (19.4) | 27 (43.5) | 23 (37.1) | 0 (0.0) 0 (0.0)
O PN EZ 18 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
MR E 2 (3.2) 2 (3.2) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
s 4 1 (1.6) 0 (0.0) 0 (0.0 1 (1.6) 0 (0.0 0 (0.0)
EES 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
S 9 (14.5) 6 (9.7 2 (3.2) 1 (1.6) 0 (0.0 0 (0.0)
Pz 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
MEMERR 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
LN 22 (35.5) 16 (25.8) 5 (8.1) 1 (1.6) 0 (0.0) 0 (0.0)
RIER 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0) 0 (0.0)
JIL A JE P ¢ 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
JIF9 8 PR 2 (3.2) 2 (3.2) 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
R/ 40 (64.5) 20 (32.3) 15 (24.2) 5 (8.1) 0 (0.0) 0 (0.0)
O it 14 (22.6) 11 (17.7) 3 (4.9 0 (0.0 0 (0.0 0 (0.0)
JHF HEE R b 5 3 (4.8 3 (4.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
iRy 3 (4.8 3 (4.8 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
B Fe OVBZ T HELAR Bt 7 58 (93.5) 6 (9.7) 35 (56.5) 17 (27.4) | 0 (0.0) 0 (0.0)
IR 7 (11.3) 4 (6.5) 3 (4.9 0 (0.0 0 (0.0 0 (0.0)
Jibd, 7 i 2 (3.2) 2 (3.2) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
SIERR R 2% 2 (3.2) 0 (0.0) 2 (3.2 0 (0.0 0 (0.0 0 (0.0)
B i W e 15 (24.2) 8 (12.9) 7 (11.3) 0 (0.0 0 (0.0) 0 (0.0)
Bk 1 (1.6) 0 (0.0) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0)
RV e 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
AR 2 (3.2) 2 (3.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JROD 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
FAE - RIERSRATE AR IR 2 (3.2) 2 (3.2) 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
iR 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BRI EE 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
% 9 EEE 3 (4.8 3 (4.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
WIB 52 (83.9) 6 (9.7) 30 (48.4) | 16 (25.8) | 0 (0.0) 0 (0.0)
EE MR 3 (4.9 1 (1.6) 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0)
Bt 5 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
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VI 24t (A EodES) (3T 5HEA

EIEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4 | Grade 5

HE IR & % 1 (1.6 0 (0.0) 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0)
OV - bEh 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
e R A 2 (3.2) 2 (3.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B2 6 (9.7 3 (4.9 3 (4.8 0 (0.0 0 (0.0 0 (0.0)
B2 &5 1 (1.6 0 (0.0) 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0)
B R M OV AR e = 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0 0 (0.0)
MR 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0 0 (0.0)
B K VR B f 4 (6.5) 2 (3.2) 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0)
HE PR 1) 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
EAR 2 (3.2) 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0)
DPEB A 1 (1.6) 0 (0.0) 0 (0.0 1 (1.6) 0 (0.0 0 (0.0)
AFER R OSSR REE 1 (1.6 0 (0.0) 1 (1.6 0 (0.0) 0 (0.0 0 (0.0)
FMEtEA ek 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0) 0 (0.0 0 (0.0)
PEERTE IS 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0 0 (0.0)
4;%: P EAMERCEIID | or som) | 21 33.9) | 12 19.9) 465 | 000 | 0.0
IR 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
957 18 (29.0) 11 (17.7) 4 (6.5) 3 (4.8 0 (0.0) 0 (0.0)
(R 5 (8.1) 2 (3.2) 3 (4.8 0 (0.0) 0 (0.0) 0 (0.0)
KBRS D S I 17 (27.4) 11 7.7 6 (9.7) 0 (0.0) 0 (0.0) 0 (0.0)
AR 1 (1.6) 0 (0.0) 0 (0.0 1 (1.6) 0 (0.0 0 (0.0)
THIE 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
A 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FEEN 3 (4.9 2 (3.2) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0)
M) 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
B R AR AT 29 (46.8) 16 (25.8) 12 (19.4) 0 (0.0 1 (1.6) 0 (0.0)
:;:J;;E;‘ IRTEATL (e 0 (0.0 1(1.6) 0.0 | 000 | 0.0
ii;i:i%i;;u/ k7 1 (16) 1 (16) 0 (0.0) 000 | 000 | 0.0
M7 L7 2 2 (3.2) 2 (3.2) 0 (0.0 0 (0.0) 0 (0.0 0 (0.0)
JiiT R ) I = Y 2 (3.2) 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
ijf;idgfgu/*x FET L1 qe) 116 | 000 | 000 | 000 | 000
Jf}j'*;gg o TR e 000 | 1306 | 000 | 000 | 000
7 L7 F =i 3 (4.8 0 (0.0) 3 (4.8) 0 (0.0) 0 (0.0) 0 (0.0)
. F L R A SR I 35 4 0 2 (3.2) 2 (3.2) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
A U o AjE 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
1. H GRS N 2 (3.2) 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
1 H BR P 0 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.6 0 (0.0)
B v B 5 (8.1) 5 (8.1) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
S S =R 2 7 2 (3.2) 2 (3.2) 0 (0.0 0 (0.0) 0 (0.0 0 (0.0)
U Lo ERE R 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
HREE FED 2 (3.2) 2 (3.2) 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
PREEH 2 (3.2) 0 (0.0) 2 (3.2) 0 (0.0) 0 (0.0 0 (0.0)
IRERAD 16 (25.8) 12 (19.4) 4 (6.5) 0 (0.0) 0 (0.0) 0 (0.0)
PR i BR B 4 (6.5) 3 (4.8 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0)
&5, L ONE S OHE 1 (1.6) 0 (0.0) 0 (0.0 1 (1.6) 0 (0.0 0 (0.0)
AILBA 1 (1.6) 0 (0.0) 0 (0.0 1 (1.6) 0 (0.0 0 (0.0)
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VIL 224t (M EoikEEss) (B4 5HEA

ARBRERRICRETEE

HH

10. BE®RE
RE S TR

BALDEE

14, BRLOFE

141 BEHZFROEE

14.1.1 PTP 220 3EANL PTP > — F bWV ML CIRAT A L 9 FRET 52 &, PTP v — FOREKIZ
L0 BEOBLATR S BRI U, ST ZRIL AR 2 U ORI R SO BB RS IHEL T 5
ZERH D,

14.1.2 IRAERTZ PTP & — F 2 OH0 BT L5832 2 &, [20. ]

(figat)

14.1.1 OfEH
[PTP OREFKKRICOWT) Bk 8 45 3 A 27 A HIGEREE 240 5, KOVERL 844 A 18
Afl BEGEFREE 304 5) O LEDLHIZHESE, PTP G OHKANCET 2 it E FIH
ELTRRGE LTz,

14.1.2 Ofifan
KRENOLEMERROFER, WRIERSH Y, HICRLERRERIR I N, REIDOZAE, RAF,
Fo, IRHICHT> ToOEEFHEE L THRE LT,

12. ZDHDFE
(1) BERRERICE DL ER
BRIE STV

(2) FEERPRERICE D C1HH

15. ZDHeDEE

15.2 ERRPRERICE D < fFHR
SRR AV L [T/ AR 25w eb STANENE o1 Yo X oF s I QUAYY/ANI <l NUIVAS - g IRV /S RN
WA, Muta = 7 2 &2 W CBARFRAL RN T v b2 WI/MGRBREO=a Ay b7
A TiEREETH o7,

(FE3L)
ME 2 AW B IRZRE AR T, VRN L LEERRO LN b, BiamhEoRIILE
ETERNEEZONTWS, LLERG, in vivo BB ciiatcho22 8206, b R
BWTIIEEEENBET D EEIImD TIRWEE X 65,

k=111}
=X
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IX. FEERARABRICRE9 5 HHE

X. JEERREAERICEII SR E

1. ZEHEHER

(1) ZEhZIFHER
VI FFEAIZBI 2 HE ) OHEEMR

(2) ZREMEEHR

, e B8 X0 A
RO Ut BOTE g r7rr= | "0 e
i) . bxdin)
7 ELT)
HXPRIR R AT 1R
TURADO—IE | v T A HEfEO#5 |0, 30, 100, I (6) %K 300mg/kg T & —i%IE
B Trwin O% /NMRI-Harlan (0.5%HEC™) | 300mg/kg Irwin ®Z | RIUIEWE B FEEN LT
%), mEARE  &KOOF-1 5 HER L,
oo A e (7) K
M B 7S5 EE)
Ty hO—BIE | T vk HEFEO#E |0, 4, 8.5, 18mg/kg | H (4) K 18mglkg THER 5
K (Trwin D% /Sprague-Dawl (BiA A 7K) HE (4) B L,
), KR, A% | ey (Crl:CD (SD)
HENC KT 5% | IGSBR) KUY
# o GLP 35 Wistar Han
Crl:WI
(Glx/BRL/Han)
IGSBR
OMILAE, R GR & OV KN K AE 1B
Zy b | Ty MWistar | BRE#EO#%E | 0, 10, 30, e (8) 100mg/kg : $5 7 RefEIZ
AN ENN S (1%HEC™) 100mg/kg 7= ERESE I ((EY
THHE (T LA 12mmHg) , DO DT
kU —3ER) DRI (R 25 H1/5Y)
TEOLMER | TH FRARP 3 - 0, 0.2, 0.665, e (4) M, DRk VL ER S
(Ot (3.8%% 'V | 2mgkg (R—7 FRA=BE~DOEERL,
Yz k=) 2)
R—F 2, Figs 6.65mg/kg (fHmDI) KO
A 6.65, 20mg/kg (3 20mg/kg $%5-#ZAf IUHE
felEN) KT (LVdP/dt-max) .
R =T X O R=TH 4 BEMNERD | 0, 1, 2.45, 6mg/kg | 1 (4) 2.45mg/kg K& U\ 6mg/kg T
BRIZHT D% | /Gottingen 2 = | &5 (0.05M #F I (2) WS SR~ qREF= &% e DA B
2 (4 mEEER | 74 7 E'=1 PO & Kk 5 QT [#
Bo—if) , GLP ) fsEiE (1, 10 X124 A A,
=R B 5RO 5 3.5 IFE11%)
NIHLNTN, ERA~D
B,
, e B X0 A
RO e %ﬁﬁ B (rorae | A 09 MR R EFTR
A L) HURE)
Zy FOME | Ty MWistar | HERA#EL |0, 4, 8.5, 18mg/kg | H (8) K 18mg/kg THEKNARE
TR D B, Han Crl:WI (A A 7K) I (8) oL,
GLP & (GIx/BRL/Han)
IGS BR
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LA, TT77F =7 5uM T 50%%HEZ DA HEN

oD HITZD

T HeZHE (W AFDY),

IX. FEERRABRIZEI T2 A
. e B8 X A
BRI T BIAE | r7rr= | 0 OO0 XA
A . BUEE)
7 ELT)
BRI NRT A =X RIFTER
hERG F v */\, | HEK293 #fjia in vitro 0, 0.1, 1, 3, 10 | N/A*2 HEK293 #iimicBir 5
@ﬁ%ﬁmﬁf LT o uM mmG IAEED ) 7 I
e A1 LR IR WZx3 5 ICs50 1L 24 M T
0, 0.1, 0.3, 1, 3, Hotz,
10 M
AR 10uM THIGENEN
INT A—B DB,
B R OWTFRERE I S E T 1EH
v hOBEKR® | 7 v MCrI:WI HERR oL |0, 30, 100, #E (10) 30~300mg/kg : %5 4~24
JFHERIZ X5 (GIx¥BRI/JHAN) | (1%HEC™) 300mg/kg it (10) BEFI L ISR R 7 R o B
-4 IGS BR BHan,
300mg/kg : [MiE K& OVR
FEsEIEMERS N (ALT, AST,
LDH) ,
Eﬁ%ﬁ W RAETHE
7 v FOHYEH Z v MCrl:WI HERR O S 0, 30, 100, e (5) 100, 300mg/kg : HNAHE
AL 2 (GIBRI/HAN) | (1%HEC™) 300mg/kg i (5) H oA E&KRFIET,
IGS BR
7 v NDOHEIY Z v FMCrl:WI H[E+ 468 | 0, 30, 100, e (6~8) | BHikmE&k OBy WEOH &
WA 2 2 (GIBRIVHAN) | N5 300mg/kg KA 7K T, 300mg/kg
IGS BR (1%HEC™) G BHE & SRR
BEbY,
Sy FOWEE | Ty MCEWI | HERO#S | 0, 30, 100, #E (5) THALF A RE O F BARFHY
AREREI T % (CIxBRL/HAN) | (1%HEC*) 300mg/kg e (5) W (R AR TR —
B IGS BR 66%) , 300mg/kg D Txf
FRBE L MR A B A D
U
*1 b FafxszFriilo—2, *2 i%4ef
Q) FofDEEBHER
ZRRE A A2 F v 2K HIEA
50 FHADJFSZARICH T 27 7 7 F =7 OFREEBFMEOWNT, HEY 7 R G RER TRl L 7=

M;: %

BE (ELrEry) RO CCK-AZER (FAEER) O3EETH7, ZORED, HKRBRTO
T 7 7 F =7 50mg & 5% E R IRIED R
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IX. FEERARABRICRE9 5 HHE

2. EMHRER

(1) BEEE5EHERAR

~UA
HER OB G HEERRE~ VA CTE L7z (BE5E: 777 F=7L L TH#HE),
~ U AET DS OB ENL, HERE 0% 5T 763mg/kg TH o7z, T63mg/kg O HiARE 0% 5 CE A
IRTEEMET, MERER, ARMRR, PARR, MEEYA XOEEK, D EEEE B Ofi AT H Tz,

7w bk
WA &5 HEERBRE 7 v N CEBLEZ (BEE: 777 F=7 L LTHRRA),
Z v MBI DM OEIEREIL, HERO#KEG T 191~382mg/kg ThH-72, 191mgke Tix, ABERHIRH

K OSFIRRIRF I X B AT TR DLz o 7o (MERE) . 382mglkg (HEDA) Z 5 L7=EW) Cix, Bl

Mo 1 WPIIER Cho7l-, 8 HEIZ, 1 FIORTHAHRIN, Y 2 B, LB, TR, KK
I OV 27 LTz,

B AP 5.3 MR ER
Beh & (mgkg) WM OBIEE (mg/ke)
TR PR i )
(777F=7L1L70) (777F=7¢L1L70)
~ A g 191, 382, 763 763
A O 191, 382, 763 191~382

PR L UTRA A K&

(2) REEEGSEEHR
AEOKER AR GFHERBRE~T R, Ty b, I=2TX2AVTERLLE 5. 7 77F=7¢L
THAE),
v A
~ U ADRAER N EEERRIE, 13 HEO®RGHM C1T7o7, 13 RN &R KRR (0, 9,
18, 27, 36mg/kg/H) @ 18mg/kg/H TIELE, WMENA LI, 2Tmgkg/ H TIXEBEHED LT 72
o TARER RO, 36mglkg/ H TIXBHIMHEL, X OEHDEOMIRD 2 WIEFRR, BE, K
JEFIBE, IRER OMEIR L OEIR, 2B, IREREOFEMR, BEIREOELH 7RI % tF o T K EIINE O 23
H iz, ZoOoEEERIT Imgkg LRI ST,
7w by
Z v P ORER DG EERBRE, 26 WO G HF T o7, 26 HHER O 5#3#MERER (0, 1.5, 3,
6mg/kg/H) @ 3mglkg/ B THARPLEHE, 6melkg/H TH A ZARKE, WEAR L 72/iif TRz &0
DHHNTH, 8 M DOEHEMIM %I KGR K ICBIT 5o T 0Bk x kg, T XTOEMITEET S
MEEERICSH 572, Z O MEMEEIT 1.5mg/kg/ B & HIFr S iz,
=74,
=7 ¥ ORER NG EERRIT, 52 BEOKREWIMTIT-72, 52 AR D& EFERE (0, 0.5,
1.5, bmg/kg/H) @ 1.5mg/kg/H Tix EERTHILE O LR MR~ 5, bmglkg/ B TRIES X - AZKICBE
L7228 lE, 6 M OEEBMZITITERISHEIT 20M3TEE Lz, 2oL 0.5mg/kg/
A& S 7z,
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IX. JEERARABRICEE9 5 HHE

KA Fe G- TR
EWyFE/ B 5/ #E5&E (mgkeg/H) MEMERE (mg/keg/H)
E3N M (7 77F=74L1L7Q) (7 77F=74L1L7Q)
~ w2/ CD-1 ®O/13 R 0, 9, 18, 27, 36 9
Z v B
B 0/26 ER+ 8 A EIE 0, 1.5, 3, 6 1.5
Crl:WI (Han)
I=7%/
. . & 11/52 JE R + 6 W [ = 0, 0.5, 1.5, 5 0.5
TyFU

Q) EfHEHHER
AKIEZ b FIHO BB (in vitro : IRZEINAEFGABR, YRR, in vivo: BIn T2 R
R, B, a Ay M7 vkA) TRHELZ,
RANEMEACRIAE T R OFEAEAE T TIT O T IR R A H R (Ames 3UBR) T, 535V \BHESIG 378D &
iz, LorLe b U REkE W2 R R BE BRI W TERFEMENRD T, 3D in vivoil
BRICB W CEIBFMEN R ENR DN -T2 2 L b, RIEITEY PR BEFIET RV Efim S,

4) MARMERER
~ U A HOTHRARED BB ERRD 2T > T2fER, 7 v MR =7 % 2 vz atialiR oilg
ST RACEECS 2 —#E O R FERIZTRD BTz,

(5) EEHFLESMEAR
AIDZ v MBI D456, 7y N v Xk o - lBIREN, 7 v MBI 5 HAR K ONHAER
DIEFEANDOHEBIZOWTITHET 2720, —@EOAFHRAFEERRA EE L7 (RERE: 777 F=7L L
THE),
7 v MBI DZMRRER OB R E TOMBIEIAICET 538 (0, 4, 6, 8mgkg/H) IZBWT, K
B ORI 8mglkg/ H TR - 7243, 21 OIERHARE ORI B L= 21 &5 2 Db iR
BOWTERT 5 LEZ BT,
IR - JRIEREAICET 5B (v 10, 4, 8, 16mgkg/H, 7HX :0, 2.5, 5, 10mg/kg/H) 1B
T, 7 v FTiE 16mg/kg/ A TRHAKEICH T 2F LWREIC L 2 &5 2 b5 RIE R EEOE LD
WO R O E RO 23 A b, 7YX Tl 10mgkg/ A CTHRIBEEOHED K OE/NERHZ SR
7o
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IX. FEERARABRICRE9 5 HHE

AEFH R A TR R
. By FeE/ #5458 (mgkg/H) MR (mg/kg/H)
RERIE A B G-RRIE ) )
E3N (777 F=7L1L70) (T77F=7LL7Q)
ZRRRER Y 7 v b »a 0, 4, 6, 8 8
PR A /HsdHan™:WIST
- BRIRFE A Z v bk BN 0, 4, 8, 16 BEh - 8
/HanWistar BB ¢ 16
VA d BN 0, 2.5, 5, 10 fE - 2.5
MREIE - 5
HAERIRRHAE®RDOIR | T b &0 0, 4, 6, 8 BEh - 8
£ - REARERE /HsdHan™:WIST HAR . 8
(6) BRTHIBMEAER
) ) ] Beh i )
BRTE H ENLy B IES N ReR ) Vg
(T77F=7¢LL7T)
B T P R 7 F/Chbb:NZW | #&FZ (4 R %AA) 67.7mg/body FE &7 L
) 7 # %/Crl:KBL
AR AR R N SR 13.5mg/fif RIS 0

() =Dt %EN
G2 LR R
Z v MW 4 B O &G FEERBRO 8 & U CRIERMEIZ OV TRET L7228, SIERICKd 5 28
ITRD bR T,

A
I vitrolZHBiF5 8T8 ==— F TV by FEGABRNFMERBOME, RE I HFEEF TSR H 5
LR ST,
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X. BHRFHICET 5 HA

X. EBMEIEICEHYT HIEH

1.

FREHIX 5
#u Bl 24 MY 78 20mg  BIEK, LTSRS
DA R 7HE 30mg  IEE, LSS

DA RV 7HE 40mg  BIEE, WL EE AR

) EE—EEOLGEIC I VENTLZ &

BRIy T 77 F=T~ A R B

AZhEAR
B : 34F

. BERETOITA

M PR AT

. WL EDEFE

20. mYHZEWLEDFE

AANTILAR L SR LERTIZD  RMEH DL EIXT VI m

T CIRTET D 2 L, [14.1.2 B8]

—EHEDOE ERAF L, BIEE

[ESL SR

BERITEM
BEAEIRE AT A R AY
<TVoLBY A

—m5 - RRE
— 3K ¢ Jogkn,

3

—W) AR ORI

zl @ ﬂ

. EfEEFAH

201347 H 12 H

B T 4F=T, aaAnFoTlBIE, TUALVTF T AR, FaIF =T K

HERTRDFEABRVEARES, EMEBLENHFAB, RhmFAR

WzE4 B SE AR A F KR T SEAAHERAE A B | IR A B
YA N Y 76 20mg | 2014 4E 1 17 H | 22600AMX00017000 | 2014 454 17 H | 2014 4E5 H 7T H
YA N Y 76 30mg | 2014 4E 1 17 H | 22600AMX00018000 | 2014 54 17 H | 2014 4E5 H 7T H
U4 b Y 78 40mg | 2014 4E 1 A 17 A | 22600AMX00019000 | 2014 424 A 17 A | 20144£5 A 7 H
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X. BHRFHICET 2 HA

9. MEERIFMEEM, FERUVAEEEEMEOEAARVZONE
R LR

10. BEEHRE BHEBERLAXREABRUVZOAS
PR AMAREMEH B 202343 A 8 H
WA IR, ERERSOME, AR OZEMEOMRSICBET 285 14 £52 HE3 515
BAETONTIIZHFY L2V RRBFHICET R L),

1. BEEHM
S4EM : 2014 4E 1 H~20224E 1 H (8 7T)

12. IEMRFIRICET 515K
AL, JEAETBE ST 56 5 (PR 26 43 A 5 HAY) o TESMIMIC BRI 5T 5 EHKE)
ISR Ly,

13. £iEa—F
JEA T B . R
I EBIE S b = — ) L& 7 AR AL
W74 St S UEN Y HOT (13 #7) #%&
(YJ 22— ) DS NCEE
EI =2 — N
VA b U 7§E 20mg 4291030F1020 4291030F1020 1230710010101 622307101
VA b U 7 §E 30mg 4291030F2027 4291030F2027 1230727010101 622307201
VA b U 7 §E 40mg 4291030F3023 4291030F3023 1230734010101 622307301

14. RERFEAF EDEE
L7

-131 -



X . STk
X1. @k
1. BIFAXER
1) fENEEL R S W SRR O ENE [0006000127]
2) #hNERE [ERR LRSS MAHER (1200.32 #Bk) (2014 4= 1 A 17 H&R., CTD 2.7.3.2, 2.7.3.3)
[0004037276]
3) thINEEL WS N b/IAHERER (1200.23 #6k) (2014 41 A 17 A&, CTD 2.7.3.3) [0004037277]
)R EPNE T/ ISR Smhieorat G5 1/ (1200.33 3k (2014 4= 1 H 17 HA&R. CTD 2.7.2.2)
[0004037264]
5) tENEEL WM 1 AHEER RO (1200.3 3 58) (201441 A 17 H &R, CTD 2.7.1.3)[0004037266]
6) tENE R QT fatatht (1200.24 38h) (2014 4F 1 A 17 A7KGE, CTD 2.7.6.5) [0004037274]
7) HENERE EPNEEIITFRSR A0 2 MEofiat GF ITAH) (1200.3354%%) (2014 45 1 H 17 H &8, CTD 2.7.6.7)
[0004037275]
8) tEINEEE MBS EIFHRER (1200.22 7ABR) (2014 4F 1 H 17 AH/&GE. CTD 2.7.3.2)  [0004037284]
9) tENEEL FNFB DR (77 7 F =7 OHEREG 2T X SEERNT) (2014 45 1 H 17 HE&R.,
CTD 2.6.4.4) [0004037291]
10) #ENEEE S IEE O/ET (EGFR, HER2 ¥ —E%Cxi34 51EH) (2014 42 1 H 17 A%, CTD
2.6.2.2) [0004037288]

11) tENER BB OGS RS FER) (2014 41 A 17 A&, CTD 2.6.2.2) [0004037287]
12) NG R R OME (FEx OB AE X —YICld 5@KME) (2014 4 1 A 17 H&ZE. CTD

2.6.2.2) [0004037289]
13) #NE R K OMmF (HER4 ¥+ —F7 vt 4) (2014 4 1 H 17 A&AR. CTD 2.6.2.2)
[0004037290]

14) NG R B OME FRT v 4) (201441 A 17 H&AZE. CTD 2.6.2.2) [0004037278]
15) #HPNERE B OME CERIEE#%I23 1T 5 EGFR FEMEM O (2014 45 1 A 17 H &R,

CTD 2.6.2.2) [0004037292]
16) tENEEE SR OME (EGFR ZREKIZx 2EEM) (2014 4 1 A 17 AR, CTD 2.6.2.2)
[0004037283]

17) #ENEEE JEZNIEBLOMET (A431 1~ T R) (2014 451 H 17 A&, CTD 2.6.2.2) [0004037281]
18) Li D et al : Oncogene, 27(34), 4702, 2008 (PMID: 18408761) [0004036373]
19) #NEEE U R EUL & O EAER (BRI 05 (1200.7973K80) (2014 41 A 17 A7&F8. CTD 2.7.2.3)
(00040372601
20) tENER U b OFAEEM (RFGEF) (1200.151 #BR) (2014 4 1 H 17 A&, CTD 2.7.2.3)
[0004037263]
2D HEWNER VT By L OMAER (1200.152 #ER) (2014 4 1 A 17 HEFE, CTD 2.7.2.3)
[0004037261]

22) LG SEMEREOMET (FaMtT) (2014 451 A 17 H&R, CTD 2.7.2.2) [0004037300]
23) tENE R RHEM S EhREARNT(2014 45 1 A 17 HAGE, CTD 2.7.2.2) [0004037271]
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XI . 3k

24) tENE R RHEMEEEREMIT(2014 45 1 A 17 HA&GE, CTD 2.7.2.2) [0004037273]

25) tENERE FEEREORGT (UCIE#RT 7 7 F =T 5% O[T v N OIEYERE ST A —4) (2014 4F 1
H 17 B/A&GE, CTD 2.6.4.1) [0004037293]

26) tENEE EMENEORT (77 7 F=TEEHOI =7 X OIEMEGE T A —4) (2014 4 1 A 17
H7&§8, CTD 2.6.5.3) [0004037294]

27) HENE R B OfMET G mAER) (201441 H 17 A&, CTD 2.6.5.5) [0004037295]
28) HEINE R B OMET G MAER) (201441 H 17 A&, CTD 2.6.4.4) [0004037296]

29) NG R EWEREO M (MimiEaER) (201441 A 17 A&, CTD 2.6.5.5)  [0004037297]
30) HENE L HERR O (FLit T v PO~ OHE/BIT) (2014 4F 1 H 17 HKFE, CTD
2.6.4.6) [0004037298]

31) tENEEE FEER RSB RERER (MIEE QS K OUERBAT) (2014 4 1 A 17 AR, CTD 2.6.4.4)
[0004037267]

32) tENEEN FEER AR ENRER B (MAEE QM E) (2014 45 1 A 17 A&, CTD 2.6.4.4)[0004037282]
33) tENEEL in vivolZd51F 2@ OMFH2014 45 1 H 17 H&GE, CTD 2.6.4.5) [0004037265]

34) tENEE BEASKHEER (CYP450 F#R 0#FE) (2014 41 H 17 A7&RR. CTD 2.6.5.12)[0004037299]
35) tENE KL RS EhRERER (1200.25 5ABk) (2014 4 1 A 17 HARR, CTD 2.7.2.2)  [0004037270]
36) tENEEL in vitro lZ31F 2 REH OMFH2014 42 1 A 17 HA&GE, CTD 2.7.2.3) [0004037269]
37) tENE R FEERIRIEEIRERBR (7 v AR —4—) (2014 4F 1 H 17 H7&GR, CTD 2.6.4.5)[0004037258]
38) tENEKF FEERIRIEERERER (7 o AR — 4 —) (2014 4 1 H 17 AR, CTD 2.6.4.5)[0004037259]
39) tENEKE FEERIRIETRERBR (7 AR — 4 —) (2014 4 1 A 17 A&, CTD 2.6.4.5) [0004037262]
40) tENERF BARSEEEER (P-FE& M) (2014 421 A 17 A&, CTD 2.6.5.16) [0004037280]
41) &R FEERAR IR ENRERBR (F 7 AR — 4 —) (201441 H 17 A7, CTD 2.6.5.15)[0004037268]
42) #ENE R BRRSKEER (OATP1B1, OATP1B3, OATP2B1, OAT1, OAT3, OCT1, OCT2 KX

OCT3) (2014 41 A 17 HA&AR, CTD 2.7.2.3) [0004037279]
43) tENE R BRRSEEER (OATP1B1, OATP1B3, OATP2B1, OAT1, OAT3, OCT1, OCT2 L'
OCT3) (2014 41 H 17 H&FR., CTD 2.7.2.3) [0004037285]
44) tENE R BRRSEERE (OATP1B1, OATP1B3, OATP2B1, OAT1, OAT3, OCT1, OCT2 LY
OCT3) (2014 41 A 17 A&GE,. CTD 2.6.5.15) [0004037286]
45) FENE R FFHSREREE (81T D W ENRE O RFT (1200.86 #X5R) (2014 42 1 A 17 H&AR, CTD 2.7.2.2)
[0004037272]

46) FENE L [EERILFE T ARRER (1200.28 #BR) (2014 £ 1 A 17 A&, CTD 2.7.2.2, 2.7.2.5)
[0005003628]

*AENERL : BARN—U U — A T A DRSNS R

. T DD S E
LR L
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Nl. ZE&E

XI.

SEEN

1. EGHETOHRFTIKRT

KEINZ BT 28R UTE, MELOHEIUTOLEY TH Y, SEOAGIRDL L 13825, EROK
PN DHPH TAAN ZEH T 5 2 &,

4. PEERIFHR
EGFREBIZFEEBME D F M AR EBH I/ fhE

6. AERUVHAE
WE, AT 77 F =7 L LT 1 H 1A 40mg 22 O&R 545, ok, BEDRREICLY
WEEERT A28, 1 H 1[E50mg £ THETE 5,

1. RERUREICEET 8
1.1 BIERREL L7235A80E, R, EEEEIS U T, UTOREEEZZE L, RIE, BEXIITIET 5
Z &, [11L1.1-11.1.8 ]
BIWEF D 7 L — RHED PR R OVl o A Y
JL—R1XE2 [Fi] — 5 5 2 o
7 L— R 2 GERDFREAE? UTERT | R Z L— R 1 LU FICEE T 5 £ ThRES 5, mIEH%
ERVES) BHLEZL—R3LLE | IIRIERTOR G EH S 10mg R L CTHT 559 4,
1) 7 L— FiE NCI-CTCAE 3.0 fltic & 5.
1 2) 48 WMl A 2 5 FHRIXIL 7 HW & 2 2 KW E
#3) 1 H 1A 20mg &5 CHFMENRD GNRWIGEIL, EFILEEBET L L,
H4) —HE&E LB, MEEZTDRVWI &,
7.21 A 1[5 40mg T 3 WML L& G- L, MR, EES., ARNREOZOMO 7 L—F 2 DL EOREIER
RBOHLNRNEAIL T H 11 50mg [ZHE L TH LU,
1.3 BRBICARFZEE LI25E . Coax KOVAUC MET T2 L O@RENDH LD, REORBELBT DO
FO 1 KA G R% 3 R £ COMOIRMITET 5 Z &, [16.2.1 ]
1.4 fOPUEHERELA & OOFHIZ W T, AEMER O EMIEMNL L TR0,

2025 4 7 HBITE, AA, EU KEKOKEZ SR 67 OF & Hidlk TR LT 5,
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Nl. ZE&E

FRANE ORI (2025 4 7 A BIE)

&4 EU

GIOTRIF 50mg film-coated tablets
GIOTRIF 40mg film-coated tablets
GIOTRIF 30mg film-coated tablets
GIOTRIF 20mg film-coated tablets

AGAEHR 2013429 H 25 H

20mg $E : HEa~DT NIHHABD 7 L A a— ME,
777 F =T~ A VR 29.56mg (77 7 F =7 & LT 20mg)

30mg & : WHED T 4V La— g, 777 F =7~ LA UM 44.34mg

(77 7F=7%1LT30mg)
HIFE -

o
i

40mg $E : MHFED 7 )V ba— NE, 77 7 F=7 < LA R 59.12mg
(7 77F=7% LT 40mg)

50mg §E : IEHFBD T 4 Vb a— g, T 77 F=T v LA LEEHH 73.9mg
(77 7F=7%1LT50mg)

GIOTRIF 1%, LR ERTZEA (EGFR) FrY %) —+F (TKI) RiBHED,
EGFR &5 OIEVMRZE R 2 A9 2 T T AT o JE/ Mllfa i (NSCLC)
FOVT 7 FFBUHN AR — 2 OACEPRIER TR ST L7 E R 0 SR AT A T
XIFEERME D NSCLC DN BE OB 2 #)ik &35,

RIRE - DR

GIOTRIF O#5.1%, HrEA O AR O & 5 ERIOEE T CHg+ 52 L, EGFR ©
ZEURAEIX, GIOTRIF (2 X 276 Z AT 2R1ICHERT D Z &,

H&

WL &Y, 40mg1 H 1 MG THDH, AFNTZEERICRGT 52 &, AKAIORM
g7 8 RERILL LR OWRA® 1 UL I EF 2 57202 &, GIOTRIF O 513, %
BUHEITRRO LN E T, NITBRENIRAEL R E TR T 22 L (FitnF 1
BEM)

H

BREDORAID 1A 7V (EGFRZERME NSCLC & Tix 21 B, /Y NSCLC

MiE - H

i
e

1

A TIT 28 H) T40mg/HOHETIERER (T, B2, HRRLOLOMOD
CTCAE Grade 2 A EORWEAMN A BTV W) AL, & KHE 50mg/HE TD
HEZEZELTHLLL, AFEZBELLZILOHDLEETIE, HMELRVWIE, 1 H
D KHEIL 50mg TH 5,

RIVERNC & 2 A &
BITE OB (R SUIFFRMED TR, &2 WITREBEORIEM 2 L) 1, #£1 12
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R L7= & 912, GIOTRIF ORER O, &2 WIIRGOF LI L > TEHT S

ZEMTED,
*1
CTCAE2 |25 < BHWEH @ Grade HELERE - H &
Grade 1 X/Z Grade 2 IRFER LD JH e AN
Grade 2 (Rt c UIREARBE) Grade 0 XX 1P &7 | HE% 10mg HE L,
% L <% Grade 3 UL E % F TIREE BB 5 4

a SREESLA AR FERT O FF G I F EH e

P THIOSREE, EHICIREE (nT7 I FRE) 2IRAT 22 &, Retho TR L TidEk
EARE 5 F CIREE AT 5,

c48 Wl A M 2 2 TR OVIL T B2 B2 535

dBEN 20mg/ BICABEARRRDOYE G, GIOTRIF OkFireE5PIL4ZET L2 L,

SERERERAEIR D FEH IR AAER D L2551, ILD 2565 Z L, 2054,
DWIHEE S 2 ETHRES S 2 L, ILD E2Z2rsh/z5E, GIOTRIF 5 &kt
(IR L, BB U TR AE 2 a5 2 &,

KA SN
KB ENT AL, [ROWEEZIZEDICFEAPIRITSZ L, 2L, RIZTE
T LR 8 BERILIN TH 55818, AN ERMA LN &,

P-¥EER (P-gp) FLEAIOM

P-gp BHEAZ & 5T 508086 554510, GIOTRIF #5226 THE72 (R Y k&% &
i, 7256 B (1 A 2 [0 P-gp FEAOSE) XL 12 B (1 A 1 [
Fe5.0 P-gp BAEROLE) bIFTEGTHZ L,

bz}

P RERT H R

FRAERE S EE OBHEREREE A T, 77 7 =T OIRRESINT 5 2 E B BN 725
Tn5, B (eGFR 60-89mL/min/1.73m2) , %[ (eGFR 30-59ml/min/1.73m2) |
HE (eGFR 15-29mI/min/1.73m?) OEFEREFEEEZ 1TV, BlsHEOFENIAZET
2, EEBHEREERE LB L, ARRLE o741 GIOTRIF Ot h-54 3
Hi9 %, eGFR 15mL/min/1.73m?2 A0 X TZHTEE ~D GIOTRIF 5 3HER S 70,

o)

JFHRE MR R

#2J% (Child Pugh A) 3% (Child Pugh B) OffféterEERETIX, 777 F
=T ~OWREFEITE UNERIZZ2 ), BRI T 45 B o T RERTE F5 B35 C O B4R &3k
HIIARETH D, BEENFHERERS (Child Pugh C) ¥ Z%5 L LIz AKAIORBRIZAT
biv T, REBEFEMIITELG LRV EREE LU,

N

NSCLC OARBHE#EISCBWT, /NNEEMTo GIOTRIF Off HfRERIZ vy, Z D7
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W, INEROFEMEIIIAA 2R L EREE LV,

B 71k

AFNIROEGET D L, SEREZOE EKRE —RITRARIAT Z &, BEAID F R
AT Z EMTE WA, $E81E2# 100 mL OFERERKIZOGEMEETH LV, 20D
OWAITEER L2 &, BERNIREDTITAKICTAIL, SERIDWRLF-I1272 5 £ Tk
15 ;L & EEHIT D, DMSETERITIEDICHRT Z &, Hr ANlca y 7&K
100 mL OKTTTE, ZhbfrZ &, MBS ELBERIFELZEB L TRELTH
L,

(2025 4% 3 ALET)
4 KIE
R 524 GILOTRIF
AREAHR | 201347 A 12 H
20mg $E : HE~DTNTHEDADO T 4V bha— g, T 77 F =7~ LA ViR
29.56mg (77 7 F=7& LT 20mg)
i - 4k 30mg & : WHFEDT L ha— N, TT 7 F=T~ LA U 44.34mg (77 7
g - B h

F=7%L LT 30mg)

40mg $E : MMEFOD T 4 Vb a— ME,
F=7& LT 40mg)

T 77 F =T A R 59.12mg (77 7

PIGEREES

1.1 EGFR &isF22 R, B NSCLC

GILOTRIF %, KERMEELHAAR LIBZWERIC L0 ERRER T2 /K
(EGFR) {51 R 22K B ST RGO NSCLC B F 1535 1 )
BIRAEIS LT 5, BAKIR - ik EGFR #ic T AR OBREIIRIT S
GILOTRIF D4 & O NI LRENL L TR0,

1.2 BEVRIR, B R T B NSCLC

GILOTRIF I%, 77 F A — 2O HRIERICHEIT LTz, BBEORFE LR
NSCLC BH#H OIRE &I & T 5,

M- H

i

B DR

JESBARIZ BT EGFR a1 RSSRE R S VT R it o 838 &
GILOTRIF (2 X 2881k NSCLC @ 1 Ripfxt5 & L T#ERT 52 &, NSCLC &
EGFR Bn 12RO O 720 O KE & mIER M R 72KGE U722 B2 B 2 i #
1%, http://www.fda.gov/CompanionDiagnostics (Z#g# STV 5,

HELE ] B

GILOTRIF O#EREM &L, 40mg 1 H 1 BRAKELGTH Y, KEET UIEEMENTG
DR BRLETEEGTLHZ L,

GILOTRIF IR D 1 FEERTE TH HVIER%E 2 REHEILIBERICIRTAT 2 2 &, A=

- 137 -



Nl. ZE&E

NEBE, WICTET HAREBN 12 BRUNTH 2B51%, SASNT=0%RA L
RNk

);H U/éﬁ

LUF ORIWER DD b= 85415 GILOTRIF ZK3E5 25 Z &

- NCI CTCAE* Grade 3 LA -

< IREEBEEIZL 0D BT 2 HIMEL EFHGET 5 Grade 2 BLEO T
- Btk (7 BREILLE) UIRAEAHREZ Grade 2 O 7 JEREE

c
=

* OREENLA AT OF EHR G S A RESYE v 3.0
B UBIERN 2RI, HDWVIEERERTORE, X Grade 1 ([Z[EE L THhH LS
EHATLZ L, BHICHIEoTE, BHEAREBE Lz EOREEND 1 HEL L
T10mg &L CHE5T D2 L,
LIFo%A1E, GILOTRIF #5452 Ko k42 2 &
« A EEDNTAIENE - RINMEO K EREE
- EVEMENRE (LD) E@krani-sa
- BEEOYMETIEE
THALE 2R L
- Rt OB
- JEEMSRE AR 2 OME
- 1 HEE LT 20mg #5281 2 HE UIRERGEREIEH OB

HEE OB R E

HEOEHRERFRE (eGFR* 15 ~ 29 mL/43/1.73m?) T GILOTRIF OH#ESE ] &
12 30mg1l H 1 [BREA&KRE,

* eGFR : Modification of Diet in Renal Disease[MDRDI=Z & % #fE 5 % BR{AJE E &

P
HE
P
HE

[estimated glomerular filtration]

P-gp FHEA!

P pER (P-gp) FHEAIZELGTOILENRDY, AEFRELREAIEL, GILOTRIF @
1 HEG5 &% 10mg 7 o0&ET 52 &, P-gp IHEAIERGOHIEE, AEERD SR
D, WEAOESRTREEZHRT 5,

P-gp #E5H]

P-gp #FHEHOEMERNFREOVERH 5551, AEMRHSHRY, GILOTRIF @ 1
Afh &% 10 mg T o&ETHZ L, Pgp BEAIKRGORIEND 2~3 A%, &
RO G B CRE % HT 5,

(2022 & 4 HED)
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2. BB T HERRIERIFR

(1) M ~OHEGIZBET 5 1H
AIOBEFIRLNZFBT D [HIEREZ A3 24, ihm, Xl OEHOLBIILLTO LB THY, KED
B CER A=A N T VT B EITRR D,

L. BENDEREZATHEEICHT HIE

9.4 kMEREEHT HE
BEHRT 2 ATREME D & D eI iE, AHIF G- K OB 456 5:-4% 2 3 I 38V CRELE 3 2 0 B K O 1)
IRREHTIEIZ DWW TR T 5 2 & [9.56 ]

9.5 4T1%
B0 SUFAEHR L TV 2 ATREME O & B eI id, 169 OB R ENEiE % ERl 2D &pl S 55481
DHBEGT D L, BER CTHEE, BRI OB A ORI N E R BRI OB (

M) BREEEORD . BN, T OZE R, KENRD & O 32 FEENARIZ 35 1 2 i 5l 1f 487 17 OY

B INEREGEOER (7HF) BARDLN TS, [9.4 ]

9.6 Z3.1@
RALLRNZENREE LV, BMER T ~BITT L2 LnRBO6NTND (T R,

Gar|
KE O S 8.1 Pregnancy
(20224 H) Risk Summary

Based on findings from animal studies and its mechanism of action,
GILOTRIF can cause fetal harm when administered to a pregnant woman.
There are no available data on the use of GILOTRIF in pregnant women.
Administration of afatinib to pregnant rabbits during organogenesis at
exposures approximately 0.2 times the exposure in humans at the
recommended dose of 40 mg daily resulted in embryotoxicity and, in
rabbits showing maternal toxicity, increased abortions at late gestational
stages. Advise a pregnant woman of the potential risk to a fetus.

The background risk of major birth defects and miscarriage for the
indicated population is unknown. In the U.S. general population, the
estimated background risk of major birth defects and miscarriage in
clinically recognized pregnancies is 2 to 4% and 15 to 20%, respectively.
8.2 Lactation

Risk Summary

There are no data on the presence of afatinib in human milk or its effects
on the breastfed infant or on milk production. Afatinib was present in the
milk of lactating rats. Because of the potential for serious adverse reactions
in breastfed infants from GILOTRIF, advise women not to breastfeed
during treatment with GILOTRIF and for 2 weeks after the final dose.

8.3 Females and Males of Reproductive Potential

Contraception
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Females

GILOTRIF can cause fetal harm when administered to a pregnant woman.
Advise females of reproductive potential to use effective contraception
during treatment with GILOTRIF, and for at least 2 weeks after the last
dose of GILOTRIF.

Infertility

Based on results from an animal fertility study, GILOTRIF may reduce
fertility in females and males of reproductive potential. It is not known if

the effects on fertility are reversible.

=2 N Z7 U T Ot
E
(2023 =3 H)

4.6 FERTILITY, PREGNANCY AND LACTATION

Effects on fertility

Fertility studies in humans have not been performed with GIOTRIF.
Available nonclinical toxicology data have shown effects on reproductive
organs at higher doses. Therefore, an adverse effect of GIOTRIF therapy on
human fertility cannot be excluded. A fertility study in male and female
rats by the oral route up to the maximum tolerated dose revealed no
significant impact on fertility. Post-implantation loss was increased at the
highest dose. The systemic exposure (AUCo-24) achieved in male and female
rats was similar to or less than that observed in patients (1.3 times and

0.51 times, respectively).

Use in pregnancy (Category C*1)

Based on the mechanism of action, GIOTRIF has the potential to cause
fetal harm. The embryofetal development studies in rats and rabbits on
afatinib revealed no indication of teratogenicity up to dose levels (16
mg/kg/day in rats and 10 mg/kg/day in rabbits) including maternal death.
However, afatinib showed very limited placental transfer in rats. Changes
identified were reduced fetal weights (rat and rabbit), abortions (rabbit),
and skeletal alterations (flexure of extremities, abnormal rib curvature,
lumbar ribs) and dermal variation (less integument of forelimbs) (rabbit).
The systemic exposures (AUC), achieved in these experiments were either
slightly above (2.2 times in rats) or below (0.3 times in rabbits) the
exposure in patients. There are no studies in pregnant women using
GIOTRIF. It is unknown whether afatinib crosses the placenta in humans.
Therefore, the potential risk for humans is thus unknown. Women of
childbearing potential should be advised to avoid becoming pregnant while
receiving treatment with GIOTRIF. Adequate contraceptive methods
should be used during therapy and for at least 2 weeks after the last dose.
If GIOTRIF is used during pregnancy or if the patient becomes pregnant
while receiving GIOTRIF, the patient should be apprised of the potential
hazard to the fetus.
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Use in lactation

Radiolabelled afatinib administered orally to lactating rats was excreted
into milk. The average concentrations in milk at time points 1 hand 6 h
post dose were approximately 80- and 150-fold above the respective
concentration in plasma. Based on nonclinical data it is likely that afatinib
1s excreted in human milk. A risk to the nursing child cannot be excluded.
Mothers should be advised against breast-feeding while receiving
GIOTRIF. A study in rats by the oral route up to the maximum tolerated
dose revealed no significant impact on the attainment of developmental
landmarks, sexual maturation or performance by behavioural assessments.
Effects were limited to lower birth weight and body weight gain of
offspring. The highest total systemic exposure (AUCo-24) achieved in female

rats was less than that observed in patients (0.23 times).

*1 : Category : C
Drugs which, owing to their pharmacological effects, have caused or may be
suspected of causing, harmful effects on the human fetus or neonate

without causing malformations. These effects may be reversible.

Accompanying texts should be consulted for further details.

(2) /NIRIZEE$ D msME R
AROEFHLIZBT 5 VNRE ] OHEOFLFIILLTO LB THY, KEKD EU O CE L ITH:
60

I B ENESEL2AITHEBICHTIEE
9.7/NR%Z
NS R G b U BRI ERBR I I L Cu ey,

ST
A E DU SCE 8.4 Pediatric Use
(2022 4 4 J1) Safety and effectiveness of GILOTRIF in pediatric patients have not been
established.
EU ORfA 4.2 Posology and method of administration
(2025 43 A) Paediatric population

There is no relevant use of GIOTRIF in the paediatric population in the

indication of NSCLC. Treatment of children or adolescents with GIOTRIF
was not supported by a clinical trial conducted in paediatric patients with
other conditions. Safety and efficacy have not been established. Therefore,

treatment of children or adolescents with this medicinal product is not

recommended.
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