2024 9 AekRT (B8 11 1K)
H AR e p i oy JE R
874291

EERAEAEA—T+—L

AARRREXIEIEOD IF SLEZEE 2018 (2019 EFHAR) (TEMML THER

NMEMEEHR,F0O %+ —EHEHA
T rF=Tv 4 v EHERA
B NI FEE S

AR 7°820mg
AR 7%8&30mg
S AR 7°540mg
Giotrif°Tablets 20mg - 30mg * 40mg

) EE - EMEOLTEICLVEMT 2L =R

il B | 74— N

, o | BIEE
RA DB KDy sman, (e EREOMSEIC L DTS Z L)
A RNY T8 20mg : 1EEFT T 7 F =T~ LA VR 29.56mg

(7 77F=7L1LT20mg) 2&5H7T D,
A MY 78 30mg : 1BEFT T 7 F =T~ LA VR 44.34mg

(7 77F=7L1L7T30mg) 2aH7T 5,
A MY T7EEA0mg - 1 BEFT 7 7 F =T~ LA VR 59.12mg

(7 77F=7L1LT40mg) 2&5H7T D,

o i 4, M4 77y F =T~ A VR (JAN)
e 4, : Afatinib Maleate (JAN) , afatinib (INN)

RER e ARFEH B | ROERGEAEFEAH 201441 4 17 H

BRAM L I A A B | EEENEEAH 201444 H 17 H
Ik 58 B v F A |[RFEBKWEHAH 201445 H 7H

b
e

B

B feoe (i A) o - A ] et B s o
e P AARN—=Y A —A TN A DA
[ AT A 2 2 g ST
AARNR—=Y VI —A 7N B SAE
B A b & O DIt % — TEL : 0120-189-779

EFBIRE T AR —AX—
https://www.bij-kusuri.jp/

ATF 132024 4F 9 ASGTOE AL SNIZBSCE (BFIR0 OREICESSUGET LT,
OO, ISTATEREN B3 E R SR O R fE R~ — VU THER L TS 1280,



EERA VAE 21—+ —LFAOFSI DM E—A KFREFEIE—
(2020 4E 4 A 2zT)
1. EERA VA 1— T4 —LIEROBRE

R RS O AR 2 EAF R L LT, ERAEELIRSCE CUF, MIE) Bbs. ERBY
CEERT - SEAIRTSE O EEFROEEE A B EB LB PR 5L O EfE E WA TS 3 5 BRICIE, I scEicR
SN WA AT D I R LERIGANH 0, BEEAEOEREREYE (LT, MR) %
~OFEROBENFERSCEERIC L DV FEREMT L TE TS, ZOBRICKLE R ERZBBENICATT 57200
HEHYARNELTCERLA V2 E2—T74—4 (LU, IF &B8T) MFEAE L.

1988 412 H AJRBe Al (AR, BIR3E) 2205 2 /NERE RS IF ONLER T, TF SRk, 1F fids
THEZREL, £OH% 1998 FFIC HREANTE 3 /NEE RS, 2008 4, 2013 I AEERIGFREA 2 IF
FLEEOBGET 21T > CE .

IF RO 258 2008 LAKE, IF (X PDF DB 7 —& & L TRHET 2 Z L8 RAIE 2oz, Zhic kv, ¥
MEOEBRUGTN S - I2GAICWET ORIT — & 2B L7z IF BRECHICRIEESND 2 & Loz,
BB O IF 1%, EEMLERBERRSHEAM (LT, PMDA) OEFHEKMEBRME DO -
(http://www.pmda.go.jp/PmdaSearch/iyakuSearch/) (ZTAB I TS, HFHEFETIE, 2009 4 L 0 HrE3E s
D IF DFERERFT2MEEE LT (M X Ba—T 4 — LRt Z%E L, fx O IF BNRASCEZ M5
THMIEMAGE®RE L CHEINEAL - ML TWD.

2019 F OIS CELHEH DL FIA DY, IF GL#lZH 2018 Ak S, Sk TERHERGORGERE
WARBLEENCRIT 24 A BT A v ) ICBET WM OT-0, ZOEHMERE L.

2. IF &1F

IF 13 A SCESEOEREMTEL, EM - BAMSOEREEHIC L > CHEEFICLER, EELO
EEEOT-ODOFER, TR O D OER, MAOZDOEH, EFRLOBEEHEROTZDOER, ¥
(7288 T DT OEWENRER SNICRE B2 ER O ESESFHE L LT, AWENTHREHEAREL,
SEFHRMAE 0 72 9 |2 2 5L I B iy D RUE R FE ST IRTEIZ o0 D AR FEITRR M ORI 2 (R L T 2 AT ERE) &
PrEfT SRS,

IF (CRE#T 2 B B EANE HIRSEARE L7z IF GRaiE I EIL L, — SO BISh 2 BR & KGR DO #iPH N O 15 )
MRLH ENS. 221, SERMEOMBESICED S O ROFIHHE A S 2S5 « HIWT « $R0 ~ & HES
IF OFEHEFHEL TR O20. S0z 5 L, RGN RSN IF X, FIHE B O - W - B
AT 5 E L bic, BERMZEETILDOEVIRBMEFFOZ L ZAMHRE LTV,

IF OEHIE 7 —Z 2 AR L L, RS CORARITVAE TR V.

3. IFOFAICHT->T

BHARD IF 1%, PMDA O EER I L 1 Wi R DO~ — DI HEIB T SR E STV D,

BRI TEEGA A Ea—T = LERROFHI & | (06> T IF ZAERL - 1232725, IF DRz
ByE z, ERBGICAE L TODHEHR IF MERREICFEH LR MEREIZ OV TITREE R D MR A~ A
VALV HAFEOBANEEZRESYE, IFOFAMEZ RSO LERDDH. F7o, BERWET S bl
M EOREESICET 2 FHICBE LT, IF A%ET S D EToMIE, REAEMRET 2GTHAEZ B 5
I L7 CEE, 5 WIERFEOEIE GG RIEME T — AT L0 EHMER ST 5 L &b, IF Offf
RIZ® Tz > TIE, ERORMTELZ PMDA O FE3E R ERESERIRROX— Y CTHR T OILERD H.




0¥, T IEM AL AYEDOHIREO S BEHE S TWA TV, BRG] < [XIL &SR, TXIL
EICEATAHEASIIEAREZ T TORWERNEEND ZE083H Y, TORV BT HFOEETRET
HD.

4. FAICKELTOBER

IF # HEEBICBOTRNT ZENRTERWVERMLEREE LTHEH L TWZE 20, IFIXHBEREDO
FEE AT T, YRZE IS ORGSR U IGE I D R ENER - 128695, EIRMEIEHEHO 0%
&R T D & DOALEDITIEAN, Fisk - RBEUITEES, EREREOMNE, AR OZEMEOMRIZE
T B EHEO IR EH AU E SR IIEENC T 204 KT 4, B a— K 47 - 7T 77 ¢ 25D
Kz —ERESZ T & 525700, BOEERIZMITEE T A K74 0 Tl, RAGRIESEGESN O HIEEICET 5
THEHAEIZ DN T, TIRBENEREFET LD ORDIISCTTI T EIFELZ IRV ESINTEY, MR
HEADA B2 —HLOEGHEREICRY, FIHEAONIF ONFEEREIELIRELDOTHD Z
LERBBL TENRITNIR L0, BIEAEN GG LN D IEROBFARIL A 38 L, E OF 8% Rk
&, ERBGICE T OEEMHEZHRT D 2 LITEERMOARB TH Y, IF 296 LT H 3G 2 B ICMiEdH
DHDIZ L TWZ&E 0,
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e A -1-
2. BUEL DVRIEZEHIEEME oo 1- VI. ®2% (ERALOZES) BT 5EAB
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I. BEEICBE¥ 5HA

I. iZICBH9 51EH

1. FAFROERE
AN TEE (WA T 7 TF =T~ A VB 1X, KA Boehringer Ingelheim 112 L ¥ Al X i
TR LA TH Y, ERER 5% %K Epidermal Growth Factor Receptor (EGFR) ®F 1 %
F—F¥ RAA D ATP G IHAREAT D 2 & T, Rl REERZ R~ T 5261 T05D, K
#1%, EGFR &[RRI ErbB 7 7 2 U —I(ZJ& 7 % HER2 I ONZ ErbB4 (22T, #ilaNT %5
— BRI D ATP S GEMIC AR AT 22 LIck Y, Fry X T—8D U Vb & @RI LE
T5,
FEAAE I ERERBL L T D EHEESND ErbB 7 7 2 U —IZ XD UV IVREE, R OHhE,
Bid, 7R =20l 2 - BBIcET 5, 777 F=71%, ErbB 77 X U —IZJ& T 5 EGFR,
HER2, ErbB3 KON ErbB4 IZ X W kS H T X TO~T 1 &KL ErbB3 ZBR< FE_&KICEL DT
By rFd TR0 VEMEICHE D V7P URERILET D 2 L THIEE R EZ R,
ARHNDOEIRBAF IS =Y v H—A TN DERASHIC L > Thta S, EREEREZ R L LI2E 1
FARCOR,  FE/INHIA T e Fe A et G & L7288 T MIBRRERBR M Tod, 240D OFER % 52 1 CTRBUE 72 [FEER
JL[FES T AREER SR (LUX-Lung 3 3Bk : 1200.32 3Bk) 2390 S 7z, 1200.32 #ERIL, ) MBIV
> EGFR &R T2 RIGVEIE MRS B8 A2 kIR L Uiz 1 IRIBH E LC, AHKl 40mg/ HAEE <X b L
¥t~ (PEM) +3 27 7F . (CDDP) Rz bkt L7-ilBRCTh 5, AHNToek FRE & ol L CTHRERHF
WA B EA R OER 278 Lz, 20 1200.32 RBROFERICHSE, KETIE 20134 7 Al
KB Iz, 202041 A £ TICKE, EUZIILHET 5 80 UL EOE & ik T EGFR & 12 551D
FE AR AT B (1 - ki Ko THRGRANE N R0 D) 1T 1KLL LUK I TV D, A
BWTIEL, 2012 4 11 A ICAFIORERFEAGEHFEZITVY, 2014 4F 1 HIC [ EGFR E{n T Z RGO F
ABE X IR IR/ IaigE | ok 2R3 L L CERRB SN, (VA MU 78 20mg, VA MU 7
30mg, A LU 78 40mg, A KV 7§ 50mg) D, 2023 4 3 AT, [EIHS, EREIRSEOMNE,
AR OV ORISR T 28 14 £H 2 THE 3 5 A 1O AETONTIITHEEY LAV UK
HIFIZETR L) & OFFEEMELHE,

2. HEOBERFHRY

(1) AAFNTHRGIOARAWE) ErbB 7 7 2 U —ERTH 5,

(2) EGFR TKI % & oL FRIERIER O EGFR BIn ARG (Exonl9 ORI [Del 19], Exon21
L858R 28 ¥L55) DI/ Nl fiti i B & et e & L 7= [ERS LA S 1T AH G PR AR (1200.32 38R) 128 ¢,
A MY 7 OB R R 111 VA Th o7,

31 H1E, EAO&ELGOERITHD,

(4) &4tk
- HERZEWERE LT, BEMEMZEER (1.83%), BEEO N (14.4%), HEOLFERE (16.6%), A4

(BEEEABR) , ITHERElE S (2.2%) , (DFEE (0.4%) , FEett IR AFIE (Toxic Epidermal Necrolysis :
TEN) (GHEARP), KERIEIRIERERE (Stevens-Johnson JEMERE) (BEEERE), ZIAIEE (BEEEARW),
THALE S (0.4%), W& MM (FEER), SR EEAH) R@EshTnd,



I. BEEICBE¥ 5HA

- ERBWEMIZES MRS - BOR B K ORLBEER S (55.5%), JNFHAZ (56.8%), FIGHEE (29.8%),
I (20.5%), £ OFEIE (19.2%), ZIERREER (13.1%), BEIE (10.0%), FH# (80.8%), HN
K (38.4%), Holy (17.9%), WM&t (17.0%), AEZR (12.2%), BABOE (20.5%), & (13.1%),
R D IIE (28.8%) , 157 (13.5%) , ITHEREMAME SR (AST, ALT L5A-%) (14.0%) , {KEH 2 (10.5%)
ThoT,

3. HmDRAIFHIFFE

BN AR

4. BIEFERICE L TRMT NS5
M L

5. RBEHKRVIRAE - EALOHREE
(1) REBEMH
RSN

(2) @ - EALDOFHREER
EARSNA

6. RMP O#i=
AR



. 4MRICBE9 %IEH

I. 2#ICET 5B

1. R34

(1) %1 % UA LU T®E 20mg
VA4 b U 7®8E 30mg
U4 b U 7®8E 40mg

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

Q) BMOER FRIRL

2. —f4
(1) 0 £ (@LE) TI7r7F=T~LAVEBE (JAN)
(2) * % (@n43%k)  Afatinib Maleate (JAN), afatinib (INN)
@) X T L (stem) F o —EEH], -tinib

3. BERANITRIER

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

4. PFRRUHF=E
S5F3 1 Ca4HosCIFN503 + 2C4H404
AFE : 718.08 (v LA VEEtE), 485.94 (7 U —1{K)

5. tZFa (fidi%x) XIEXE
(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%)  QB-N4-@7nmu-a-onrtar7=17)7{@B9- 4%V 7 -3 A N]FFiFF VY -6
AN (PAFNT I )T H-2-F I K LA VR (JAN)



. 4MRICEE9%IHH

6. EBRA%, A%, S,
Bi% = — I : BIBW 2992

ouji



0. A2 c B4 %A

. A3ADICEY $I1EHE

1. YEEEHHTE
(1 58 - 1R
AE~HB R OBR

(2) Bt
BRI 2 TR

IAYLN A AR 7 DR LR E
7K R IR
DAFIANLRF YR DA A
AR ) =) RRETFIT < W
% ) —)L (95) Wiz < v

A pH VB3 2 VAR EE

ESi TR
K 50 mg/mL LAk
pH 1 (0.1 M #if&) 50 mg/mL L E
pH 4 (Mcllvaine #EfEiR) 50 mg/mL 2L F
pH 7 (Mcllvaine #Z{E#E X 1% U o EEFREIK) 16 mg/mL L4 E
pH 11 (Sérensen #% %) 0.033 mg/mL

(3) B
FAXHEE 70% % 8 2 5 Bt TRy 2 WIN95,

4) g (DER), HBR, HESR
mhs - 173£7°C

(5) BRIGERIBETESR
pKa1=8.2%+0.1, pKa:=5.0£0.1

(6) HERREK
Log P=4.7 (pH9 VL), Log D=3.8 (pH 7.4)

(N ZDthdE%GRIENE
L7



. A 242 BE4 5 H

2. BMRDDEZRERTICETHREL

RBR DK RIS PRAT I AT B S

RBER) =F L R
IR TR R 25°C, 60%R.H. 24 71 A +T NI = AHTS I r— Y Bl L
+T7 7 A N—=KF A

R EARY =F L R

TR 40°C, 75%R.H. 6 A +TNAI = AET I r— Y A L
+7 7 A=K7 A
B 70°C 238 AT A () RDNERD BT
25°C, 60%R.H. 10 7 H HZ 2R (B SYRNERD Sl
oy P YT
. 40°C, 75%R.H. 10 & A 77 2N (BRRR) RIS BT
X)L
o i) 5000W + h/m? HZ AL SRR ST
(200~800nm)

3. B DERHRE TE!
TR e RE
TRAMRUL A~ b VIIE
Bk a~ 777 4 —

ERE

Wik a< 757 4 —



V. E&|IZBHd 5IEH

1. #lIfz
(1) HFIRORA

T4V ha— NEE

(2) HHEOHNERUMER

V. ®ANCBI9 5 HE

o4 U4 VU 78 20mg U4 Y 78 30mg U4 VU 7EE 40mg
bz Ha~b NI Eaean 7 | BEADO T (b a— MNE WHEBDT 4V ha— FE
SV a— N
T20
—] —=— —
[ERES ) 8.1lmm #9.1lmm #10.1lmm
JERSY ) 3.6mm ) 4.1mm ) 4.5mm
HX # 185mg ) 277mg #J 368mg
Q) FEAlO—F
i A bV 7§ 20mg U4 bV 78 30mg VA R YU 7€ 40mg
o — R 4 90 430 4 40
kST FEA HEA HEA
(4) EFIDOYHE
MM ER L
(5) it

L7




V. ®AFNZBEIF 5 HE

2. HAEIDHRK

(1) BERES GEHERS) DEERVHRMH

BREMAT AT, 7 a2 AKRE R
v, ATT VU~ TRV Y
L B Ao—R, vr/uad
—/L 400, LT 5 >, X7,
AU Y — | 80

Mot VA bV 78 20mg VA U 7§ 30mg VA VU 7 EE 40mg

R % T 77 F =T VA VBB | TV s F 2T A VB | T F =T~ LA R
29.56mg (777 F =74, LT | 44.34mg (777 F=7L LT | 59.12mg (777 F=7¢, LT
20mg) 30mg) 40mg)

wn HBEKFIY, fidtrn—2, | UK, fdtrn—X, BEEKS AR, JrARE R

vV, ATT VU~ TR UL, B o An—R, v /ad—

V400, BE{bFH Y, LT, HR2ETIAI=TAL—F,

AU YV L_— | 80

(2) BREFORE

L7

3. RTBRRDEARUVERE

AR OANA

4. A
L

5. IBAY DRIBEMED & 5 3
SR B RENAE R B O RAEA ANR AT 5 TTREVE DS 8 5




Iv. ®EIZBE A

HEDFREHTICHETIREN.

HBR DR PRAF St PRAFHIM RAFFERE R
i PTP+ #zIg5 +
EWR RS 25°C, 60%R.H. 36 7 H b7 L
T n—Eik
) PTP+ Rz p5H +
SRR 40°C, 75%R.H. 6 H Bl L
T en—pik
TR 50C 8 |7 A (FBR) b7 L
25°C, 60%R.H. 8 i W H T 2 () 7L
- 30°C, 75%R.H. 8 i weaH T 2 BIRR) | KOBEREI L 2o
i
i ‘ Ky, SRR B &
SR 40°C, 75%R.H. 8 i W H T 2 ()
L ISy
1.2x106 lux ‘h HZ A b7 L
Xt/
)t -_ 200W -+ h/m?
hisZp 75l 7
S PTP b7z L
<H#E>

(R D22 E ]

AF 20mg $E K Y 50mg $E4% 1 882 FHF 4 55°CITHIE L 727K 20mL (2 A, 10 2y f#E#: L Tk T8
% HAlE S TRTZIBBIRIC O &, |IRC 1RFMME Lz L &, SRICEMITALNT, AR DH
MHFRO BRI o7 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

SAELERVBREDOREN
3 LA

MpFlE DERATE (MELEMEL)
LR L

gl
H Ria HEERTE S RAEIC L 0 BRE1T 9,
e Tk k7 a~ 777 4 —



V. ®AFNZBEIF 5 HE

10. &as - 2
() ERNBELRE - 0%
LR L

2) a%
<VA U 7§E 20mg>

NENRH®RGRSR - ARICET SFR

14 82 [782 (PTP) X2 (HAIAY)]

<TA MV 75 30mg>

14 82 [782 (PTP) X2 (HfpAIAY)]

<TA MV 75 40mg>

14 82 [782 (PTP) X2 (HfpAIAY)]

Q) FREE
L7

4) REOME

PTP v — b+ : RV b= VRV E=UF 2, TAI=U A

T =7 AT —AdE

1. HRRESHhLIEME

EARRANA

12. £ Dtk
L7

_10_



V. i8I 5HA

V. AEIZET 5IEH

1.

DX (TZNER

4 EEREHE
FGFRE (T RSO F AR I ERIE/ RIS

(i)

EGFR &5 1725 S 5PE O FE Nt b |2 o3 2 AFI OB ZEIE, 9 TIB/IV #H1o> EGFR TKI % &
THLERIEARIAIR D EGFR & 128 B O THE NSCLC B % 514 & 9~ 2 [EFE I [F 55 T AH E AR
Bk 2 (1200.32 fER) THETSHZ, TORRK, AFNTFRBE O 1 RIGRIZENT, EEEERIEDO
A RLFt R LT, PEM)+> 275 F > (LR, CDDP) ff FREERE & Holis U C B8 A 77 1R (PFS)
DOEMNEDSHEES L7z (N — RE 0.58, 95% 1 #EIX[H 1 0.43-0.78, p fi=0.0004,

WlEN e 7 Z o 7 E) . £z, ARRBITEAAHIE (LUF, 0S) ofHiliz e A& LCRME, 5
i S 72 b D TIXZRNA, AFIE 513 CDDP/PEM # 5-8% & it L T OS 2395 BT D B L7 d
ST, BIRFHEIEE TH 5 2EFHE (0S) (2013411 A 14 BT —4h v b4 7)) OFREIE, K
FEET 28.2 7 H, PEM+CDDP #£ T 28.2 # H Th o7z (/¥ — R 0.88, 95%(5#H X[ : 0.66-1.17),
723, EGFR TKI % & 0 b PERERIE O EGFR BAR 128 B W5ME O FAN A RE X B8 FE/ NI A e
BN D AFN DA DIETHERR S TR,

- MEEX IR ICEET HEE

5. MEEXIHMRICHEET TR

5.1 EGFR a7t ERMREL T 52 &, EGFR #a1TEBRRAFOWMNEEZED T, KilE L
LB, BARMEEED [MEZRIA K74 v ZORFOERESEIITH Z L,

5.2 AANOWEMBMEFHIE 1T 2 BRI L Ty,

5.3 MAALTFIEREEFIZOWT, TITRERRAGRE] OHOWNEZ I L, AR OAF MR L%+
PR L7 ECHEISEEDOBRREITO 2 &,

(figt)

5.1 DR
AANL, EGFR B TERMEZFML, Btk BB SN2 BEICEET 52 L, RIERRD
W#E T EGFR I T AEREDOWEN TERWIBEIZBWT Y, EGFRBIn ARG BE NG
FNDARBMHEIIBE TE RN s, BHAMEFSD [MEZEITA RT A4 ) FDOERMO
BMESE L LIIBRERE R 5 2 &,

5.2 O
ARHFN O ENATEHFERIZHR M L 72 & RO I E NN I8 CIE NIt s B35 1253 2 g
B E & U COFER L2 ZRFTT 5 7o DI FEM L7 BRRBILE vy
ZENnD, RFIZBWTARINTWDREMERZSG (F7 4 F=7, =ruF=71FRE) O
fEH EOEEHBEIC L TRE LT,

.11.




V. i8I 5HA

5.3 DR
EGFR TKI % & el A FRERLRIR TR 2 AH DA M % kst U 72 g 55 TIb/ITT AR B R SRR A
# (LUX-Lung 1 #882:1200.23 i82) 9 Tix, 2AEFMBOERE 2RO RN 2 b, KA
DENER PLZ RV OWTHZIZEREL, VAT - XXT v a5 F 2 TS EF ORI
ZEEITITY Z &,

3. BERUVA=E

(1) AZERUVHEEDMR:R

6. FiZRUAE

WHE., RAIET 77 F=7L L T1 A 1M 40mg #ZZERICR OGS 5, 2B, BEOREICLY
WEHEET 525, 1 H 1[H 50mg £ THETX 5,

BRICAAZHRE LIZGE, Crax KPAUC DIETARBD SN TS Z Lnb, ZEfERRE L L (V.
4. MHELOHBEICEET SRR, 7.3 OfFHZMR),

(2) BERUVAZEOHERE - 1R
WESLNEE 1T AEERR SR (1200.22 3BR) OFEEND, 1 RIBRIZE T 2 A OBLEME - H&EIZ 1 A 1[E
40mg & L7, —J, 777 F =7 OMmBETREOEKREZENITIRE VO TIAEMEIZESWTE % D%
BR&ZHRET 52 EREE LV, [EERILE S I AR RER (1200.32 3UR) 128V C, 40mg/H % BA%A
G - HEE LCHRE LGS, 61 a—R BT 2ARMIRENTERE (TR, KEHEEOFES
RROKER OFBL, & 5T Grade 2 UL EDORIREABRAGE CTERWEEFEEFZORELN L) (2o
TiE, FH2a3—AXV 50mg/HIZHEET S 2 ERBEI N TV,
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V. i8I 5HA

4. RERUVREICEET HEE

1. RERUARICEEY 518

11 BUEMARBL LS A, R, BEESISU T, UTOEELEE L, RE, HELPIET 5
z&,

RIfER D7 L — KD RS R OV R v
7 L—K1XE2 [F] — 4 - 18 & ke
7 L— R 2 GERD AT ? UTERT | R Z L— R 1 LU FICEE T 5 £ ThRES 5, mEH%
ERVES) BHLIEZL—R3LLE | IIRIERTOR G EH D 10mg A L CTHB$ 559 4,
¥ 1) 71— FiZ NCI-CTCAE 3.0 fitiz & %,
¥ 2) 48 WA 2 5 PRI 7 HIW &2 2 2 K E
#3) 1 H 1[0 20mg %5 CERMENRRDO LNR2WEAE, RSP IEEZEBETDHZ L,
H4) —HREE LRI, HEEIThRn &,
7.21 H 117 40mg T 3 WML EFG L, TR, BEES. DARKOZOMD 7 L— R 2 L EORIER
DD BN AIE 1T H 1 [ 50mg IZHE L TH LV,
1.3 BRBRICAF ZEE LI25E . Coax KOVAUC MET T2 L O@ENH D, BREOREBLBT D0
HO 1R DA% 3R TOMOMRMAILEET 5 Z &, [16.2.1 B /E]
1.4 O FUEIEEERA] & OISOV T, AR O EMEIEHENL LT,

(fig#t)

7.1 DR
FEIRSIEFSE T AHERIRASR (1200.32 3Bk) TiE, JERAFRRAN XIIAR TE RV EFRNGE
D HNTEAC, KAl Z 10mg T OET 5 2 & THEBEOIAMEERKIRICEDOND L),
FEAG) 72 R R E 2 3 T T, Z ORGSR, #5-HIkF] ORAIRE 10.0%, xtHERE 15.83%) &7
<Pz bNIzl=, KFBGBREOFERGT, WEILECI S B b PR, KOsy
FERRI 72 SCRRFRIEIC L D EBREECTH Y, BRMA RSO TV AR BEfichiz» T
BAiETEDLEZOND, TNOLOFERICHESE, FER « TIEES I URE, X
IEH D HEEZ R T T,

7.2 O
I ARRBRORRND, 777 F =7 OmEPREOHEEMEBIIRE WV EAMRINTE
v, 40mg/H AZ Bt - HE L LTEEG LSS, B 1 2—RCB T 2BFEREmWEE (F
i, FERIEDOAERFG L ORIERORSL, 55T Grade 2 L EORFERMEN G ETE Ao
BERERROFBIN2VES) TiF, EEEFSE I HERRR (1200.32 38) 2B\, #1
I—RIBTHEEMENTREINTEREOHEEZRTI—ALY 50mg/HIZHET S ER3H 60
COIRBRERFHEEFICRE SN TEY, 7.0% (16/229) OEFEH 50mg/H (IZ#H& L (HAAIX
BENTWRWRET VT AN 24 %25T), 2hbOBETORRMEICKE RMEITRS btk
Mol

-13-



V. i8I 5HA

7.3 O
BREIT 77 F =7 ORBEEIZEEL, GENEREREDOT 77 F =7 Cnax X AUCo-.,D
ST MY, ZEfERE L b L CZENEN 50%, 39%IE T L7z, S DICAR%KEG I T 77T
=7 OWIGEIEAGED S, Fem AR R ERER ] (tna) HOREIXIAEIER L, B%ES
6.9 WK L CEIEReR G- 3.0 FEEl CTh o7, DX D RBEFICL HBEOIKTIX, HEDOH
IT A K OV THL FHERER TR D e 7 — & 2 0FE U2 RHEM S EREAT IS B W CHRB ST,
LI EDFE RN, KA EEOEBELRET D12 0RFED 1 BRI D &% 3 £ TOR DK
MRS, ZEERCROEES T2 L LT,

7.4 OFEFR
L OPUEMEREL A & OO SOWT, AR L LRMEITHESL L TV oot L7z,

_14_



V. i8I 5HA

5. BRERAHR

(1) BRERT—21\v7r—o

BRIR T — & 73y or — 1308 TR~ T AHORGIRRER 54 SRR H 720,

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

A IE DERRT — 2 /8 r—

ZD ) BLEMEDRET — X X

R4

i

S V. BLIE) = A . S Zh
(E4) (%H42) HEHNDO R - HE TYHAL - BRUE | Aot
&% T/T1 A8
(FEAERIERE T R
1200.33 3B | b B, XU gﬂ 20 10, Some ®) > | s 5
(AA) (S s A @; Ep ’ B, JEE BB
SEEAT S I A R =
#)
E R
1200.22 3B (EGFRE AR EA | AH| 40 X 50mg (po), EI AV N (@ s o
B, KE) | 7% EGFRTKI RS |1 H 1[FEEA AR ER
DI/ ISR T R B3
. AN b /jﬁ< =Y N =y <J“
(Bt | (POPRRETEREA | porp00mome Gv) + 7 > 2 MERIR ©
ERAYIAES R S ABE S . I E MR
25 1 [E) I s £ CDDP 75mg/m? (iv)
AR 1A H/BIEYA 2
532352,%/ % TTb/TIT i K7 50mg (po), 1 H 1EGH | 53 ¥ AMEF 5%
%AI’J’ 15 % (EGFR TKI BEJEE D AXTHE _EHEHRR ©
E) NN ) | 7T A 1B 1EEH 3
1200.42 5k & 111 4B
(FA>, KE (EGFR TKI BEJEE D . 2 MEIEEH
Bair o3 | A A e g | 0 o0me (po), TH LEGER | o O
ES) JEHE)

© : FmEsl, O : =& ar
TKI : Fues %t —EHEHK, PEM: XX L%t F, CDDP: A7 FF
¥ 7 U MEFTOARA] 50mg #5-FFT— & ZfRAT L7z

E) AFloOERESNZHE - HE @Y, RAQET7 77 F=7 & LT1H1E40mg % 22 g1 % 0 &%
3%, 728, BEOREICXVEEEFT 52, 1H1A50mgE THETX 5,
V-3. HIEROHE] &8

-15-




V. i8I 5HA

(2) ERPERZIEFER

DRKMERRBR

<HARNIZBT D e >
[EIPNES D/IL FR RS ASRABR © (1200.33 3RR) 55 LAY 9

AT A v
PO S
& b 5k
Al E A
OB ORE R

Ll AL, FEER, iR, s aER

HEAT IR/ B f o 12 41

77y F=7&1LT20, 40, 50mg/H % 1 H 1 [Al# B O E5-

EEhe, AEFS (CTCAE 3.0 it CTRkl), FEEHE/ MR (RECIST 1.0 it TREAL)
50mg ¢ 5Bl 6 B 8 Bl I EMIBREEME (DLT) A%H L7-, ZONFRIL Grade 3 O
FIEORIE, Grade 3 O/NEZ, Grade 3 D FHITHY, ¥ 1 =—A (dayl~31) TOD
DLT BN 16l L& 33% Rl CTh o722 &onh, KKiitE (MTD) X 50mg ([ZRE L7,

E) AFloOERBESNZHE - HE @Y, RAKET7 77 F=7 & LT1H1E40mg % 22 g1 % 0 &%

595,

7k, BEORREIC XV EEET 525, 1H1E50mgE THETE 5,

'V-3. ML O E] ]

<HENZBT B ki >
1SS TR RGBS (1200.3 3ABR) »

RERT A
ES R Es
P30 - W
& 5 J7 ik
R TN E

OB R

ZiexILE, JEERE, FERHE, T R

e (2 ik

AEVEE O R 53

77 7F=7&L1L7T10, 20, 30, 40, 50mg/H% 1 H 1 [EEHKE OIS

FEFHMIEE ; FEKmtaE (MTD), fAEFF4: (CTCAE 3.0 it CTHHm)

RIVGGHIEH ; e, A A~ —h—0%qk, EEHEIE (RECIST TN, 3K
BB KT T REORE

#1a—2A (dayl~28) IZBWWCHESIRENME (DLT) 2% 3 fil%3L L7z, £ DOWNRIE 30mg

Be GREOMWLREE 1 6, 40mg BGEEORZ 1 41, 50mg HH5HEO SIEREER 1 #ITH

D, AHlEZ1H 1EREHKRAFKEGT 25550 MTD 1E 50mg/H & RE LT,

i

\

) AFIOAGR SN - BE @, RAKIET 77 F =7 ¢ LTLH1E40mg % Z2iEHF 2 #% 0 #%

59 %,

7ok, BEORREICL Y EEHEET 52, 1H1FR50mgE THEETEX 5,

'V-3. FiER O & 2R

_16_



V. i8I 5HA

2) QT Mt
<SHMELNICI T B RlE >
eSS 1 ARIE B B ARE (1200.24 7ER) ©

RERT A v FEERH, BB

E 0 e S|

*P B BE L MO EEA M E R B 60

B L5 Hik: 7775 =7L1LThs0mg/H%A 1 H 1[FHEHKORS

FF G E OB EEEHMEEAE ; QTeF MR (Fridericia 22 X 2 i iE%)

BIGEMGTE B ; RpEfE, QTcF, QT, DA%k, WE7 QT R, DMEICBId 5%k <
T A =%, GEFFG (CTCAE 3.0 i)t THH)

ABAE R N—RAT 4 & Day 1l (HEHS) XL Day 14 (ERIRIE) & OMIZ, HEZ QTcF
MR OIER bR b RS o7z, QTeF RO X—A2F A1 726 Day 1 Xid Day 14
FTOEHEEITN TSNS (EREI-1.0, -0.3ms), Ml 90%EH XD I
FRAEIE 10ms Z 32 FEl-7- (£HF40 0.2, 2.3ms),

) AERIERRER
<HARANIZBUT 2 g >
[EINZE DI FREG AR ARER © (1200.33 585#%) 4 11 ARER)
BT A v FEEM, IR
xb G B ALTERIEBERE (1 FEOUT 2 FEOMREFEE b RE 1 FEIE Y7 7 Al — )
KO 12 #ELL B EGFR TKI 1 X 2 1RIRICRIG & e - 72 83) oy TIIB ) 3% IV
DI N R £ 62 4
B h 77y F=THBAEE L C50mg/HE 1 H 1 [EREAZOES
RF A SH A REEEHEIE A SN (RECIST 1.0 i CRH)
BIREHIERE ; 5% = b o—/L= (RECIST 1.0 it CiFAl), Z2hE TOREM, =4
IR, sk = > b e — VIR, S AR TR (PFS) , &24E1F 1 (0S),
EGFR }. % Kras a1 ZE R ORI, HpBiie, Zatt
OB R R EERHMEEE ORI 8.2% (5/61 f), RIKEIHEIEH © PFS HREix 4.4 1 H (LA
B, SEHIEER B S ORHE), OS FMEIE 19.0 B H Th - 7=, BIFEAIX 100.0% (62/62
B) IZFRD B, FBLE 50%LL EOFIWER & LT TH (100.0%), 32/ (91.9%),
A% (83.9%), MO (69.4%), EAEIE (54.8%) M bill,
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V. i8I 5HA

<HME NI D ks >
MEANER 11 MR BRR SRR AR (1200.22 38R) ®
REBETHA v T X b, BRBENRER
E i} DB, KE
X &R E B EGFR 5T O Exonl8~21 [TIHMALZEREZA L, H oMl EN gk
1 LYAVTRERIRE o7z, XUT 1 WiIBH QMG E AL HRIE ORI DS 720 i
1B #1 % U < (XIVHI o fifi e k2 129 4
B HE F BTy =7 MAES LT 40mg Xtk 50mg/E & 1 B 1 Eh#E AR OKEE
AF M EOH c EEEHMEEA ; SR (RECIST 1.0 iCCHREAR)
BIRGTEAMIE B ;%8 = > b m— L3R (RECIST 1.0 fiRCHEAM), 28580 % ToMIM, Z2hHiR,
AT (PFS), 2/EF IR (0S), 3mBEhig, 24 (CTCAE 3.0
JfCEEAM)
OB A R RERHMEER ORRIT 61.2% (79/129 ) TH Y, BIREHEEE o PFS i 10.1
A3, OS HRfilE 24.8 W H Th o7z, BIEMIE 99.2% (128/129 i) (258 by, FEH
F50%L EOREWER & LCTTH (94.6%), FE/ISIE (93.0%), NOEE (84.5%), HWN
% (80.6%), & IFEIE (56.6%) M3FRD BT,

(4) HREEREIER
1) BMERRIEAR
[EIBRIL A5 T AR ES PR ARBRARE (1200.32 3XER) 2
RBRT YA v EHESHERILRE, FER, 7o F oMb (2: 1), FEERTRR, 2 BRI TRER] bk
F oM E: BAR, & WME vL—v7, 740y, B, A, A=A F7V7, A=AV
T, NFX—, TITUR, RAY, NCTY—, TANVFT R, AZV7T, V—<=7T,
nyT, UIIAF, EE, hFE, KEH, TALBUFL, IV, FU, ~Ub— (LU
25 A1[H)
% % B ¥ EGFR TKI %2 & To{b 2 HIERIAR O EGFR W {s 178 B (Exon19 O K KZEH (Del19),
Exon21 @ L858R 2 525%) , 7> ] TIIB B & L < 1RV 0 FE/INil e Jifi e e 345 441 (H
AN 83 fil &)
B 5 5 W RKRIEE (28041)), 777 F=T7BMEHESL L T40mg/HAE 1 H 1 EEHKAEE
NRAPLFE R+ AT TF R (115 4)), 42— AD dayl 1234 kL& R 500mg/m?
R EER, VAT T T Thmg/m? A RERRE, 1 72— A% 21 A E LTHRAK 6 72—
AFETHE
FE A TE OB EERHMEEAE ; EREAEWE (PFS) (RECIST 1.1 il CREAM)
RIREEME B 5 BESHE/ 2R (RECIST 1.1 fiUCRIAM), 2820 E COMIM, RRhHIME, R
2y fhr—/LE (RECIST 1.1 MU CREAM), WEh= s e — L i, 24~F
Wi (0S), el QOL, #4Ehfe, Z4at: (CTCAE 3.0 it CREAM)
FROBR RS R ARG 345 B pE Z DL FICoR T (BIAAH EIEAK] 40mg © 1 H 1 [EES, Al
SHIEZEB ORI ESL<),
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V. IGRICET 5 A

FHFAMLE B T 2 MAHERB 2 OIS < PFS OFRfEIL, AFBET 1114 H, <A FLFE
R+ 2775 (PEM+CDDP) BT 6.9 7 HTHY, AAI#ED PFS i PEM+CDDP #f & ki L T
HEIHER L7z (O — KRR 0.58, 95%(5 #H X [ : 0.43—0.78, p fE=0.0004, W{HIERI 2 7 F > 7 BRIE).,

F72, EGFR #inZEROFME (Del 19, L858R, T dfth) BINZ L HERAEFIMAT OFERIL, FROL

BYTHotz,
1.0 4+
El
N )
3 .
0.8 \ h_&t
‘R'-\ : _;3..._
% e tl _“_1"\
b= A \
% 0.6 "t b
4 - Ty 465%
ﬁ \j— e
& \ F T &
s R L
L X
1 220% ; S
0.2 ”_r% k
: —t ] ey e
: L
! }
C Q T T T 1 T T : T
0 3 6 9 12 15 8 21 24 27
isk £t ED)
B 230 180 151 120 77 50 31 10 3 0
SDDP & : 115 72 41 21 1 7 3 2 0 0
MEpE AR A7 O Kaplan-Meier fh#R
EGFRERFEBEOFIENIC X HPFS (hofil) oftR
EGFRE(R 7755 AR PEM+CDDP#: | ~¥'— Rt |  95%(EHE X[
Del 19 13.77H (n=113) | 5.6 H (n=57) 0.28 0.18—0.44
L858R 10.87 H (n=91) 8.1#47 H (n=47) 0.73 0.46—1.17
Z D, 2.8 H (n=26) 9947 A (n=11) 1.89 0.84—4.28

RIGEHIIE H CTod 2 REFHH (0S) (20131F11 AU4HT —F Uy M4 7) O R{EIT,

# H, PEM+CDDPEET28.24 H ThH o7z (NP— FE0.88, 95%EHHXM : 0.66-1.17),

_19_
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V. i8I 5HA

<RI >
2013411 H 14 BT —% I v bA 728 2 &G HIEFIZ 4 b U 78 209 5], PEM+CDDP #f 115 T
HY, ZO)BLBIBFKFIEMRILTA MY TR 78.0% (163/209 f5l), PEM+CDDP #f 85.2% (98/115 fi) T
L7z, ¥£7z, EGFR TKI |Z X 5 %IGREMFEIT A Y 7#E 39.7% (83/209 #4]), PEM+CDDP #f 70.4%
(817115 f5) TL 7=,

Be G-l o%IEE (2018411 H 14 BT —X% 1> bA7)

AFHHE PEM+ CDDP ##
(n=230) (n=115)
e 5 H 151 209 (100.0%) 115 (100.0%)
BRI FEHB] 46 (22.0%) 17 (14.8%)
14 1R S ft 5] 163 (78.0%) 98 (85.2%)

PUBMERESANIC X D iR

159 (76.1%)

98 (85.2%)

feseiRis (F B EREN— X O &5)

144 (68.9%)

54 (47.0%)

7' FFHHI N — 2

113 (54.1%)

18 (15.7%)

b 76 (36.4%) 42 (36.5%)
75 FF HH| N — 2 +Bev 26 (12.4%) 0 (0.0%)
O OfF S 7 (3.3%) 6 (5.2%)
Eh# 5+Bev 5 (2.4%) 2 (1.7%)
EGFR TKI 83 (39.7%) 81 (70.4%)
T F = TR 65 (31.1%) 53 (46.1%)
T4 F=T 30 (14.4%) 46 (40.0%)
AR T 2 (1.0%) 9 (7.8%)
Z DA 7 (3.3%) 5 (4.3%)
EGFR TKI % & et i 5- 6 (2.9%) 11 (9.6%)
T F =TI+ 5 (2.4%) 8 (7.0%)
FI74F=T+ 1 (0.5%) 3 (2.6%)
DAY T+ 0 (0.0%) 2 (1.7%)
TR 36 (17.2%) 24 (20.9%)

EGFR TKI : ERERERTREET v X7 —EHEA], Bev: "NV Av7 (B THBZ)

_20_
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V. i8I 5HA

WREV TN TRIR 5% BEORIEN (RAIRE) GEEHIRSE (S0C) KUHEAFE (PT))

AFIEE (229 6)

BlfEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4

2RIEM 228 (99.6) 25 (10.9) 91 (39.7) 104 (45.4) 4 (1.7)
JRYRER X OV A BiE 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
EEIPS 12 (5.2) 6 (2.6) 6 (2.6) 0 (0.0) 0 (0.0)
(IR AOVINPATN & 14 (6.1) 5 (2.2) 6 (2.6) 3 (1.3) 0 (0.0
2 if 7 (3.1 2 (0.9 4 (1.7 1 (0.4) 0 (0.0)
H if BRI E 4 (1.7 1 (0.4) 2 (0.9 1 (0.4) 0 (0.0)
i FRER IR i 2 (0.9 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0)
M/ SR SE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R OV e 62 (27.1) 35 (15.3) 11 (4.8) 13 (5.7) 3 (1.3
BARR 47 (20.5) 28 (12.2) 12 (5.2) 7 (3.1 0 (0.0)
BB U v A iE 13 (5.7) 6 (2.6) 1 (0.4) 3 (1.3) 3 (1.3)
e B 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 E 43 (18.8) 39 (17.0) 4 (1.7) 0 (0.0) 0 (0.0
R 2 15 (6.6) 12 (5.2) 3 (1.3 0 (0.0) 0 (0.0)
BIEPR 11 (4.8 11 (4.8) 0 (0.0 0 (0.0) 0 (0.0)
FEMED F 10 (4.4) 10 (4.4) 0 (0.0 0 (0.0) 0 (0.0)
ARp=E 52 (22.7) 32 (14.0) 19 (8.3) 1 (0.4) 0 (0.0)
fE RS 19 (8.3) 10 (4.4) 9 (3.9 0 (0.0) 0 (0.0)
Mg, MsT K OVRERR R 77 (33.6) 64 (27.9) 9 (3.9 2 (0.9 0 (0.0
2 im 30 (13.1) 29 (12.7) 1 (0.4 0 (0.0) 0 (0.0)
BLDRIE 12 (5.2) 8 (3.5) 4 (1.7) 0 (0.0) 0 (0.0)
LoD 1 (0.4) 1 (0.4) 0 (0.0 0 (0.0) 0 (0.0)

T I 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)
AN 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
AE% 28 (12.2) 17 (7.4) 11 (4.8 0 (0.0) 0 (0.0)

F e PNIB B T Ak 21 (9.2) 12 (5.2) 7 (3.1) 2 (0.9 0 (0.0)
(T 6 (2.6) 4 (1.7 2 (0.9) 0 (0.0) 0 (0.0)
B2 Je OVRE T EL kB 7 210 (91.7) 66 (28.8) 102 (44.5) 42 (18.3) 0 (0.0)
SIS 141 (61.6) 45 (19.7) 66 (28.8) 30 (13.1) 0 (0.0)
B2 e L 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
% ) FERE 43 (18.8) 24 (10.5) 18 (7.9) 1 (0.4) 0 (0.0
SUERRR S 2% 32 (14.0) 20 (8.7) 10 (4.4) 2 (0.9 0 (0.0
Jih i 23 (10.0) 23 (10.0) 0 (0.0 0 (0.0) 0 (0.0
;i%%\%ﬁﬂxéﬁ@‘ 15 (6.6) 8 (3.5) 4 (1.7) 3 (1.3) 0 (0.0
SO fEE 12 (5.2) 8 (3.5) 3 (1.3 1 (0.4) 0 (0.0)
B & HI 12 (5.2) 8 (3.5) 4 (1.7) 0 (0.0) 0 (0.0)
B s 12 (5.2) 6 (2.6) 6 (2.6) 0 (0.0) 0 (0.0)
%'ésf'&%&m&gﬁw@ 113 (49.3) 76 (33.2) 26 (11.4) 10 (4.4) 0 (0.0)
KD S 66 (28.8) 45 (19.7) 14 (6.1) 7 (8.1 0 (0.0)
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V. i8I 5HA

o AHFIFE (229 H1)

4= Grade Grade 1 Grade 2 Grade 3 Grade 4

W57 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)
&) RE 9 (3.9) 6 (2.6) 2 (0.9 1 (0.4) 0 (0.0
A 4 (1.7 4 (1.7 0 (0.0) 0 (0.0) 0 (0.0)
(VR 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
R R AR AT 52 (22.7) 21 (9.2) 25 (10.9) 5 (2.2) 1 (0.4)
{RE WD 24 (10.5) 10 (4.4) 14 (6.1) 0 (0.0) 0 (0.0)
Zi%%;u‘ SPTEAT 0 (g 10 (4.4) 6 (2.6) 1 (0.4) 0 (0.0)
ii;\z::ﬁégb‘u/ 7 12 (5.2 5 (2.2 6 (2.6) 1 (0.9 0 (0.0
~E 7 a e R 3 (1.3) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0)
ez V7 g =88 2 (0.9 2 (0.9 0 (0.0 0 (0.0) 0 (0.0)
L HEREQR D 1 (0.4) 0 (0.0) 0 (0.0) 1 (0.4) 0 (0.0)

_22_
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V. i8I 5HA

MHENT I CTHELER 5%EORITEH (PEM+CDDP #) @RERIKRSHE (SOC) KUHEAFE (PT))

PEM+CDDP # (111 #i)

AlfEH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4

2RITEM 106 (95.5) 16 (14.4) 37 (33.3) 45 (40.5) 8 (7.2)
JBEYRIE B OV 2B 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)
EEIPS 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
MR ONY 2R bEE 55 (49.5) 8 (7.2) 20 (18.0) 21 (18.9) 6 (5.4)
2 if 31 (27.9) 7 (6.3) 17 (15.3) 5 (4.5) 2 (1.8
5 if BRIe A E 21 (18.9) 3 2.7 9 (8.1) 9 (8.1) 0 (0.0)

A FRER IR i 35 (31.5) 5 (4.5) 10 (9.0) 17 (15.3) 3 2.7
M/ SR SE 9 (8.1) 5 (4.5) 2 (1.8 1 (0.9) 1 (0.9)
R OV e 63 (56.8) 37 (33.3) 18 (16.2) 8 (7.2) 0 (0.0
BARE 59 (53.2) 36 (32.4) 20 (18.0) 3 (2.7 0 (0.0
BB U v A fiE 2 (1.8) 1 (0.9 0 (0.0 1 (0.9) 0 (0.0)
e B 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)
PSR REE 37 (33.3) 32 (28.8) 4 (3.6) 0 (0.0) 1 (0.9
TR 2 9 (8.1) 9 (8.1) 0 (0.0 0 (0.0) 0 (0.0)
SEYR 10 (9.0) 10 (9.0) 0 (0.0 0 (0.0 0 (0.0)
FEED 8 (7.2) 7 (6.3) 1 (0.9 0 (0.0 0 (0.0)
AR P 6 (5.4) 5 (4.5) 1 (0.9) 0 (0.0) 0 (0.0)
fE RS 1 (0.9 0 (0.0) 1 (0.9 0 (0.0 0 (0.0)
Mg, MsT K OVERR R 18 (16.2) 11 (9.9) 6 (5.4) 1 (0.9) 0 (0.0
i 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)
P 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)
CTIN 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
HIER 1 (0.9 1 (0.9 0 (0.0 0 (0.0 0 (0.0)

F e PNTB B T Ak 2 (1.8) 2 (1.8) 0 (0.0 0 (0.0 0 (0.0)
R 21 (18.9) 18 (16.2) 3 2.7 0 (0.0) 0 (0.0)
B2 Je OVRE T EL kB 7 30 (27.0) 25 (22.5) 5 (4.5) 0 (0.0) 0 (0.0)
SIS 7 (6.3) 5 (4.5) 2 (1.8 0 (0.0) 0 (0.0)
B Rz s 2 (1.8) 1 (0.9 1 (0.9) 0 (0.0) 0 (0.0)
g 0 (0.0 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
% ) FERE 1 (0.9) 1 (0.9 0 (0.0 0 (0.0) 0 (0.0)
SUERRR S % 0 (0.0 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
Jih i 19 (17.1) 18 (16.2) 1 (0.9 0 (0.0 0 (0.0)
gﬁ%ﬁg%ﬁﬂﬁxéﬁﬁ 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0
JNOREE 0 (0.0 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
B & HI 0 (0.0 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
B s 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
%'égﬁﬁ%&oﬁgﬁm@ 64 (57.7) 34 (30.6) 16 (14.4) 14 (12.6) 0 (0.0)
KD i 5 (4.5) 5 (4.5) 0 (0.0 0 (0.0 0 (0.0)
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V. i8I 5HA

PEM+CDDP # (111 #i)

BIEH —

4 Grade Grade 1 Grade 2 Grade 3 Grade 4

9% 57 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)
I E 13 (11.7) 5 (4.5) 4 (3.6) 4 (3.6) 0 (0.0)
TEIE 8 (7.2) 8 (7.2) 0 (0.0 0 (0.0) 0 (0.0)
T RN RS 6 (5.4) 5 (4.5) 0 (0.0 1 (0.9) 0 (0.0)
HRRAR AT 43 (38.7) 11 (9.9) 21 (18.9) 10 (9.0) 1 (0.9
R 10 (9.0) 4 (3.6) 6 (5.4) 0 (0.0) 0 (0.0)
e R72270 0 5 o) 1 0.9 2 (1.9 0 (0.0 0 (0.0
[Soiing TN BN CE 1 0.9 0 (0.0 1 0.9 0 (0.0
~NE S0 e D 12 (10.8) 2 (1.8) 7 (6.3) 2 (1.8 1 (0.9
27 b7 = Hn 10 (9.0) 6 (5.4) 4 (3.6) 0 (0.0) 0 (0.0)
i P ER RIS 8 (7.2) 2 (1.8) 2 (1.8) 4 (3.6) 0 (0.0)
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AR E TOBERE, RBUEHIER (FEBLE%)

Grade : CTCAE 3.0 i




V. i8I 5HA

<HE NI B ks >
WEFh 5 TIb/IIL ARG AR B ARE  (1200.23 7ER) 3
RETFY A v - CEHER, T AMb, 7T AR R
ESSN ] KE, Ny, hE, FE, E8E, U R—L, B, A4, AFX¥— TR, A
BT, FAFK, BE, ALy, HFF Lk 15 BE)
* G HBOFE ARHEREREARR (1 FUE U 2 FE MG EM LR (1 I T T AR — R)
EON12 BRI Eo EGFR TKI 12 X AIBHEIC ARG & oo - B3 ofFE# TIIB #1313 IV #]
D FE/INHRE AT s RS 585 45
B 5 05 ARFI+BSCHEE (39041) ; 77 7 F=7BMEHEL LT50mg/H%A 1 H 1 [ah#EH & DO #&5
FZ7 v AR+BSCHE (19541) ; I AR%Z 10 1EEAKROEE
TR BWREE IR EBORHRE (BSC) % 3 L7,
FF A E OB EERMEEE ; 24FHME (09)
BIREHEIEE ; Mg AR (PFS), SN/ hE (RECIST 1.0 W CTRIME), JH&Eh=
v ha— VI, ZBhE CoMIM, ZEHIM, fEEERE QOL, HWEhEE,
242 (CTCAES.0 ik TaEfM)
OB G R AR S 585 il D kA & LA FIZoRd (BHAAFHEIEARK] 50mg @ 1 H 1 [H#%5, Ml
SPHIER B OFMEICES),
WEAh 55 TIb/ITT AR R AR BR 1 HEAT FE /N B A Bl KB Lo et B 2h IR
WERANC EGFR &G Ba A9 5 REME
AAETR
NP —RI (HR) NP —RI (HR)
AH+ | IR+ Xi3A L AH+ | IR+ Xi3A L
BSC ## BSC # (OR) BSC ## BSC # (OR)
(390 1)) (195 %1) | (95%(EHEIX[]) | (257 1) (134 f51) | (95%I=5#EIX M)
p fi& p fiE
~ HR 1.08 HR 0.90
iﬁig?jﬁﬁ 10.8 7 A | 12.0 A (0.86—1.35) 11.8 77 | 11.2 A (0.69—1.18)
A 0.7428 0.433
N HR 1.01 HR 0.91
;iggﬂ 10947 A | 11.7 A (0.84—1.22) 12078 | 11.2 7 A (0.73—1.14)
0.5445 0.419
HR 0.38 HR 0.28
i 424 HE
F,Ejf%%ﬁﬁﬁ 3.3 H 1.1 %A (0.31—0.48) 4.4 51 A 1.0 4 H (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
/ﬁjzi/m 58.2% 18.5% (4.1—9.5) 63.8% 15.7% (5.6—16.1)
- <0.0001 <0.0001

TE 1) EARATREAL,

(CR XX PR) &)Z)L\ IEATEHE O EGFR TKI O£ 5-HI[H 23 48 i

¥ 3) BiiRE D EGFR ¥ v ¥ > & F—EEANC
AL LD EE 9.9

TE 2) LT O 2012 45 2 H b » M A THEA, LT BE

* RECIST 1.0 225 < #J7E (CR+PR)
** RECIST 1.0 UZ RS < fliE (CR+PR+SD)
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V. i8I 5HA

HHEV T AL THRBLE 5% B ORIEN  (RAI+BSC #E) @EERIRSHE (SOC) KRUHEARE (PT))

AFI+BSC F (390 1)

AIfEH 4= Grade Grade 1 Grade 2 Grade 3 Grade 4

2RITEM 372 (95.4) 50 (12.8) 165 (42.3) 151 (38.7) 4 (1.0)
JBYRIE K OV AR HUE 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)
EEIPS 25 (6.4) 8 (2.1) 13 (3.3) 4 (1.0) 0 (0.0)
R R O fa 104 (26.7) 59 (15.1) 25 (6.4) 19 (4.9) 1 (0.3)
BAREOE 81 (20.8) 50 (12.8) 20 (5.1) 11 (2.8) 0 (0.0)
WEOR 2, FRED e OMHIERR s 99 (25.4) 83 (21.3) 11 (2.8) 4 (1.0) 1 (0.3)
S i 57 (14.6) 53 (13.6) 4 (1.0) 0 (0.0 0 (0.0)
S 20 (5.1) 17 (4.4) 3 (0.8 0 (0.0) 0 (0.0)
B ke E 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)
M2 83 (21.3) 58 (14.9) 20 (5.1) 5 (1.3) 0 (0.0)
CTIN 72 (18.5) 51 (13.1) 16 (4.1) 5 (1.3) 0 (0.0)
M i 52 (13.3) 29 (7.4) 17 (4.4) 6 (1.5) 0 (0.0)
F e PNTB I T Ak 48 (12.3) 27 (6.9) 21 (5.4) 0 (0.0) 0 (0.0)
B B OV T Rk b= 320 (82.1) 124 (31.8) 138 (35.4) 58 (14.9) 0 (0.0)
et 242 (62.1) 111 (28.5) 96 (24.6) 35 (9.0) 0 (0.0)
Z 9 FEE 69 (17.7) 50 (12.8) 18 (4.6) 1 (0.3 0 (0.0)
B Rz s 56 (14.4) 40 (10.3) 15 (3.8) 1 (0.3) 0 (0.0)
gggé°Eéﬁi§éﬁﬁ%ufaﬂ:é§ﬁiﬁ£ 29 (7.4) 17 (4.4) 7 (1.8) 5 (1.3) 0 (0.0
g 28 (7.2) 14 (3.6) 11 (2.8) 3 (0.8 0 (0.0)
R 28 (7.2) 23 (5.9) 5 (1.3) 0 (0.0 0 (0.0)
SUERRRLE 2% 26 (6.7) 11 (2.8) 13 (3.3) 2 (0.5) 0 (0.0)
i%gg' SHWERCBIHMD | o (367) 80 (20.5) 45 (11.5) 18 (4.6) 0 (0.0)
HEIBE D JNE 93 (23.8) 52 (13.3) 34 (8.7) 7 (1.8) 0 (0.0)
95 97 43 (11.0) 26 (6.7) 12 (3.1 5 (1.3) 0 (0.0)
BRI AR A 54 (13.8) 32 (8.2) 17 (4.4) 5 (1.3) 0 (0.0)
(LGN 26 (6.7) 15 (3.8) 10 (2.6) 1 (0.3 0 (0.0)
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ARRNEE CORR, REER (EBH%)

Grade : CTCAE 3.0 i



V. i8I 5HA

FEEWT N TRIR 5% EORIWER (77 AR +BSC i)

FEEAIRSHE (SOC) KUEARFE (PT))

Al 77 ®AR+BSCEE (195 )

4= Grade Grade 1 Grade 2 Grade 3 Grade 4

2RITEM 74 (37.9) 51 (26.2) 20 (10.3) 3 (1.5) 0 (0.0
JBEYRIE B OV 2B 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
EEIPS 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0
PR B OV 6 (3.1 3 (1.5) 2 (1.0) 1 (0.5) 0 (0.0)
AR 6 (3.1 3 (1.5) 2 (1.0) 1 (0.5) 0 (0.0
W, MR K ONERR P 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
B ke E 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
AN 2 (1.0) 2 (1.0 0 (0.0 0 (0.0) 0 (0.0
CTIN 21 (10.8) 17 (8.7) 4 (2.1) 0 (0.0 0 (0.0

M i 12 (6.2) 11 (5.6) 1 (0.5 0 (0.0 0 (0.0
F e PNTB I T Ak 0 (0.0 0 (0.0 0 (0.0) 0 (0.0 0 (0.0
B B OV T Rk b= 35 (17.9) 29 (14.9) 6 (3.1 0 (0.0) 0 (0.0)
W% 20 (10.3) 16 (8.2) 4 (2.1) 0 (0.0) 0 (0.0
% ) FERE 8 (4.1) 7 (3.6) 1 (0.5) 0 (0.0) 0 (0.0
P2 e L 12 (6.2) 12 (6.2) 0 (0.0) 0 (0.0) 0 (0.0)
;gﬂﬁ%ﬁ”ﬂ* HEE o (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
R 0 (0.0 0 (0.0 0 (0.0) 0 (0.0 0 (0.0
SUERRRLE 2% 1 (0.5) 0 (0.0) 1 (0.5) 0 (0.0) 0 (0.0)
%géﬁﬁﬂ%&v&gﬁm@ 16 (8.2) 10 (5.1) 4 2.1) 2 (1.0) 0 (0.0)
RO RAE 2 (1.0) 2 (1.0 0 (0.0) 0 (0.0 0 (0.0
7 9 (4.6) 6 (3.1) 3 (1.5) 0 (0.0) 0 (0.0
R R AR AT 3 (1.5) 2 (1.0 0 (0.0) 1 (0.5) 0 (0.0
(LGN 0 (0.0 0 (0.0 0 (0.0) 0 (0.0 0 (0.0

KFRIRFE COER, RBUEGIE (EHE%)
Grade : CTCAE 3.0 it

2) REMHBR
LR L

(5) B - FHERIHER
LR L
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V. i8I 5HA

(6) amrIER
) FERARERE (—REARERE HEEARGERE SRARBLERE) . HERTERT -4 ~—X#
B RERTRERABRORE

Ofsf A Rl A
A) FrEEHRGGRE (EGFR Bin AR EO TR REESUIAFEIE/ it g ORI ok i)
(#&T)

HAO R | EGFRE s 128 REGIED FATANRE XL FFFE I/ Il il B (e L, AR o0 Wt i oo
EHEETICBNT, UTOEROBRESUIMEZITI 2 &,

(1) BIEH, HELAFEFZOREAERN

(2) etk A BE G20 LB DD R

FLEwE HRPERGRIC K D e A7 =0

TEBIEL A SR E 25160561 (B AERIE 22t 5 150041)

S HA R 5 ESEHAM : 20144E5 4 ~20174210H, BIERWIN : 523 (14F)

ERBIEEE | Raett BEMOFREIRN
AME FIREIC X D IBBNRHEIC L 2 KRB EZIER (RECISTLIUIZHEL %)

F B R | et
LRV GBI 16026112 35T, BIERRBLEIG1395.19% (1,525/1,60241) T -
770 5%LL ETHRILL-RBIVERIL, TH178.46% (1,257/1,602%1), %/£40.70% (652/1,602
1), INPHZ33.71% (540/1,602%1) , 1 PNZ30.90% (495/1,602f1) , M A Wi#1714.36%
(230/1,602%1), AAKIHIE13.73% (220/1,602%1), SIEHERIRE4:11.55% (185/1,6024)
), ZJE8.06% (129/1,602f51), H:7.62% (122/1,602%1), WEM:-5.62% (90/1,602%1) K&
O H2055.18% (83/1,602f1) TH 7=,
EE R RIERFRBLIEIE1233.02% (529/1,602%1) Th-o7-, 1%L ETREL-EER
BIVERE, BV AWHEIT714.29% (229/1,6020%1), TH#iI7.30% (117/1,602%1), &M
Jifi¥E F3.75% (60/1,602%1), RAKIFEES.00% (48/1,60261), Bik2.12% (34/1,602 #i
), AMZ1.62% (26/1,60241) ,MEr:1.00% (16/1,602f1) ToH -7,
AR
A PERRAT 6 GHEBI160261 12 55\ T, FHA Y EAIC L W RECIST1.1 AR CaFM & 41,
2785 (LLF, TCRJ) 2.31% (37/1,60261)), #45328%h (LL'F, TPRJ) 37.64% (603/1,602
#), ZE (LLF, SDJ) 35.77% (573/1,602%41), #47 (LR, TPDJ) 17.48% (280/1,602
B) KORB16.80% (109/1,602f1), Fxh#1%39.95% (640/1,602%1) Th -7z, ZD
9 BALFIRIERIBIRBE 48661 B\ Tk, CRA35.56% (2741), PR4367.90% (3304
), SD2317.90% (87f1), PD734.94% (24f1) K OREA3.70% (18%1]) ThHV, FEZ)
F(X73.46% (357/486%1) Th -7z,
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V. i8I 5HA

OBIE R TE 1% il R AR

A) IK%‘S L[R5 I ARG AR ABR  (1200.32 388R) 2> 5 Okt
EWNIZEBIT 2 BUEIRFEAGE H (2014 42 1 H 17 H) OReRT, [EEEILFEE I MERRFER (1200.32
R A RUEICE R ERRE E B 2, WBRA FEME L7z, 20144 1 A 17 AR T, #BEETH D
KHNE B STV HARN 4 BIARLEIRGEZERRRBRICBEIT L, 1 FIREETO 0@ TR
ik U7z, 3 6, 2016 4 11 A £ CHlEREAFN LGS, TRSNTWD VA MU 7 25k
LT aND 2 & afith, RBRAKT Ui, RWERIZ 4618 4F (BB, MpER (2 4], L&
E%,ﬁ%17_%~7ixﬁ@,%®%ﬁ,DW%,%%E%%ﬁ%)um@%ﬂ 4T Grade 2
UTFTCHEECTH-T, £, RAEMFWM (0S) 1X72.4, 71.0, 71.4 X775 WA TH-T-,

2) ﬁulu %#Ft L T%ﬁﬁ%m@ﬂ%‘-ﬂli%fiﬁ L/T’EF]E u'tﬁﬁa)*ﬂf%
M ER R L

(1) Zzoith
T 72RO LM DOMHTRE R 2R LT,

(1) EGFR TKI K61 (—kiBH) ToO7 7 7 F=7 0 AE&ME (EEILFEE I AR [1200.82 3
Bl ORARANYT T N—7)
D) BRICE-ST-AERS
[E B AL A5 TIT AR EEARARBR (1200.32 3888) TR IC Bl L2 RN RBR G E CE RVIBEICE - F
FRERRL, A (19.7%), BB/ISE (19.2%), MORE (18.6%) KOONE (10.0%) Thol, £
? 55 CTCAE Grade 3 LL EOAEFERL, HEHEIRICRZ/SIE (13.5%), THI (10.5%), NORE

(9.6%), ANE (7.0%) Th-o7z, 7=, CTCAE Grade 4 D OINKN 1 HITHBL LT,

1200.32 &BR D A ARNY 7 7 — 7 TlL, @BEEICREB L CRRBARPGE CERWBEICE A HHE
R1x, MORE (29.6%), FEB/ISE (27.8%), TH (22.2%), BNE (7.4%), BRI (5.6%), ¥
57 (3.7%), FHE - RIEBFAEARIEGERE (3.7%) S Tholz,

BRI EEZ ME L L BEHEOME (EBILFEE I AHERRER (1200.32 &5 ] O HAAY 7 7 L—F)

Ty F=TR
T 7 7 F =7 40mg B4k A 2 54 (100.0)
30mg (I8 it 39 (72.2)
20mg (2 18 (33.3)
WIENE R E COMM (REREBHE)
14 HFEIZLT 0 (0.0)
14 AfE#E~28 HELLT 12 (22.2)
28 HHE~56 AFLLT 7 (35.2)
56 AMBE~84 HREILLT 8 (50.0)
84 HE#E~168 HELLT 6 (61.1)
168 HE#E~252 HELLT 1 (63.0)
252 HMiE~420 ARLLT 4 (70.4)
420 HEBE~820 HRLLT 2 (74.1)
PIENEE F T OB I B 57.5 H
Ui A i ] [16.0-443.0]

SEFIE (3R%)

.29.



V. i8I 5HA

2) WEL DT 7 7 F=7 O 5] (FEFSILRF T FRERARER [1200.32 58] O H AN 7 7 —7)
BRANY T I N—TT, T77F=T%2&RGENTHRE b4 4055, 30mg ITHE LIZEFIT 39 4
(72.2%), & HIZ 20mg [T E L7 BF 1T 18 4 (33.3%) ThHhoT-, WELIZEBED S H 274 (67.5%)
B7 77 F=T L BWREE 6 AU MG T 22 LT, BEBOFEICHEDLT, 34 (7.5%)
[ZDWTIE 18 4 A 18 2 CTIRIR DSk S vz,
[ B[R 27 TIT AR ERARRRER (1200.32 3BR) 1286172 BARANY 7 7 —7"TOfE » O EF OG-8 EE
O 2B 2D &, BIRBIAN DRAID 84 B (4 5 = — ABRKAHESR) LINICIHENM TN S =
EME ot (BEED D B B50%), Bt E TH D 40mg TIHE 2 ke L TV D BB R 4 12
L7272y, Bt EO  EIRER Ak L T 2313 84 H BRI T 50.0% CTh -7, R FH#H GBI
ItV 336 H HTiX, 26.5%DEFED, BIHETH D 40mg O F Fink A ke L Tu iz,

3) FehHHILICE 7oA EFG  (EBRILFEEE I AR RRER [1200.32 35k ])

[EIBRIL S I ARERIREER (1200.32 3UR) KT, 1RBREE L ORRRARBEE TE RWIRBEEOFL.H
WHCESTE/GFFGUL, 777 F=THED 1.9%, (LFEREHO 11LT%HB LT, BRAST 7 L—7
(1200.32 3fR) TIET 7 7 F =T HD 14.8%, LFRIERED 25.0%2FBL L, WHEE bICHBRAAK
(1200.32 #BR) &l U CRBRDBK 2 5L @mholz, 777 F=7HET, Grade 4 LI EDOIRBRHEK L D
KRBIR NG E TE RNV LGP ILICE > e HEFRRORBUL R o 7o, IBRIE L ORRBERAEETE R
WEGRIEICESTEBAERRT, 777 F=THOLRTEIALZLOIXTH 34 [1.3%])) KOREME
ffideE (24 [0.9%])), MORG (24 [09%]) Thoiz, HEMEMEERONORFIZONTIE, [
BEMAERIX 24 E RN 7T I V—TTRIL, MORFEIZONTT 24 1 ABHAANT T 7L
— 7 THB LT,

ER IR LI DR G ILICE > A EFRIL, FRELEERDOH L AEFFR TH L Z LN E)
ot (PRRehsRESR, Mook, Midk, PR, R, ErEEEY, <, BEEIES) . 2 oft
DAEFEFRLE LTCE, WEMMZRE (185 4t 3 4 [1.6%]), L1, THI, IHHERERY, IROMEE, +
FoT—HF—7 = ARA, BBISE, B, ARK (WThb 1 4 [056%]) THY, 20955 CTCAE
Grade 3 DA EFRITHZ, IEERE, MEMEMKE (Wb 1 4) Thol,
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(2) EGFR TKI % &L BIEBERE COT 7 7 =7 O HEFE (EWNH VI HERRE [1200.33 5
55 ILARE S )

D) REICE-ST-HEFR
[EIPN 5 DI FRES AR [1200.33 38R 25 T1AEE 5y ] CIRBRIEDMEIC E - 7o A HEEGIL, 43 4 (69.4%)
THRBLL7Z, 2?0955 CTCAE Grade 3 DHEEFLIT 35 4 (56.5%) IZHA B, Grade4 XX Grade 5
DHEEELRIIA NI o7z, EGFRTKI (ZB#ERH L & EX N DML RAEEFLPEIL, D9
H 2 AL RIS BN-OF, T (26 4 [41.9%])), RBZB/ISE (11 4 [17.7%]), TORE (6 4
[9.7%]), AN%K (4 4 [6.5%]) Thotz, £7o, TOMDIEBREOMEICEST-HFEHFRLLLT, &
BBOE (3 4 [4.8%]1), ¥55 (2 4 [3.2%]) MEIL L, ZNHDOHELDZEL D CTCAE Grade 3 T
Ho7-75, Grade 4 XTI Grade 5 EHIBrEN-b DT o7,

BRI EA LB L LB oM (EWNE VI AEERRE [1200.33 35 4 ITAHHE])

T F =T
7 7 7 F =7 50mg B4k £ 62 (100.0)
40mg (2 43 (69.4)
30mg (ZIH & 22 (35.5)
WIENE R E COMM (REREBHE)
14 HREIZLT 5 (8.1
14 AfE#E~28 HELLT 18 (37.1)
28 HHE~56 AFLLT 15 (61.3)
56 AMBE~84 HREILLT 2 (64.5)
84 HE#E~168 HELLT 2 (67.7)
168 HE#E~252 HELLT 0 (67.7)
252 HMiE~420 ARLLT 1 (69.4)
420 HRHB~588 ARILAT 0 (69.4)
588 H#B~700 HRILLT 0 (69.4)
N 3 C D Hp de i 28.0
(-] 8.0, 350

SEBIE (5-%)

2) #hHIlcE--AERES  (ENE VILAEEFRRER [1200.33 B & ILAEEH5]1)
EIPNE V1L AHEGPRAER [1200.33 3R 55 IT AR /0 HABRME OB G- IR ICE > 7oA EFFLIT 19 4 (30.6%)
TH LIz, CTCTE Grade 3 PL EOHFEFEFELIL 13 4 (21.0%) TG N7z, Grade4 XL Grade5
DHEEFRGII o7z, BREOBGFILICESTZHERZD IS 2 4L ETHRE SN-AEFLIT
92 (T4 [11.3%]), BABEGR (3 4 [4.8%1), T, BIEMMEEL O ARNE (WTFiuh 2 4 [3.2%])
Thot, IBREOBELHHILICEST-HEFROIFEA LN, BRI L OREBERBEETE 20 &
Ehiz (18 4 [29.0%], =® 5 H CTCAE Grade 3 OAEFGL 13 4 [21.0%]),

o, IWBREOBERICEA LEGTILICE T AFERT, 85 6 4 [11.6%])), EABERK UHE

PERR R (Wb 2 44 [4.7%]), %k, ik, MORE RO (Wb 1 4 [2.3%]) ThoTz,
FEALE, FRELBEETD 0 (LA OFER) kO EGFR TKI (ZBEEOH LA HFFRTH -1,
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() FlICEBE T~ HAERES (MEMMEE, TR, BB/ISE, TNoORE, nN%E, IROEE, AEEX)
EGFR/HER2 [HFICBIH# T 2 A EFS (MEMEMZRESUIME MR EARES, TH, B2/3E, AN
%, IROREE, MAER) 2RI T _REFEFR L EH L, [ERSILFES M ERRR (1200.32 3R5),
HEsh 55 TIb/IIT AHER R EBRARRT (1200.23 5A8R), [EIBRHE 25 I FRERPRAUER  (1200.32 3A8R) O B ARANY
T N—T K, ENE UILFERRE (1200.33 388) ([Z oW CREfi7e i 21T -7, £-MED 7R
W, FEMERRE B R A ST M EMER, ARRICOWTIEEE ZXIR L L 46 R CBER I
72 3865 4 K 0 FEMRfRT 24T o 72,

1) VPR R
VB PN B A2 R 2 it/ el L 2272 01s, B x4 & LTz 46 BR TR ek S iz 3865 44D
FEAT C IR SMQ* & I\ TIRVE MENIR AR F R & 57 L T2,

SMQ*
MedDRA ([EBREHKHGEE) SMQ (EMEMRERX) 1XTLeMT — % OEMER i@ &L MR L FTRElIcT 5 H
FCRESE S 72, SMQ IR 2 L HH) Y /o3 TR S LTV 5 CIOMS (Council for International
Organization of Medical Sciences : [EFEE =M AEHHES) © SMQ-WG & ICH (B EU [E 5 HHFH
FERE ) OLFREEICI 2 TH S, SMQ 1L, HAYE T 2 EZAPREE IR D AERIZ Bt T 5
—2LLED SOC GERERHIRDHE) 725D MedDRA HFED 7 NV—7Th b, TDMFET NV—7II3k5 &
T EFHPIREE S D VI DRI BT D1 ee, Sk, W, EMERE, HRETA, BRI K OVERRRY
BET =& 7N, EAFE (PT) LLTEHEENATWD,

SMQ 2 K % IR 37 & Pl sk

FEAED SMQ I, Mk & TRk © PT GEARGE) o7ty haffoTnad, k) o PT H
FEIE, BLOMRERSTHERERFTET DL EOERNE (BERE) 28 LCkBY, —F R HE
I, ZHUCHIX CHIBEMEDR H 2 ELZRET H BENEV) 2B L0 TH D, NEHFEIC L
STHRBEINZFRIL, ERI3FMZE T, BELOMETITRWE SN AREERS D, 2—F—13iE
SN TWDIREIC & - T bR = Ol 2 W TR 38T 5 2 &N TE 5,

DR RE 2 x4 & LT 46 BB CBER X472 3865 44 DfifdT]

3865 44 DIFMT DGR, 59 4 DEFE T 60 FOMEMEMEERBERDFFES NI, 2D 5 H 38 4 (1.0%)
I% CTCAE Grade 3 UL EOMEMMEEHKESRTHY, 512, TDHH 15 4 (0.4%) IIBBEHTH -
Too IR SMQ & W THRE Sz 59 4 OF FHGIL, BB Y EM L OV UIR—=V T —A T
A LA Ko TRRBMR W S, 20955 28 HOAEHFERERIE, 777 F =7 L OREEARNBEET
TV s, 31 A TIEET 77 F=7 L OREBEMRIT RV &Y Sz, R SMQ 12 X 2 REME
iR B ERORHRIL 15% TH Y, 7 7 7 F =7 LIRREBIRNEE T E 720 &I S 7= RV PE iR B
BEG OB 0.7% Th o 72,
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Hex HEDT 7 7 F =7 &5 Lo RN (BERELZISRE L 46 HBRCTHRELI Tz 3865 44 D
Br) ®955 40%% 7 U7 AR ED TV, Rk SMQ % MW TRIE L7 BV NGRS A 388 L
CHEICBWTE, TUT ARG EEED L Lo (54%), IR SMQ & HVCHREE L2 EME
iR BB R AR LIZBE 59 A0 5 H, T ABHANLORETHY, TDHH 4 L TRALLE
FFRRIT 77 F =7 L ORRBEBRNGETE o LSz,

~

IR SMQ % FIWTHRIE LT E MR BERER D 5 b7 7 7 F =7 L ORGP G E TE RWEE
JEHE SMQ ZHAWTHIES - 28 4 (29 1) 7 7 7 F =7 L OREBBRIEE TE 72\ HEEME
BRRFERONERIT, HMEMMED (20 4), WilEk (6 4), SVEFEREEIERRE (24) ROMHEE (1
%) Thoto, BEMEMEEEZREEL-ERE 1 A3MREER L, 28 405, 8 AIXIEEE,
ZITEETHY, EERBEDOOILS5 4 (17.9%) 3BBEHTH -7, BOENRA EEROME MR
PR, MEMEMZRR (24), SYEMPPRESEGRE (2 4) ROWHRHEE (1 &) Thol,

[ FEIBEIER 25 T ARG R 3BR  (1200.32 3X5%) ]
ABRIZ, EGFR TKI |2 X 218D 72\ NSCLC &A% R, 77 7F =7 40mg ZhtEHEL L
CHEM L 73R8k T do o 7o, AR CIIMIE MR BB 2 IR SMQ (2K 0 7 & ORI MEMZ Bk S
DWRFE S AT, 7085, 2D OFFFRITANR L7opB 2 x4 & LTz 46 3B CHEk I 17z 3865 4 Dfif
iz i) 2 MIE HEI R BER RIS E TV 5, MEMEMRERFRORBBERIL, 77 7 F=7H T 3.1%
ThoTZDIZR L, ALFRERTIIRBUI R o7, TADIBLAX/TIET 77 F =7 L ORRBMRIT
VW S v (BN, B, HORBRPERIIRS, WMiRICER T D & B 2 b BRI O SRR §5E
FEERE) . T D2 HDED D 3 £IONWTIET 77 F =7 L OREBERIIHETE N EB 2 b7z, 3
2 OWNFRIE, BEER A FEEL O MRS EREGRE (1 4) KOWEMMKE (2 4) Th-o7-, CTCAE
Grade 3 LI FORVEMMMEEMKELRILS 4 (1.3%) TROHLN, TONRIIBIEN LA EFRO AN
WESEIEBRE (1 4) ROWEMEMZEE (2 4) Thol,

(555 TIo/IIT AHES R SR ARE  (1200.23 3R ]
ARER L, EGFR TKI (2 X 216#EEDH 5 NSCLC HEAEXIRIZ, 77 7F =7 50mg #BttHELE L
THEM L 725 T o 7o, AR CTITRIEMENZR BB 2 IR SMQ 12XV 4 4 DRV MEMZR SRS
DWRFE S AT, 7088, 2D OFFFRIIANE L7opB 2 x5 & LT 46 3B THEk I 7z 3865 4 Dfif
Mz 31T 2 I MERG R BERE RIS E TV D, MIEMEIMRBEREROFERIL, 77 7 F=7# T 1.0%
TholzDIZK L, 7T ERBETIIRIUI R o7, 4 HOWNFIE, BRICED2 b0 2 4, BEFOME
CEDEDON1 4, BONERPDPRPSTBEN 1 A THY, 4 4L HIRER Y &AL OV T —
Vo T—=A TN A DI L - TT 7 7 F =7 L ORRFERITZR W &I S 7z, CTCAE Grade 3 LA
FORMENRMEEETSIT 2 4 (0.5%) TROLIL, 951 4T L,

[[ERE LR 4 11 ABEG R B (1200.32 3BR) O HARAY 7 7 v —7]
AKREBOHARKAY T I N—FTh, T777F =T8T 4 %4 (7.4%) TG

Jifi PR BRI L 72D
(XL, ALSFRIERE TIIEER N 0o Te, 77 7 F=TRETHRI L CHEMEMR R

PRFRIL, TE LM
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B2 4, R 1 4 & OB RAEIRE 1 4 CTh o7, BEMEMERED 2 40 5 5 1 41 CTCAE Grade
3 Thh, EELAEFERL SN, 1 AXEEEMRESEESROT-DIRRELE L L, 1 £IXIRER L
ZIEfE Uiz, BUEMERREBE B Sz 2 4TI, 777 F=7 L ORBEBEBENPEE TE RV 2l sh
7oo B R OV AR VE RIS D4 1 4137 7 7 F =7 L OREREN 20 S Sz, LosL, 1hBR
FehaFtEE T, BEMEMR L ZW S NS SITERA R T2 KO HEINTWeTe), 4 AL b ARHE
MR EREFEROT-OILT 7 7 F =7 OG5 %2 F 1k L7z,

FEI B AL [ 27 T AR ERARRBR (1200.32 35R) O HARAHS 7 7 —7"C CTCAE Grade 3 ORIEMENTZEEE
BB LTZBEICOWTCHERT 5, BFIL66 ok Thote, 777 F =7 40mg DO 5B 43 H
(77 7F =7 30mg F5H) OFEZRHZIAML, KEL > 7 U REICE Y CTCAE Grade 3 DOfifi%
LW E Nz, MWRO-OABRL, FR, 777 F=70&5%FIE L, HUAEMERRAT oA RO#%
Bz XY, BBNOK 1 W ARICEZIIEE Lz, Rimgmsd (CT) 2% L, A LIk o3
BIEDOEAL LB 2 b, A TIEITEAMEREE N DL, FEMEM% & W S o, YR BIX
HELAAEREGZTHY, RBRINEMILT 7 7 F=7 & ORERBERIZEE TE 20 &AL,

[EWNE VI FHERRRER [1200.33 385k 55 11 FHE65y 1]

AR TIX, 77 7F =7 50mg FsHERO 3 LIZHEMEMEERESN B L, BB L -HENME
it ARG L, MEMEMER 2 A RO LAX—MalRk 1 A ThoTo MEMMER2 ADo2H 1 4
73 CTCAE Grade 4 Th V), HERAEFERLE SN, 3 405 LHEMWMEED 1 4 &7 LX—1%
FafRRk D 1 A THEEFRLORFZLELE L, MEEMERED 2 4 TlE, 777 F=705%HI1:L,
777 F =7 EDREEBRIIEHETE RN LW S,

[F7A8k C CTCAE Grade 4 ORVEMENMKEZ I LIZBHIZOWTHEERT 5, BHIE, 59 MOKMETH
olc, 777 F =7 50mg DGR 31 i (777 F =7 40mg #&59) (ZFHd 5 MFRIREED 729
CBREABE LT, £, ML > M7 oA TR DML R Uiz, [H, BREOKRGEZTIEL, 1
HEgmA (CT) #%EmL, £ LT, A FEEMOSHEIERE LA (REZEROR Y T T RE) KUHE
WM R A MRS L2, Bifg L TIE7 7 7 F =TI K2R FERPMEMEORR), IR EIT X H0E
KO EHET DL LT L)oo, AT uA RV APREZFN L, 1BBRER G P06/ 1 U H%IZH
EPEMRENDETE U, YR EMERRIEERAERRTHY, AT A RV ARERRY LT
ZEnn, VRS ERNIIEAMEM R 2B L, 77 7 F=7 L ORRBERITIGE TS 20V & L7,

[/ SMQ % FVWCREE L7 VB MERR B S0 £ L D]

JREEDS B ORI TR WA SMQ 2 HWW TRIE MR AR F R 2 /e L, MEMEMRERFRD
FHRIL 1% THY, ZDHHT 77 F=7 & ORREMRNPEE TE RO BEMEMEBERFR OB IR
0.7% Cdhole, 777 F =7 & ORFERRNBEETE 20 &HWF SRR B EROBE I,
K BB R 00T 23 R e 72 B ORI O R 2R RN D b 2 BBE DN B EN W, Fho, 777 F=7 L ORE
BEERA 72V LI ST T S MEMEMEEDOBENRB O N LBFE b H o7, 2D X DI, MEMEMZE
BOBWHNINEE Th o 7203, KT~ L B0, BE MR EARFRORBIRIT 0.7~1.5% L #EE S iz,
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2) T
EGFR TKI 18% %% T\ 5 B8 TlE, SCRPRE, #5590, S5 ROBEICE Y THAIZERTETH
D0, VEOBETIIELGHILCELZ ENH D, £z, FRIOBBUC XD BEEOEK T ISy, Bk,
BRE LT, BRSSP OEERRKRBE - E D RAND 5, THRICHEE L - AEELE2RE LT
BE LI, TRIC K DB G H LN D 28 HLUWNIZREOFRIE (K, BRI OB HHERE
) ERRBLL-BE LR,

[ EIBEIL[R 25 TIT AHES IR AR (1200.32 36R) ]
THNE, EREIEESE I AR ERER (1200.32 3Bk) CT7 77 F=7 %25 L& (777 F =7 40mg
B 4G HEHE 96.1%, (LFHIERE 22.6%) I2BWTC, FLEWHE THEFGNEI L, THOFEEE
RS T2D, KSR R OR T 2 RICL DI ET 7 7 F =7 O8R5 R E 2 A8 - R & B
IRV BEUNCEBTE T, TOME, THICLV T 77 F=70&52FIELIEEFFTVHTH- T2
(1.3%), THIZFHBLI-ZL OBE (T0%E) 1L, WE5HENS 14 BLWNIZEIIO FHRZFHB L TH
v, EEALFES I AR (1200.32 #Bk) TIX, CTCAE Grade 3 @ FHIDIEE A EI1LIEHLAD
56 WELINICRE Lz, Z0Z b, 777 F =7 O&G58M%ORICEYIC, TR 5 B
REBNMELEZ bz, BIKRERTIX, 77 7T =78 T Grade 5 O TFHIIRHI L 20720, =
Ny vagr—haz—2 (NEMBEIC X > CRBAEEZ BEIHE AT 2RCROHIE) T, 3 40OBREN
THRIZRELL, TO®RIEC L WS I, Zuk, BEDNEMOERICEDRD) -T2, UL RN
THMWENRTTholle &, fl e XFHRIEDMTONR ol led Th o7,

THINE, FIICHARONBHEERELZSISEZ T2 0805, 777 F =7 HREEZFTHLILD FHIZIE
K32 B OB E, EREIEFES LR (1200.32 3 8) ©F7 77 F =7 40mg BFHiEH
B CIHEPRERE (A ML X R+U AT TFUPH) L L TE LR (77 7 F =78 6.1%,
{LFHRIERE 16.2%), VESNES TIb/IIT FRESIRARBRAGRE (1200.23 3BR) D7 7 7 F =7 50mg B4k HI =HE
TRHTT7ERBELOONE N2 (T 77 F =T 5.4%, 77 8RB 15%), 1T&AEOBETIE, B
RERE I PO M E B L OVKMIfRIC Lo THKRL, 77 7 F=T7 0GRk 15T 5 2 Lid/e o
776

(555 TIo/IIT AHES R SR ARE (1200.23 3R ]
T, WESME TIb/IIT FHERRARBRRGRE (1200.23 #BR) Tk, 77 7 F =7 50mg BAMAH EREDO FHIO
AERGREY) A7 NGEICHEN L (777 F =78 86.9%, 77 BHREE9.2% ; ~— R 19.71, p
=0.0001), 777 F=7 &b L2EETIE, NTROEEET Grade 1 XX Grade 2 7% 69.8%TH V),
Grade 3 ® FHIDOFHRIL 17.2% Th o7, EEL INTBETOTNTHo72 (4.6%), #BERBIRKIHIC
BEDO T41%08 TR T DRRELE L L, 56.2%ICIEERAZRE LZ, &5, BED 20.5%5 FHi
DEBDT-DIZT 7 7 F =7 OF G PR &EZITo72, 3B 1200.23 T, THRIOEMBILERLE &b
27 77 FoT OBREHEIEEEZITO Z LIk, TRIICKY T 7y F=T o2 Ik LCBEITDT
M CTHo7= (3.6%),
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WS TID/IIL FEER R R BRERE (1200.23 3BR) 7 7 7 F =7 50mg BRIAH &R TIL, 1553 L K A
ERRETE R WBEHEEREORBEIT 3.6% (772 REE 0.0%) THY, EELEEEZOBMKERSE
DRBKIL 3.83% (FFTEREE0.0%) Thot, 777 F=7HGHETRAL-BEERED 5 b 3.3%
IZ CTCAE Grade 1 X% Grade2 ThV, 77 AR TR L - BHEEREIX 3 ~TCTCAE Grade1 T
bhotz, BHEEREREEICL Y HGPN/ELZLEL LZEBEIT 21% Tho 72, BHEEREEIZITE A CRE
HHIFHRICEA L2, 1 A0BE CTIEBSEMESGTH Y, 1R E OREBRBEE TE 20 &k &
iz, THICHERT 2 B E ORBIRITKL, KOMHHRIC L > CEENAEETH o7, 3 A DBEN
BHSREEEIC L D T 7 7 T =T OREEZFIELER, 2095 2 L OBRFEITKSMHBIZI VEREN LA
"Lz, 1 Z0BHFIT, BIENRAEFLOMRKOEERRE R LI,

[ EIBR 2R 45 TIT ARG R BR  (1200.32 3BR) D HARAY 7 7 L—7F]

TBBRAE & DERIRBIRAEE TERW TR, 77 7 F =7 40mg FsaHERE OB 54 4 2fI B L
7-o EJEERITIX, 434 (79.6%) 7% CTCAE Grade 1 Xi% Grade2 TH Y, 114 (20.4%) 7 Grade 3
Thotz, BEERAERSLE L TOESNETHIZDTNTHo7 24 [3.7%]), [EEILFES 111+
REBR (1200.32 3RER) O HARNY 7 7V — 28T 5 FHRIOFEBE K ORI OW L T ii&s
ZH,

AYT TN —T TE DI EED - fER, CTCAE Grade 3 O THIZRELL-IZEALEDEE (11 4%+
10 40) 7 7 7 F=T7 EGHIA% 6 MELINIC FRIZEBL T\, bz b, 777 F =70
BRI TR AR 5 2 LITEETH 50, K& GH & TRIFEBLUROE S Grade 3
DTHFOHEIEZFHSDICEETHL EEZ LN,

777 F=T7ETCHE, RBREIRYIC 51 4 DORBRF (94.4%) A THICKH T HIEREZLE L L, 88.9%IZx%f
LTaXTI RREDIEE/EEG SN, 51, 12 4 (22.2%) BN TFTHOEEOT-OIZT 7 7 F=
T ORI E AT o 7o, BB TROBEIE L HICT 7 7 F =7 O Gl E 21T - I fE R,
THRNZ KV T 77 F=T OG5 2H 1L LTCBE TR T,

777 F =7 40mg BRI EREICIHE W T TR REEBL LT 54 4D 5 5, 28 4 O BFH TRBRBIF I FHIA
FERICIHAR L7z, CTCAE Grade 3L EDO FHIZFHELLTZ 114D 95 H 6 HICOWTIE, SKRRIEE & b
(P GBI R A AT o T AR, BRI IS TR SERICIHAR L, R0 OB 5 £ TiE, 7—
By b AT OB T FRITZERICIZER L > 7208, X TOHEE N CTCAE Grade 1 LA T XF~—
ATAVREOREE CTHRICSE LT 77 F=T LG E2HHAT LB TE L, ZNOHOBESEFTRMD
Grade 3 LLEOTHINFEL T, XIFEEL T 77 F =7 052052 LIk o TEHAEET
HDHEPRINT,
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TIROFEHSE e ORI RE  (EIFRILR S T ARERARRUR [1200.32 381 O HARANY 7 7 L—7)

bk 777 F=TR
A JE] 28 (100.0) 54 (100.0)
WU R 7 WM R RE] ¢ 93.4 H [47.4] 6.8 H [11.4]
TS ELG 4 (14.3) 54 (100.0)
95%{3 T X [#] (4.0-32.7) NA
AP — KL 28.53 (p=0.0001)
#x K 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
A
) 4 (14.3) 45 (83.3)
ESEL 0 (0.0 9 (16.7)
%EE 0 (0.0) 0 (0.0)
A 0 (0.0) 0 (0.0
FH B 0 (0.0) 12 (22.2)
5k 0 (0.0) 0 (0.0)
R 2 (7.1 51 (94.4)
FEHNZ B L 72 T 4 (14.3) 54 (100.0)
R TR 0 (0.0) 2 (3.7
TROYERERS O Kaplan-Meier #E &
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 (FR%)
¥ B REOAEEROYEIFEIRE TOXEE Y 27 MM E2RD 7,

[ Fyf (EWNEE VI AHERREBR [1200.33 38k &5 11 AHE5]) ]

EINE DT ARG RER (1200.33 3R 25 ITAEERSY) T, 77 7 F =7 50mg Bt H &R O 2L TR
REBEPBETERWEERRLTH DL THNEFICA LN (624 [100.0%]), 777 F=7%#&5 L
7-EEOTFTHOEREEIL, 394 (62.9%) 2 CTCAE Grade 1 XiX Grade 2 T&» Y, Grade 3 @ FHiIL
234 (37.1%) THLIT,

HERAEFRGLE L TOESNEZ TR 4 4 (6.5%) THOLN, RNEBENGETERVWEERFRT
o5 TR, REBHIHTIZEE 59 4 (95.2%) BNIEREZLE L L, 91.9%I2xf L TILEHEE &L L7,
BT, 26 4 (41.9%) B THOEIDOT-DIZT 7 7 F =7 OE5- PR &% 1T > 72, 1200.33 5T
i, B2 TRIOERE L bIZT 7 7 F=T OREHRBIBEZIT o ofE%, TRICEV T 77 F=7
O &P IELT-EBEIT 24 (3.2%) TH-o7-, Kaplan-Meier 512 L 5 BRI ROHETHEI G, 1T &
NEDREX, TV 7T =7 EERA% 14 HLWNIZ 1 BIHO FRZ%EHE L, EWNE VI FHERRR
(1200.33 R#Ep) O7 77 F =7 50mg BAEHERETII FHZREELL- 624095, RERHAM I T
DSERITHE LIZBE TR o T2,
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TR R BIAERE K OERARRGE  (EIWNE UIT AR SR [1200.33

Ty F=THE
A JE] 62 (100.0)
Y 27 iR R ZE] 45 H [3.2]
TS ELG 62 (100.0)
95%{3 T X [#] NA
K 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
i
[BI1E 42 (67.7)
F NG} 20 (32.3)
1 I AE 0 (0.0
BB 0 (0.0)
B A 5
FAERE 26 (41.9)
Pehrpik 2 (3.2)
FRME 59 (95.2)
FEFNZ B L 72 T 62 (100.0)
IR T 4 (6.5)
THIOHEFEHI o Kaplan-Meier # &
day 1~7 51 (82.3)
day 8~14 11 (100.0)
day 15~28 0 (100.0)
day 29~84 0 (100.0)

SEFIE (5R%)

* RBEOFEFZOYRRBIFE TOFE Y X7 HH 2R,

[ M & ZDERRBEOE & D]

AR B ILFE D)

T 77 F =T EGRFETIEITHORBEENE L (85%H), BF DK 20%3 FHICLV T 77 F=T7 D
Bt L, B5EEZBETILERH-T-, LL, FTHOBBHREIL T 7 7 F =7 O G il
HWEAZHAOEDL ZLICEY, FHRICEY 7T 7 7 F=7 0 E2Hh1E LE-BEIZDTNTH - - (A%ATH) .
T 77 F =T ORFMEEED D0, EEEBE AL, BmIKa R &K OULEEO b
1TV, SOICHLERBAIET 77 F =7 OB GHhE%1T5 LN SN D,

EEARARBRIZ BT, FRIC L DB KSCBIEREREEICE S 2 BEND R o722 LD, FEAY 7 TR O
BTSRRI TH D Z LR E Tz, ok, 65 Ul EOBE, RIAERE K OBHEEEDIE T L7ZHBE T,
TV EERS THAZBIERL, BHITIZLENMETHD,

H AN DFE NI B IR T, T X TOARETTHRAEE L, 20~40%DEENTRIZELY 7

T FoTOREEZ kL, BE5REBETAOLEND -, UL, A THRIOS R L E i/
WEAHAELZEICEY, TRIICLEW T 77 F =T o552t L-BE IV ThHoT- T 7 7F =
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T OREMZ @D D T2DIE, EEERS BEEZBRE L, ARG R CILEEOR G217, S5
CRERGEET 7 7 F =7 ORGSR EZ1T O Z LRSS,

3) FKBISHE
EGFR TKI BHEIC L D EIERISEZHET D007 V—7HiETh 5385/ SEICIE, EGFR TKI BE
[ZRVAEC LB OMBELRTEATE A2 GO, RbEMEEICHRE SNEATEL, 82, B, JEK
BRI ETH T, —HORE TIXBER EOBYMEORBERE LT,

[ EIBE L[R5 TIT AHES IR ABR (1200.32 3X5R) ]

777 F=7 40mg BMGHEROBE O 89.1%ITIEERIE L ORIEEIRNEE TE RUVRIZ/ SIEDREL L
T2 77 7 F =T %5 LI BEDKRELE (73.8%) T, BB/ISEDOEEEIL CTCAE Grade 1 XX Grade2 T
BV, Grade 3 DRBISIEDOHKBLIFIL 162% Tholz, EEAAHFERFR L RE INICHEFLITDOT )
Thotz (0.4%), EFEILFES I ABREERBR (1200.32 38 O7 77 F=7EHB T, BED 19.2%
MBI SE R ERT D727 7 7 F =7 %5 PR Lz, 3Bk 1200.32 2B\ T, FEHRIE5/
SEOEHLT 77 F =T OFREHRRREOIHICLY, BBISEIZEIV T 7y F=T0k5%2PIEL
T=BlE 722 o T,

[EI R [R 2 IIL AHERIRAAER (1200.32 3R) 7 77 F=T7 R EGEBE T, BB/ SIELZFHB LT 206 4D
BED DB 75 4 TIRIEBRIKE G-I IR 32 2ICE R Lz, 87 4 D EFH T CTCAE Grade 3 ULk
DRBISENFEER LT=ZD, T 7 7 F =T ORGHWMEICL VR L, 2056 16 40 BE IXIRBRIER
BRIz sg 2ok Ui, EESIERES T FERRRER (1200.32 3Bk ©7 7 7 F =7 40mg Btk H &
BECIITE - RIS A DIEGERT 15 4 (6.6%) [T SN 7203, (LRFRIERE CITRBIT Ao 12,
(BRI R 55 T FHES AR (1200.32 3BR) T E - RIERFRME AR IEGEREAFHBLLIZ 16 4055 3 4
1%, Grade3 TH-o7-,

(555 TIo/IIT AHES R SR ARE  (1200.23 3R ]
777 F =7 50mg B ERED 76.7%\C, {RBRIK L OREEGBNGE TERWEB/ISENREIL LT,
ZEAEDHRE (63.8%) THEIEEIL CTCAE Grade 1 Xt Grade 2 TH Y, Grade 3 DR/ IIED3
BT 14.4% Thote, EERAEFRLWEINTBETITDT N THo7 (0.5%), 14.9%DHEETT
Ty F=T7 OMEEZREL, BB/ISELEHR L, BRNRBBISEOERE T 7 7 F =7 OG-l
WEAZIFETIT) 28Ik, BBISEICLVT 77 F=7 0K 52T LIZBEZIZLEALE RN
(1.8%).

HBISFEERBLLT 3056 4D 9 H 61 4 TlE, EHMPIIERNZERITHEE LT, 56 4 DEET
CTCAE Grade 3 LI LORBISENRBL LN, 777 F =7 OFG5HFMEEIZLVREL, 20955 8
2 TR D 52 RITH R LTz, 72, CTCAE Grade 3 LA LD 56 44 5 403 BBISHEDTDIZT 7 7
F=T oG EPIE LT, ZV—7HETHILIEBISEIINA T, TE - RERRNEANSIEERES K
JERIHOFFERFRLE LT 7y F=T Rl Sz, A TIb/IIT AHERIRSBR A (1200.23 #U5R)
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V. i8I 5HA

DT 77 F=7 50mg BIIAHERTIL 30 4 (7.7%) ([ZHESNZR, 77 BRBETITRIILR -7,
ESN S TIb/IIL ARG B ARE (1200.23 3ER) CTFE - BIESHERMT A SIEGEIEZ BB L7 30 4D 9
H 5 41, Grade3 THo1-,

H

[ ER L FS I AR BR (1200.32 #BR) O HAANY 7 7 L—7F]
EIBE L[R2 T AHER AR ARBR  (1200.32 3ER) O HARANY 77V —T7"ClX, 777 F =7 40mg BH4h &t
DEFE (544) D534 (98.1%) IZIRERIEE DRRPARBEE TERVWAERER L L TRB/SENRE
L7,
T F=Tm R LBRED 42 4 (T7.8%) 1ZBWT, ¥/ SEOEEEIT CTCAE Grade 1 XX
Grade 2 TH Y, Grade 3 DEB/IBEDORBERIL 204% TH 7=, BERAEFRROEBII 2o T-,
[EIBEIE A 55 T AHERPRARER (1200.32 3ER) O B ARAY 7 7 L—T128B1T 2395 SIE O BUEE & ORRR
BBICOWTIE TRREEZ SR, 777 F=THO 154 (27.8%) N7 77 F =7 5 HWiRE L, %
BISEZEH LT, BEBNRRBISEOEET 7 7 F=7OREHIEE L OHHIC LY, BB/IE
BILLVT 77 F =T 0GR IE LTIZBEFIT R o7z,

WIS I N T A ERFGOIARGERPREBUR I (ERSIEFEZE I AR RS [1200.32 35k o HA
ANV T 7 —7)

{bSEFRIERE Ty F=TR
EXnl 28 (100.0) 54 (100.0)
eSS IRY S 6 (21.4) 54 (100.0)
SIS 6 (21.4) 47 (87.0)
W35 5 (17.9) 45 (83.3)
B & I 0 (0.0) 5 (9.3)
EEIPS 0 (0.0) 2 (3.7
B 0 (0.0) 1 (1.9
B 0 (0.0) 1 (1.9
HLBE 0 (0.0) 1 (1.9)
HLBEME R B 0 (0.0) 1 (1.9
BEIR Bk 5 0 (0.0) 1 (1.9
PLREONS A 0 (0.0) 1 (1.9)
3t 0 (0.0) 1 (1.9
% 1 (3.6) 0 (0.0)
B 0 (0.0) 18 (33.3)
g 0 (0.0) 15 (27.8)
SRR 2% 0 (0.0) 3 (5.6)
TEGIE (%)
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FEIBI ZVE DR BUBEE N OV AR R  (FEFE LRSS I AR SR [1200.32

RER] OHARNYT 7 L—T)

{LEEFRIERE 77y F=TH
A JE] 28 (100.0) 54 (100.0)
Y A7 R FEREmZE] 99.6 H [46.5] 17.7 8 [54.7]
51 SIEFE B 3 (10.7) 53 (98.1)
95%{3 T X [#] (2.3-28.2) (90.1-100)
AP — KL 29.72 (p=0.0001)
#x K 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)
A
) 2 (7.1) 28 (51.9)
ENE 1 (3.6) 25 (46.3)
%EE 0 (0.0) 0 (0.0)
A 0 (0.0) 0 (0.0)
&R E 0 (0.0) 15 (27.8)
5k 0 (0.0) 0 (0.0)
R 3 (10.7) 52 (96.3)
AN B L =35 S 3 (10.7) 53 (98.1)
HERRBISIE 0 (0.0) 0 (0.0)
B9 SEOXEISE B o Kaplan-Meier #£/& 1
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)

TEGIE (R%)
¥R BEFEOREFRROYEEEIGE TOWL Y 27 MM %2Rk 7,

FEIREIE A S T AHERARARER (1200.32 ER) OHARANY T I N—T DT 7 7 F =T EGHEBF T, BBISE
ZHFBLLIZ 53 HOBED S H 17 4 TIHIRPER G M PIOERAERITHE Lz, 11 4 DEBE T
CTCAE Grade 3 A EOFZB/SENFBL L=, BGHEAREIZEVERL, 2055 64 0BEIIIE
BRI 2 SEITIH R LT,

[(FZ2/ZE (ENE VI FEERARRER [1200.33 38k 2 T AHE 5 ]) ]

[EIPN 45 T ARG PR 38R (1200.33 7B 45 TLFRERSY) O 7 7 7 F =7 50mg BbG I E#ETIE, 57 4 (91.9%)

ICIRBREE & DI REBBP G ETERVAERR L LTRB/ISENRBO LN, 777 F=7 %&b L1
BED 404 (64.5%) IZBWT, 3B/SEOEEE L CTCAE Grade 1 X Grade 2 TH Y, Grade 3
DIBISIEDFBIRIT 274% Th o7z, HERAEFEFLORBUI o7, EWNE VI FHEERRER
(1200.33 3R 25 ARG Y) (23610 D521 SIE OFBUHE K R4 FaiRICRnT, 777 F=7
50mg BIIEFERED 1140 (17.7%) N7 7 7 F =7 & GPIERE L, BBISEZER L, BBISE
LW T 77 F =705 2FIEL7BHE T T4 (11.3%) HoT-,

-41-



V. i8I 5HA

[EINEE VLT ARER AR (1200.33 U8R 25 11 MIEL) ©7 7 7 F =7 50mg Bl EHEOLE T, B/
SHEEFBL LT 57 4 OBED O HIRBREE SR HITAER S B RITIHAR LI BH IR - 72, 1T 4 O R
# T CTCAE Grade 3 A LOFBISERFELL TR, D5 TH/ET 77 F=70O8b 5%k Lz,

BB B OIS BT K O RS (EWNE DI AR RER[1200.33 6k 25 11 AHER4])

T F=TRE
EXnl 62 (100.0)
BV 2 7 iR R ZE] 21.2 H [23.6]
B SR 57 (91.9)
95% 13 #E X [ (82.2-97.3)
#x X 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
AT
IS 29 (46.8)
E N 28 (45.2)
HIBNE 0 (0.0)
TS 0 (0.0)
M&RE 11 (17.7)
B Hk 7 (11.3)
TR 56 (90.3)
AN L5 S 57 (91.9)
BERREISIE 0 (0.0)
21 SEO IS HEY o Kaplan-Meier # &1
day 1~7 20 (32.3)
day 8~14 16 (58.1)
day 15~28 12 (77.4)
day 29~84 8 (93.1)

IEGIE (5R%)
¥ R BEOAEFROYEREBFE TOWE Y 2 7 I 2Rz,

[(RBISEOE L D]
A AN OIE/NAAGRE BF BT 5, BB/ SIEORBRILE < (90%1E8), 18~28%0D HE MBS
k0T Ty F=ToRkGERE L, BEREEBETOILENRD ST, LML, BB SIEOE
HET 77 F =T OBRGHMMBEZHEGELZLICED, BBISEICLV T 77 F =705 %FIEL
FREIVETH- T,
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4) N

EGFR TKI [HEIZ LA INOERE 2 ET D200 I NV—7HETH L MO L, EGFR TKI [HE
WXV AECDIMORE OMiEEZ£TEREL GO, KbEHEEICHRE SNEREX, MEHETH-

7=,
[ B [R5 TI1 AR R R

HER (1200.32 35x)

22940955 1404, (61.1%) DHEFIZRREMRNEE TERWNDORENEH LTz (RbFBEROEN-T
FEAGEIZNEAZ), CTCAE Grade AilicA 5 &, 1184 (49.3%) 23 Grade 1 XL 2 T, 274 (11.8%)
M Grade 3 ThHolz, BELRESNIZFRIIL)o72, 314 (13.5%) DEENNOEENFKT,
HEZEE L, o, MORENFERE THEREDRGZFIELEEEIT 24 (09%) Thol,
Kaplan-Meier 15(2 L 5 BEERBLOHEEEI D, 77 7 F =7 40mg Bt EE 5514614 29 H LK)

5 84 HLINIZHEFE D 50.4%!

5 28 HLINIZHEE D 18.4%IZTND B DIFBL L 72,

MO BTSN A EFGOEAGERR BRI (ERRLF

-43-

bR 77y F=T Rt

EXnl 111 (100.0%) 229 (100.0%)

JINoD 55 0 (0.0) 141 (61.6)

JEYIE K OV A HUE 0 (0.0) 132 (57.6)
NGRS 0 (0.0) 130 (56.8)
TG 0 (0.0) 2 (0.9
JTPR Wz i 0 (0.0) 0 (0.0)

B B OV T AL e 0 (0.0) 17 (7.4)
JNDREE 0 (0.0) 12 (5.2)
MR ba 74— 0 (0.0) 2 (0.9
TR 0 (0.0) 2 (0.9)
JTCHBEARE 0 (0.0) 2 (0.9)
JNERME 0 (0.0) 0 (0.0)
v 0 (0.0) 1 (0.4)

JING DR /N Lk 0 (0.0) 0 (0.0)

JJINZ AR 0 (0.0) 0 (0.0

TR B 0 (0.0) 0 (0.0)

TR DRAE 0 (0.0) 0 (0.0)
TEGIE (%)

INOEEDOFRE L, 77 7F =7 40mg Bt B 55161 15 B LK)

III ARG R #ER [1200.32 3Bk 1)



V. i8I 5HA

(555 TIo/IIT AHES R SR ARE  (1200.23 3R ]

390 4D HH 153 44 (39.2%) DEBEFICHEFEREL L L TUNOBRENEI L RHBEEEROE D> - HEAR
FEIINHZ), CTCAE Grade BllicAab L, 1334 (34.1%) 23 Grade 1 XX 2 T, 204 (5.1%) 7 Grade 3
Tholz, 19 4 (4.9%) OEEPNORFENFAT, HELZEELZ, E6I2, 1 HHOBEICE
JNDFEF D 4.9%, HEHZEOMNORTFIL 21.1%DEHE TRD T,

(b2 Ty F=T R
EXnl 195 (100.0) 390 (100.0)
JNOD FH 2 (1.0) 153 (39.2)
JEYIE K OV 2R e 1 (0.5) 135 (34.6)
NGRS 1 (0.5 132 (33.8)
TG 0 (0.0) 2 (0.5)
JTUR RS 0 (0.0) 1 (0.3)
B B OV T AL b 1 (0.5) 22 (5.6)
JNDREE 1 (0.5) 15 (3.8)
NPA br 74— 0 (0.0) 0 (0.0)
JTV4R 0 (0.0) 0 (0.0)
JTCHBERE 0 (0.0) 3 (0.9
JNEEME 0 (0.0) 3 (0.9
T8 0 (0.0) 1 (0.3)
JING DR /N Lk 0 (0.0) 1 (0.3)
JJINZ AR 0 (0.0) 0 (0.0)
TR 2 0 (0.0) 0 (0.0)
JTUR DZAE 0 (0.0) 0 (0.0)

SEBIEC (%)

[ FEBRILR 55 T ARG R RBR (1200.32 3BR) O HARAY 7 71—
54 /D H % 48 4 (88.9%) DBEINOEF NI LIz (R bRBRORE Mo - EATEIINAR),
T2, FNLT_NTNT 77 F =7 & ORBEBENEE TE 20 &l & 7=, CTCAE Grade Bllc# 5 &,
354 (64.8%) 7% Gradel Xi%2 T, 134 (24.1%) 7 Grade3 Tho7-, BEE L HREIN-FHRILA
Do fo, [EFEIEESE T FEERARER (1200.32 3BR) O HARANY 7 7L —F1281T 5D B OR B E
FOMGRBBICOWTIT TRRE 22, 16 4 (29.6%) OERENNORFENFAT, HELEE L,
Fiz, MOEFENFRRTIEREOR G 2L L-BEIL 14 (1.9%) Thoiz,
Kaplan-Meier 152 X 2 RERBROHEMEMN D, 77 7T =7 40mg Bs6H EF GBI 29 H LA
5 84 HLUNIZERED 72.8%I I INORFE ORI L, 777 F =7 40mg BALAHER 58046% 15 B LI
5 28 HEUANIZHEE D 27.8%I2 D B AR LT,
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TN B DFSEUBEE Jp OV R B ([FE B L[R5 1T AR ER IR 352 [1200.832 3Bkl 0 H A A7 7 L —7)

b2kt 777 F =T
A JE] 28 (100.0) 54 (100.0)
WU R 7 WM R RE] ¢ 104.7 H [41.1] 70.9 H [101.9]
I e H FE B 0 (0.0) 48 (88.9)
95%{3 T X [#] NA (77.4-95.8)
AP — KL NA (p=0.0001)
#x K 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
A
) 0 (0.0) 24 (44.4)
ESEL 0 (0.0) 23 (42.6)
%EE 0 (0.0) 0 (0.0)
A 0 (0.0) 0 (0.0)
FNiZ 0 (0.0) 1 (1.9
FH B A 0 (0.0) 16 (29.6)
Be5Hk 0 (0.0) 1 (1.9
R 0 (0.0) 47 (87.0)
KN B L 7= N> B 0 (0.0) 48 (88.9)
EERIND R E 0 (0.0) 0 (0.0)
TN B o 1)[a1 5 E o Kaplan-Meier HEE
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)

REBIE (%)
¥ B BEOAFRFRROYEIFEBINE TOFRE Y 27 2RO,

URo s (EWNE U FEERRER [1200.33 38 25 11MEH2]) ]

777 F =7 50mg BMGHERTIE, 624D 55 434 (69.4%) OBFINORENRBEL LT, F7z,
ENHTRTRT 77 F=7 L OREBMRDGE TE 7o &l S vz, BEAEERITIE, 364 (58.1%)
M Grade 1 XiZ Grade2 T, 74 (11.3%) 7% Grade 3 (4 _TJNFHEK) Thotz, EELHLEIN-F
RiTe o T, ENE VILFEEARRER : (1200.33 35R) 55 I AHER S I1T 5 TN Bk O R HHEE K& OV
RFRBIZOWTIL FRLREZ S, 64 (9.7%) DEENNORFENRKT, HELZRE L, £z, o
B DR CIRBRIEOB G2 IE L2 EBFIX 14 (1.6%) Tholz, 62405 H 394 (62.9%) (XD
RE K L TR AT 1A FEIROGUERZ: EORE 22T 72,
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TN S5 D FEBUBEEE K QIR E  (EINES VI AHEGIRAER [1200.33 538 & I AHER 5 1)

T F =T
A JE] 62 (100.0)
Y A g IR YR ] ¢ 59.2 H [68.0]
I e H FE B 43 (69.4)
95%{3 T X [#] (56.3-80.4)
K 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)
i
[El1E 17 (27.4)
F NG} 26 (41.9)
(i 3ceid 0 (0.0)
A 0 (0.0)
B A 5
FH R 6 (9.7
FhH Ik 1 (1.6)
FRME 39 (62.9)
SEF 2 B U7 oD B 43 (69.4)
HERNO R 0 (0.0)
JND E i o p)aIFEEH O Kaplan-Meier #E1E
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 (5-%)
* BBEOAEFRROYEIREBRE TOYHYY X 7 Ml 2R 7z,

[MoEFEDE & D]

H AN DI/l S5 2 361T 5, RRBIRPEE TERWRORFIZONWTORFEFLORBUHE
IEE < (69~89%), 10~30%DHEENIMNOERFICLD T 7 7 F =T 052l L, REBEEZHETD
VENRH-T-, L L, BBRARINOREOEI L T 7 7 F =7 OB GhlE L2 M5 2 ik,
MOBRFIZELO T 77 F=T7ORGE2F 1L LBV TH- T,

5) MON%K
AN DOFBZ /NG L Wedll, MBROBELZRRILL, ONREZRTEAELELDTANKE
WH 1 OOTN—THFEE Uiz, &b EMAEICHRE SNAERERL T, EAEL LTonNg (ERg
A28 T FHERRGRBRAET (1200.32 3BR) D7 7 7 F =7 40mg Bilbs H&E#ET 38.0%, VSN TIb/IIIL 4H
ERARRRBRERE (1200.23 3BR) T 7 7 F =7 50mg BALAHERET 21.8%) THV, K\ T, HEEDOSK
fiE (ZNEN 29.3%, 24.4%), HWENIRGIZA (€4 10.0%, 13.1%) Th-o7z,
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[ EIBEIL[R 25 TIT AHES IR AR (1200.32 35R)

ERS LRSS T MR RBRAGE (1200.32 3BR) TiX, 77 7 F=7HED 72.1% D BE PN RFRIE & DR F
RN RE CTERWVANRK AR LTZ, 64.6%DHEETIL CTCAE Grade 1 Xt Grade 2 THY, Grade 3 @
ONEDOFREBIEIT 8.3%, Grade4 DHONKIL0.4% Th-o7T=, BELAERS L SNLFRIVETH-
72 (1.3%), [EIFEILEES T GRS B RS (1200.32 3ER) O 7 7 7 F =7 BETIE 10.0% D BH S ON%
DOEFD T DI R Z R Lz, R ONROEFRET 7 7 F=7 OG5 hRREIC LV, FEEEILFE
o5 I AHER AR ARBR RS (1200.32 388R) TIXOANEDO DG 2RI LIZBE IR0 -7, 1FEAED
BE TR ORI & L,

ORI I N A EFLGOIEARGERNPREBURG (ERRILFESE I AR SR [1200.32 75k ])

{bSEFRIERE 777 F=THE
EXnl 111 (100.0) 229 (100.0)
N 19 (17.1) 168 (73.4)
A% 11 (9.9) 87 (38.0)
HEIBE D JNE 5 (4.5) 67 (29.3)
1 e ARSI A 3 2.7 23 (10.0)
K PNz A 1 (0.9 10 (4.4)
Gt 1 (0.9) 3 (1.3
77 A2 EON% 0 (0.0) 2 (0.9
E3] 0 (0.0) 1 (0.4)
RS 0 (0.0) 1 (0.4)
1 kb RERL B 0 (0.0) 1 (0.9
B 0 (0.0) 1 (0.4)
L e v 1 (0.9) 0 (0.0)
NHEATE 5 0 (0.0) 0 (0.0
AP A 0 (0.0) 0 (0.0

FEBIE (%)

(5155 TI0/IIL ARG FRBRAEE (1200.23 357 ]

WESNES TIb/TIT ARG AR A BRARE (1200.23 3BR) TiX, 77 7 F =7 50mg BtAH ERED 58.2% D BE M,
BRI L DR RBMRN G E TE R2WANKERBEL LT, 58.0%DHA#E Tix CTCAE Grade 1 X% Grade 2
THY, Grade 3 DONKOREIEIL 28% Th-o7z, EERAEFEFRLE INT-OARIVETH-T-
(0.8%), HBFED 41%TlE, ONRICEV T 77 F=7 O EZHE L, BBNR2O0NEOEIRET 7
7 F=T ORGHERICL Y, BHFPILCESTZEFIT 1 4 (0.3%) Tholz, BHLIEZANEKDIZ
& A ENFBHIRI IR LTz,

(s

k=1
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ANRIZDTE SN A ERFROIEARGERFE BRI MESN S TIb/ITT A8 B B a6 [1200.23 58527])

{LEEFRERE 77y F=TH
A JE] 195 (100.0) 390 (100.0)
A% 5 (2.6) 237 (60.8)
A% 2 (1.0) 85 (21.8)
KD S iE 2 (1.0 95 (24.4)
H e PNTB BT Ak 0 (0.0) 51 (13.1)
P RS 1 (0.5) 15 (3.8)
TR 0 (0.0) 1 (0.3)
77 2 AN 0 (0.0) 2 (0.5)
G 0 (0.0) 8 (2.1)
R 0 (0.0) 2 (0.5)
1 b MR B 0 (0.0) 0 (0.0)
AR 0 (0.0) 0 (0.0
WEE e 0 (0.0) 1 (0.3
WA S 55 0 (0.0) 1 (0.3)
F RSN S A 0 (0.0) 1 (0.3)

HEBIE (5:%)

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

[EIBRIEF 5 I ARESPRARER (1200.32 3A8R) ORAKANY 77 V—7"Tlk, 777 F=7FD 88.9% T, H
N LB OREERIIEE TE RV S, L, 1FEALY (444 [81.5%]) »° CTCAE
Grade 1 X% Grade 2 DANEKTH Y, Grade 3 D OANKDIKEHRIL 7.4% ThHh-o7-, BELRAEFL L
SNEEARRITDOT ) (24 [8.7%]) Th-ovo, EEHLFES T FAEARRE (1200.32 #ER) (281525
AARNY 7 7 —7" 0 B NRKROFEBUEE K ORRFREZ FTiLRIORT, 44 (7.4%) OBED, ARRIZ
FOT 7y F=TOMEEZEE L, BB ANROERE T 7y F=7 ORGHEEEICLY, &
B ICE S 1 BE IR o T, BB LZONEDIZFE AL (414 [75.9%]) 23 BRII Thicigsk LT,

ANRIZDHFEIN A EFLOLARGERNREBELRDL (ERRILFESE I AR ARFER [1200.32 35] O HAA

BT N—F)
(bR 777 F=TE
AiE B 28 (100.0) 54 (100.0)
A% 7 (25.0) 48 (88.9)
N 7 (25.0) 44 (81.5)
HERE D J% 55 0 (0.0) 6 (11.1)
P RS 0 (0.0) 4 (7.4)
A 0 (0.0) 1 (1.9

FEBIE (%)
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AN OFEBEE L OWERRGE  (ERHLE S I AREERRER [1200.32 #B] O HARAY 7 7 —7)

{LEEFRIERE Ty F=TH
A JE] 28 (100.0) 54 (100.0)
Y A7 R FEREmZE] 93.3 H [51.1] 62.0 H [157.7]
A NI ELI 7 (25.0) 48 (88.9)
95%{3 T X [#] (10.7-44.9) (77.4-95.8)
AP — KL 6.71 (p=0.0001)
#x K CTCAE Grade
Grade 1 7 (25.0) 29 (563.7)
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)
A
) 7 (25.0) 41 (75.9)
ENE 0 (0.0) 7 (13.0)
%EE 0 (0.0) 0 (0.0)
A 0 (0.0 0 (0.0)
&R E 0 (0.0) 4 (7.4)
5k 0 (0.0 0 (0.0)
R 5 (17.9) 45 (83.3)
SEFNC B L 7= Nk 7 (25.0) 48 (88.9)
HEERONZE 0 (0.0) 2 (3.7)
M 4% 0P EFEH I o Kaplan-Meier H & &
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)

TEGIE (R%)
¥R BEFEOREFRROYEEEIGE TOWL Y 27 MM %2Rk 7,

(A% (EWNE VI AHERARRER [1200.33 36k % I1HHE5]) ]

[ N2 T ARG PR RRER (1200.33 38R 55 TTFHERSY) ClX, 77 7 =7 50mg BRAAFH EfED 52 4 (83.9%)
DBEFEMEFIHK L ORERERPEECTERVANRERILLZ, LrL, 1FEALE (464 [T4.2%])
CTCAE Grade 1 Xi% Grade 2 D AWK THY, Grade 3 DHANKDFEHRKIL9.7% ThHo7=, HERHA
FERL L SNTZORNRITR D> 72, ENGE VISR (1200.33 38R) 0 1% OF BB K OEFIR
Pl 2 FRLRITR T, 444 (6.6%) DEET, HNRICELV 7 77 F=7 O EAHE L, LN
NROEBRLT 77 F =T ORGHBBEIZLY, BEHILCESTZEBFITRhoT, BBILI-AN%E
DIFE A E (434 [69.4%]) MBI IR L,
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V. i8I 5HA

N OFBUBEEE K O RRaE  (EWNE DI FEERRER [1200.33 38 4 1T FEE5])

T F=TRE
A JE] 62 (100.0)
Y 27 iR R ZE] 36.9 H [81.0]
A NI ELI 52 (83.9)
95%{3 T X [#] (72.3-92.0)
K 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)
i
[BI1E 43 (69.4)
F NG} 9 (14.5)
% IBNE 0 (0.0)
TS 0 (0.0)
FH R 4 (6.5)
FhH Ik 2 (3.2)
FRME 46 (74.2)
SEFZ B L 7= DNk 52 (83.9)
EEZONE 0 (0.0)
AN oEIZ B o Kaplan-Meier # &1
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 (5-%)
* BBEOAEFRROYEIREBRE TOYHYY X 7 Ml 2R 7z,

[OAN%EDE L]
H AN DI/ £ E 2BV T, HNROFEB RIS (83%H), 6.5~7.4%DHEENANRITK
W77y F=TOEEEPEL, BEREBETOILEND o, L LA b, s 0K OEH
T 7y F 2T ORERRBEEZEAELZLICEY, ORRICEV T 7y F=T o2 HIEL-#
FixbThTholm (0~3.2%),

6) IRDfEE
EGFR TKI O{EREFEICEE LZIRO IS EEET 57200 7 V—7HiETh HIRDEE 2L, EGFR
FHLEIZ L0 AR U AIROBEEDIER AR T HEAEL GO, &b EHEICHE SN GEFLL 1T, kg,
RIATA, BRgRRETH-T-, IROBEEL, FICREEABERIE ORIEE L TRE L,

[ 12 B L[R2 11 ARG AR RABR (1200.32 585R) ]

777 F =7 40mg BALEH ERED 22.7%, (LFHIERED T2%ICIROMEE (FFICIRFEHROEE) NRIL
7= (N — R 1.76, p=0.1451), 7 7 7 F =T BTl 17.9% D BE THEBREK L ORIEEBENEE TE R
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V. i8I 5HA

WEHIBT STz, 77 7 F=THEOIZ E AL OBFE (22.2%) TIEIROEEOEEE X CTCAE Grade 1 X
X Grade2 ThY, EERAEFERL INTCAEFLRITIR» o7, 1 HOBERARER (Grade 3) &3
BLL72s, FFEETHY, JERITHEE L7z, ERILEE I MEERRER (1200.32 RE) 07 77 F=7
HECTIIROEEDEBRDOI-DIZT 7 7 F=T7 O EZEE LICEZITD TN Tho72 (0.9%) 25, AKX
ERBLEZ 1 LIAEERELZOLOICT 77 F=7 0552 H1E LT,

IROBEE IS NIAEFEEROEATERFEIURIL (EIFRHL R I AR RS (1200.32 75R) )

(b2 77y F=TH
EXnl 111 (100.0) 229 (100.0)
IR p 8 (7.2) 52 (22.7)
NS 3 (2.7 24 (10.5)
i[RERE 0 (0.0) 13 (5.7
R 2% 0 (0.0) 5 (2.2)
) S 0 (0.0) 5 (2.2)
ARG 2 (1.8 4 (1.7)
AR A 0 (0.0) 1 (0.4)
IRAg IR IZ 0 (0.0) 2 (0.9
MR 1 (0.9 2 (0.9
IRZ 5 e 1 (0.9 0 (0.0)
AR g e 0 (0.0) 2 (0.9
IR A o2 e 1 (0.9 0 (0.0)
AR Fe if. 1 (0.9 2 (0.9
AR A e 0 (0.0) 0 (0.0)
B i 0 (0.0) 1 (0.4)
IS A 0 (0.0) 1 (0.4)
MRBEZ 5 e 0 (0.0) 1 (0.4)
AR DA JiE 0 (0.0) 0 (0.0)
R AT B 0 (0.0) 0 (0.0)
IR e i 0 (0.0) 0 (0.0)
FE AL 0 (0.0) 0 (0.0)

FEFIEC (%)

(#4125 TIb/I1T AR ER AR RER AR (1200.23 35R) ]

77 7F =7 50mg BMEABREOIROBEEDORIY A7 NEFEICHNLEZ (777 F =78 13.3%, 77

BARRE 2.6% ; NP — REb 4.15, p=0.0011), 77 7 F=T7HETIE, 9.2%DHBH TIRERHKE & K RBIRI G

ETERVWEHBI SN, 777 F=THOIFEALDEBEE (12.8%) TIHROEEDEIEHEIT CTCAE

Grade 1 XX Grade 2 TH Y, EELRAERG L INTEE LR ->7-, CTCAE Grade 3 DRI L
DRREENGBE TERWVIRDEEIL, FER LIRS 1 4 ThoTe, 777 F=7RETIE, 4 4
(1.0%) DROEFEDEIBDOI-DIZT 7 7 F =7 ORHEERE LR, HHEHIEICESTZRBE TR 5T,
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V. i8I 5HA

AR DOFEE I ST B EFROEARGERIFE BRI (MEZN S TIb/IIT AH R R ER a5 [1200.23

b2kt Ty F=TH
A JE] 195 (100.0) 390 (100.0)
IR DREE 5 (2.6) 52 (13.3)
fE RS 2 (1.0 18 (4.6)
AR 3745 0 (0.0) 18 (4.6)
R J¢ 0 (0.0) 2 (0.5)
B s 0 (0.0) 2 (0.5)
IRAE 0 (0.0) 1 (0.3)
AR A% 2 (1.0 6 (1.5)
IR IZ 0 (0.0) 0 (0.0)
MR 7w 0 (0.0) 2 (0.5)
ARE 5 B 1 (0.5) 0 (0.0)
R B 55 0 (0.0) 0 (0.0)
AR s V2 i 0 (0.0) 0 (0.0)
AR Fe ifi. 0 (0.0) 2 (0.5)
AR AN 0 (0.0) 2 (0.5)
FEREESE 1. 0 (0.0) 1 (0.3)
IS A 0 (0.0) 1 (0.3)
IR 2 5 FEiE 0 (0.0) 0 (0.0)
R DA HiE 0 (0.0) 1 (0.3)
MR BGALBE 0 (0.0) 0 (0.0)
AR i i T 0 (0.0) 0 (0.0)
ML 0 (0.0) 0 (0.0)

HEBIE (3:%)

[[ERE LR 11T A EG R ER (1200.32 3BR) O HARAY 7 7 L —7]

T 7 7 F =7 40mg BIEE I ERED 54 £ 20 4 (37.0%) I[ZIREREE & RREIR A GE TE R WIRDBEE N
FEBL LT, e b @B IS ST BREE X, REMRZE 81911 (14.8%) Th o 7o, HIEE R TIX, 234 (42.6%)

7 CTCAE Grade 1 X% Grade 2 TH 1V, Grade 3 DIRDOEEIL 14 (1.9%) OB ThoTl-, HEREH
EHRHE LU SN L O e o7, FEERSEFS I AERRER (1200.32 #RB) ORAAY 77 L—7F
(231 B IR DR E ORBUEE K OFFIRFRIZ DWW TIX FRER 2 2 M, Grade 3 DIRDOEE & L THE S
7T 77 F =7 L OREBEBRAEE TERWARRI, FEETHY, ERITHELE, 214 (38.9%)

DBETIROEED - DIRFEEZLIEL L), IROEEDT-OIZT 7 7 F=7 O &4 HE Ik 5%+

L7z TEnZNn 14 (1.9%) OARTH T,
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V. i8I 5HA

IR OBEEIZ/HE SN A EFROEARTERNFEER N (EREILFES I AR FER[1200.32 3Bkl H AN
Y7 I —7)

{LEEFRIERE Ty F=TH
A JE] 28 (100.0) 54 (100.0)
IR DREE 4 (14.3) 24 (44.4)
fE RS 2 (14.3) 10 (18.5)
AR 3745 0 (0.0) 6 (11.1)
RS 0 (0.0) 1 (1.9
B s 0 (0.0) 4 (7.4)
iRAR 1 (3.6) 4 (7.4)
AR 0 (0.0) 0 (0.0)
IR IZ 0 (0.0) 2 (3.7)
MR 7w 1 (3.6) 0 (0.0
IRz 5 FEdiE 0 (0.0) 0 (0.0)
R B 55 0 (0.0) 1 (1.9
AR s V2 i 1 (3.6) 0 (0.0
AR 72 1fi. 0 (0.0) 1 (1.9
AR A PRI 0 (0.0) 0 (0.0)
FEREESE . 0 (0.0) 0 (0.0
IS A 0 (0.0) 1 (1.9
IR 2 5 FEiE 0 (0.0) 0 (0.0)
R DA HiE 0 (0.0) 0 (0.0
MR BGALBE 0 (0.0) 0 (0.0
R B AfIER 0 (0.0) 0 (0.0)
i S 0 (0.0) 0 (0.0)

HEBIE (3:%)
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V. i8I 5HA

AR D 5= DO FEHUAEFE K ORI ROE  (FEIRS LRSS T R R 3R BR([1200.32 38R0 H RN Y7 7 L—7)

bk 777 F =T
A JE] 28 (100.0) 54 (100.0)
WU R 7 WM R RE] ¢ 101.1 H [41.9] 284.8 H [203.0]
AR oD 7 25 5 B 151 2 (7.1 20 (37.0)
95%{3 T X [#] (0.9-23.5) (24.3-51.3)
ANP— R 3.07 (p=0.1198)
#x K 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)
A
) 1 (3.6) 14 (25.9)
ENE 1 (3.6) 6 (11.1)
%IBNE 0 (0.0) 0 (0.0)
A 0 (0.0) 0 (0.0)
FH B 0 (0.0) 1 (1.9
5k 0 (0.0) 1 (1.9
R 2 (7.1 18 (33.3)
SEF B L - R O FEE 2 (7.1 20 (37.0)
HERIBOREE 0 (0.0) 0 (0.0)
IR oo p& = o FEIFE IR 0 Kaplan-Meier & i
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 (5R%)
B EEOAEEROMEREIRE TOFHY 27 HHEZRDIZ,

[IRokEE (EWNE VIR [1200.33 38 25 115 ]) ]

777 F =7 50mg B ERED 624D OB 154, (24.2%) OB DEHHK & RRBRAEE TE R
ROBEEZFEHE LU=, EEERI T, 174 (27.4%) 7 CTCAE Grade 1 X Grade 2 C, Grade 3 ®
ROEEIZ14 (1.6%) OATHoTz, HERAEFR LM I DIER) -7, Grade 3 DIRD
EELE L THRESNLET 77 F =7 L OREBFENPEE TERWIROEEIL, IREXTho7o, EANE
I/TT AHERIRFRER : (1200.33 3UR) 25 T AR /3 12351 2 AR D P D FEELBH L K OV IR R & R Rt RIS 7
16 4 (25.8%) DOBETIROEFEDT-DIREENEL L2, ROBEEDZDIZT 77 F=7 D&%
WELZBEITLIL (1.6%) OARTHY, EEPIELEZBEIT -T2,
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V. i8I 5HA

IR D FEE O BUSHEE I ORI (EIPNES TIT FRES R RER[1200.33 38R 25 11 FHE 3]

T7rF =Tk

A JE] 62 (100.0)
WU A7 I =R ] 127.9 H  [108.7]
AR oD 7 25 5 B 151 15 (24.2)
95%{3 T X [#] (14.2-36.7)
K 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)
i

i) 14 (22.6)
F NG} 1 (1.6)
4 IAE 0 (0.0)
- 0 (0.0)
B A 5

FH R 1 (1.6)
Fe bl 0 (0.0)
TR 14 (22.6)
FEAN BT L 7= IR DB E 15 (24.2)
HERIROREE 0 (0.0)
IR DFE5E D FIEIZ B > Kaplan-Meier HEE il
day 1~7 0 (0.0)
day 8~14 4 (6.5)
day 15~28 5 (14.5)
day 29~84 4 (21.5)

AEFIEC (5:%)
¥ BBEOAEFERZOYEIEBNE TONYHY 27 W 2RD 7,

[IROEEDE L]
T 77 F =T G EREFEOR 20%IZIROEENRBD HiL, N 1%DEERT 77 F =7 052 HL, HE
EHET OMNEND ST IROEEFEICEIV T 77 F =7 0G5 2H1E LTBEITD TN TH - 72 (1% .
H AN DI/ NGRS B ClE, 29~44% D BEIZIROEENBO B, I 2%DEENT 7 7 F =70
Bh a2k L, HEZHET IMLERD T, IROBEICIVT 77 F=7 0521k L BEITHDT )
Tholz (2%Ki),
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V. i8I 5HA

7) R

UFs R & xh 4 & LTz 46 SR TRk S 7z 3865 44 DFiF#T]
AFESRIZOWT, EGFR TKI & OBENTGE T ARVHRMICHEERAERS L LT, MRS O
SMQ*#% IV CHE L7, 3865 4 DBHEMTIE, Z OAEREOK L SMQ % W CRAE LA ESH
G (TAER ) &R 1L 294 (0.8%) IZHA B, Feb Lo T EAGEITARK Th 7= (17 4 [0.4%]).
ZDHH 2412 CTCAE Grade 3 DAIELKNFHEIL L=, Grade 4 X% Grade 5 DFEBIL R o7, £
fide (BHYEARENRR) 2RBE L 141E, 777 F=7 L OREERITRVWEHR S, 91
TR L ORREBENEE CE VLTS, 77 7 F =7 OEGHIEIC X W ERITHA L, f
AL O E LI > T,

£ RS O PR SMQ™ CHRFE L 72 FEATEIZ K 2 AN I D T

T F =T

EXnl 3865 (100.0)
4 5% 29 (0.8)

£ 5% 17 (0.4)

IS A 4 (0.1)

£ IR 3 (0.1

B AR S 3 (0.1)

R AR 2 (0.1

4 EE 1 (0.0)

SEBIE (5-%)
* A REEE O SMQ - ARG, ABEONS A, ABHEREGE, SRR SR AR, A E

(TR REDT 7 7 F =7 %85 Uiz B AR NI NS~ 71— 7 8H 128 4]
NI OB EDT 7 7 F =7 %G L BRI NaES 7 7 v — 7 BE 128 4 ClX, AF
FHTHLAMEEIL T4 (5.5%) ICBHLN, ZTONFUTABEN 54 (3.9%), sURABREN 2 4
(1.6%), KOOGS AN 14 (0.8%) Thole, 2D 9 H 14T CTCAE Grade 3 DFAIERNIFEEH L
7=. Grade 4 X% Grade 5 DFERITIH BN h > 7=, Grade 3 DANERZRBF LI-EEIL, X—2AT4
VERIZ Y = — 7 VR R SO LT 66 WO EBRE T, 77 7 F =7 40mg O HBAtE 11 Hi&IZA
ERNEI LT, 777 F=7 OFGEHWBEICL Y, REEFLIIREL, K 1EMT7T 77 F=7%
e 2 Z &N TE I, LLRND, ZOBRAFAERRIIELL, 777 F=70fbGaehit Lz, 7
77 F =T O IEE, AREFRITEK L, B, AAEFGQIIFEERE T, WREYEMIZT 7 7
F =7 L ORRBRITEE TE 20 & L7,

[AERDE & D]

RO EVERNTEN T DR ERE 2% L LTz 46 B OB S L7z 3865 4 OfiflT TIE, BHED 0.8%
2, ABERICEESND LY EERAEFERPRE LD, AREALITHRE Shehoi,

RO HARNIE N 7 7 v — 7 B3 ORISR Th 5 128 4 DfFHT TiX, B3 D 5.5%I2,
FPERICHTAS D L0 EELEEFLNEI LD, ARZELITHRE Svkr ol
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VI. R B9 5 A

VI. EMERE(ICET SRR

1. ZEZMICEEDH HILEMXITILEYEE
FI4F =T, zaaFoTHRE, T8 =7 kU URIE KR

2. FEIBEH

(1) 1ERERLL - VEFRKR
777 F=71% ErbB ZBET 7 I U — Tk U CARAE R LEER 2 B IRMIOR T B2 61T 5,
ErbB %%k~ 7 < U —(Z EGFR, HER2, ErbB3, ErbB4 75720, Ml b T~F o “BAEKORE
TERKEZRA L, BAIRORE, mEHE, TR M2 20, B SRICES T2 N mb5nT
W5,
TI77F=TETFar T RAAS D ATP (77 7 v =0 Ug) fEEMMICEaRAET52 &
T9, EGFR OFF—EBEMEEZHEL, Hi>E T HER2 X° ErbB4 O %+ —BifM L HAET 5720 10,
ErbB SHET7 7 IV =BT 2T X TO~T 2 Z&EK O ErbB3 # < A€ &G LET 5
LT R, BT IV AN L, BSIE OB & S 5 107, 7T 7 F =T O FREHI LD,
EGFR, HER2, ErbB4 ® ATP fiAR7 v MDY AT A U FEIE L AR OIAFES OfE R, ErbB %4
K77 2V =0V UEBLOERMICIHI D X —BIEEOBLEIC Ko T, M4 B 3 B A K
TLE%S ErbBEZAEKRT 7 2V —OX F—VIEMZ2 FHEIICHET 2 2 L AVRB STV 5,

Afatinib - irreversible ErbB Family blockad e
1o EGFR inhibition
'Rr:wrsxh‘i E -----..‘
@ EGFR (ErbBl) wssw HER2 (ErbB2) S ErbB3 S ErbB4
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VI. AP B 5 A

(2) EFEEMITHHABBIE
1) AfEX - —Bloxtd 2 BEMEH L ONERYE (1n vitro)
%%7 v A 10,12),13)
b MEA T T A X F—B N AL CEHWIEERET v A OfER, 77 7F =713 EGFR Frv v
FF—BOMAREERTHY, 1Cs01% 0.465 %1X0.230nM (n=2) Th -7 10,
£/27 77 F=71% HER2 };O* ErbB4 OF u o3 F—PEMELHEL, ThENOZEEICHT S
ICs501% 13.8, 28.3nM 10 (n=2) K 1.15nM 9 TH 7=,
125
100

75 7

50 1

Kinase activity in % control

25 1

0 T T T T T T T T )
12 11 10 9 -8 -7 6 -5 -4 -3

Log [concentration (M)]

EGFR X —E7 v A BT BT 77 F=7DOMHEEEH

BFXFT =T oA ICBITBT 77 F =7 KOO 5 EGFR F 12 v v % —EBHEX O EE
FA R ONEIR A 10),12),13)

) TI7rF=T TI74F=T NRNF =T
F ¥
ICs0 [nM] I1Cs0 [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

el (n=1 1% 2), FHEESE (n=3 it 4), FHEIMPMIIGIEE RS, ND : flEsE$
[ZxEFry XS —F] BIRK : R—% A VA Y U2 FKRXF—¥, VEGFR-2 : & PN IEFEAN 12 5k 2,
HGFR : A0SR 72 4514
[HZrRERIF oo xF—F] csre: 77 AREY A )V ADFE MR T O FEE T, Lek @ Vo SRR T 0T A o F
oL v¥F—+¥, Lyn: LCK/YES BdiF o o %F—+
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VI S8R9 5 TH

2) EGFR & (N HER2 (Z%3 2 FLEMEA  (in vitro)
SR VAT A 19
ErbB Z KA % B4 54~ OIEEMIE T EGFR, HER2 OiEMAL/ ) VB LICK 35T 7 7 F =T D
BAfRNT L7, EGFR IEMEALOfENT & LC, K&ED EGFR 233 L T\ % b RMMEE R R i ia gk
(A431) ZHWfER, 77 7 F =713 EGFR ® U “iR{b% 1Cs0 13.4 X 15.6 nM T L7z, HER2
DL VEREIZ DN T H RIS, EEICY VB S/ HER2 %8 L T\ 25 b b E IR ik
(NCI-N87), t hIl@ffifiatk (BT-474), &Mk HER2VE9E 28 F A IR BL L T DML 2 ~ o7 Afj
HEAFHENER (NIH-3T3-HER2) & W TR L72fE R, 77 7 F=71Z HER2 Ol V) E{b & 5538 L7z,

EGFR }fO'HER2 V VLT v v AIZB T D7 7 7 F =7 Kk UMho> EGFR TKI OFH

A431 NIH-3T3-HER2 NCI-N87 BT-474
{t&% U Wik EGFR iV 2. HER2 itV 2t 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 % B (n=2), FHMELSE (n=3), FHEIMPITHEZRT,

ARRHTE T > A 19
ErbB ¥ 7 /UGREEICRE LM b TV b B - B IEMIEkE (NCI-N87), t b L&
BE (BT-474) % W THRT » & A & 5 L72#ER, 77 7 5 =7 ® 1Cs0 1< NCI-N87 T 5.18nM, BT-474
T 17.3nM ThH -7,

HIET v A BT BT 7 7 F =7 KO EGFR TKI OHE{EA

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 % 5 (n=2), F¥MHLSE (n=3), fHIlMIIHIEZ =T,
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VI. HEDHEP B4 5 H A

3) A4 23T 5 EGFR MLEIER O (in vitro) 19
7 7 7F=71% EGFR X° HER2 72 £ ® ATP fi &R 7 v MIkER R, BRI AT A Uik L A
T5 2 LT, AR ER RGN T L2tk b RFERICOI > CTREBROEENRRHRT 5 L EZ2 D
TV, £ZTKRED EGFR Z#%ELL T\ 5 b MIEHREY gk (A431) #HAWT, 777

F=7NC 1 WFEIRE L T DR 21T 72 & 2 4, i 8 faE L < b EGF #%Mo EGFR
U UERVBREER 23RO vz 19,

FHAIGE 2 OMILIZ 31T 2 EGFR U ERLBRFEAEH i

0 hour 8 hour
150% 150% T
125% 125% T
_ 100%- _ 100%
£ £
€ 75%- € 75%
8 8
R 50%- X 50%
25% 25%
0 ; : , 0%4——=—] - E
CI-1033 2D-1839 BIBW2992 CI-1033 ZD-1839 BIBW2992
24 hour 48 hour
150% 150% £
125% 125%
— 100%- T _ 100%
] i B <] T
2 75%- € 75% ¥ L
<} 8 L
o
R 50%- T R 50%
25%- I_I—I 25%
0% : ' ) 0% : :
CI-1033 2D-1839 BIBW2992 CI-1033 2D-1839 BIBW2992

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

4) Z2HA EGFR (x4 2 BEVER  (in vitro)
FRT v A 10

EGFR TKI 238272 3/ Nl % T1%, EGFR %7 — R A A » OIFHRIER B @E SN TEBY,
Exon19WN DA > 7 L— AR K E Exon21 N L858 A D SR A RN L & Hd T 5, £7- EGFR
TKI #5-% OFRFTlE, $¥52 EGFR 7 —1 KA A > ® Exon20 WIZH 72722258255 (T790M)
DRROBND,

Z® L858R/TT90M ZE A K45 EGFR ICKT 57 7 7 F=T7 O@hRx, ¥ —E7 vt Thls
INTHBY, O ICsI1E 10 XN 11nM TH - 7=,

fiixD EGFR ZRT7 AV 73— L EZ WIS FX2F—BT v BAIIBITET7T 77 F =7 K OMhoFF—
P RREAOLE/EM

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

8l % fii (n=2), *ND : HIEET

ZRIRY LT v A 10

L858R/T790M 28 ¥ % A3 2 FE/ i il A iakk (NCI-H1975) W T EGFR UV Vb7 vt A %23
M L72RER, 77 7 T =TI X 2B OBEERRD i, £D ICs01% 93 XU 61nM ThH -7,

fliz D EGFR ZRT A Y 7+ — L&A T 5/ lla iz ok 2 7z EGF #%% EGFR U kT

yEANZBT DT T 7 F =T KOO FF-—BRREH O FHEEH

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% i (n=2)
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VI. AP B 5 A

RS T > 2 A 10
L858R/T790M 2 5% A9 % /Mt fatk (NCI-H1975) % HIVCRGIFIKIFIERIN T » 2 A %
FEhi LT fER, 7 7 7 F =7 L B A HEE O E R B AL, D ICs0 1L 99 K (8 116nM T - 7- 17,

fix D EGFR BRT A YV 7 4 — L&A+ 2 36/ il il Mok 2 O 7o @ SR IRAEEEIE T » £ A 12
B LT 77 F =7 KOO FF —RIHER OREEN

NCI-H1666 NCI-H3255 NCI-H1975
{b& EGFRWT EGFRLS5sR EGFRL858R/T790M
ICs0 [nM] ICs0 [nM_ ICs0 [nM]
TI7rF=T 60, 37 0.7, 0.08 99, 116
HANTF =T 198, 361 1.2, 1.7 101, 115
TrnF=7 110, 344 40, 31 >4000, >4000
T 4F=T 157, 232 4.7,1.2 >4000, >4000

8 % fiE (n=2)

5) T T VT IT 2 S IHIER (= R)

b MMEE R EEOE Mk (A431) 17
77 7 F =7 OIEEIETEMEIERICOWT, EGFR 2RI H 4 5 v MMEER - LMk (A431)
DX — Ry ZAIEET NV EHNTHRF L7, 77 7 F =7 20mg/kg (60mg/m?2) % 25 H [l H £ 1
G LT & ZABGINERHE L, S ERE OGRS ER GREOIES AR (T/C ) 13X 2%Th o7z,

(IS (R T SRl D SR B RO HERS ) (Day25 O BB AR 0 #asefil)
1500 @ %I (n=10)
wikx (0=10) 2000+
— 777 F=7 20mglkg/H (n=10) o :
L, 1500+ .
£ 1000 o .
g E -
2 750 S 1000+
s S
g 500 ] :
s E 50041
= [
250 ~
| 0 . Aa
0 & ! : A—4 \&0 Q’Q)q'
0 5 10 15 20 25 30 & Sl’
Days ‘b\Q)
i
<&
DY

AB1 Y~ T AICRBITAT 7 7 F =7 (BIBW2992) O EEH5ENHI1EM
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VI. R B9 5 A

EGFR 1&MERIZE B2 A3 2 FE/ i oA fuik  (EGFRLSSSRTTOM Z- %8814~ % NCI-H1975) 19
77 7 F =7 OREREEREMEIERICOWT, EGFRIEMRERZ AT 57 /L & L C EGFRL8SSRTT90M 7
LT 2 I/ IR E AR (NCI-H1975) O X — R~ U A HEET L E W TRG LTz, 777 F =
7 15mg/kg (45mg/m2) M O 20mg/kg (60mg/m2) ¢ 20 H EE H % 05 CHEEN BN L, T/C thix*

NEN 18, 12% & G OHEEIMENCE D T - 7=,
(SRR P D RERSAOHERS)
1250
) A Ea
L
g‘1000 d/p
g 750 E
= -
S 500 e
S 250 E
-
b_ 0 n T T T '-
0 5 10 15 20 25 30
Days

Z /NF =7 ORI 2h R

(3) 1EFFIREER - s
MM ER L

_63.

(Day20 O 51IEE (4755 0 e ot

2000
B .

19004
100 —=— E'
50 f ' :
0 Pt
&
8 F

&F S
+& e

EGFRL8s8R/TT90M Z- 3¢ B4~ 72 NCI-H1975 fifig~ 7 X 2B 57 7 7 F =7 (BIBW2992), 7' 7 4 F =7,
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VIL SRR B9 5 TH H

VI. E¥MEEEICEET 521EH

1. MPREDHS
() AEEEHGMDRE
LR L

(2) BRERHBCHEREIN-OPRE

1) B[RS/ ERE 9
B A NI/ N iE B 12 BIICAK] 20, 40, 50mg & ZERERE (IRIERT 2 FEH & OVIRFEE 1 RERITHER)
HEERE OG5 U< 1 B 11828 HMIMEROERE L & & omiERREKOERDERE T A —F &
ORI BEHERS & LU IR T 9,
AUCo.. 2 O Cmax 1%, AH 20~50mg OHiFH CHEL A DO 2N LBl THEINT %, #&5%% 8 HEIZ
FEFREICEEL TS EEX BN, AFOBRBEREIT AUCo,. TIE 2.8, Cmax TIH2.1 THoT,

KA ARGHRDOT 7 7 F =7 OIEYERE N T A — 2

LB 5 RS

AR E 20mg 40mg 50mg Bl 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 Chmas,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 (TRMEBRE L KT, b) TRE Gr/ME-RRE), ) N=2, d) < iF 24 KifH], ss (TEFREBONRT A =2 ERKT

®518H #%528HE
E 120 -
> 100 —O— 20mg (N=3) —0O— 20mg (N=3)
c
bl —A— 40mg (N=3) —A— 40mg (N=3)
#Té 80
il
."T{ O— 50mg (N=6) —— 50mg (N=5)
Il 60
"
R 40
k=N 20 W\Q\Q\
& O 3
g o , , , — , ,
0 4 8 12 16 20 24 0 4 8 12 24 48 72

5 &I [h]

AR A G ROMIERT 7 7 F =7 RIEAER (Tl +SD)
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VIL. S EhieicBE 4 5 H B

(3) thEt
MM ER L

4) BE - ftRAEORE

1) BFEOFED

<HEANDT—H >
HEATEE B 13 B AK] 40mg %, ZEER R O\RENIE A v U —BBEE (%) [CHERR &L L
7oo BHBBEGEHNIZT 7 7 F =7 OWRPERFED RO BV, tmax TRAGITZEIERHR 5T 3.02 RifE], R
5T 6.90 Rl Th o7z, BEKG D Crax (TR G T 50%ME T L, AUCo-.1% 39%E T L7 9,

INDHORERLY, AANIZEMERE G AL Sz,

20 4
h/'\‘
/ @ 40mg ZEHERHE S (n=13)
ERE \ O 40mg &% E (n=13)
s | \
i ‘\\
5 ~
: ~~
<101 . ~
é | 7/0\‘"'» \\\
§: . /95/ S
3 7 -
Z s 4
c"‘ o —®
c‘(l - B B
&F
0]

Time [hours]

ZEMEIE R OB T 7 7 F =7 40mg & HEE G U= o Mg EHs (S E)

ZEfER R OBIRIZT 7 7 F =7 40mg & BRI G L2 OFEYERE T A — %

Lo R fif 40mg ZEfEREHE 5- 40mg B G-
(% gCV)® N=13 N=13
AUCo-., 676 414
[ng-h/mL] (62.3) (62.8)
Cmax 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 [ ZTRMEABRKEZ LT, b)

il O/ ME- e i)
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VIL S Ehig 2 B84 5 H

2) U hFENLDEE

<HEANDOFT—X >

U MR EARE 1 BREOT 7 7 F =T 9

TERERR A B 22 BIllC i) 72 PR ALERICTHSH Y T BV (200mg, 1 H 2[5 3 AREE) #8545 L,

Z® 3 HEEG O 1 RKeZICAH 20mg ZHEIREO£L Lz, U M e offiEbIc LD, KA
MG LR TT 7 7 F =7 D AUCo-o. 1% 48%, Cmaxld 39% EF L7273, tmax (CZEALIZ R ST, — T,
AHl40mg &V eV EFEERGH L72 & &, AUCo . 2 O} Cnax D EFIXZENEIL19% M P 4% Th - 72,

KK 6 FEH#ZIZ Y M EAE K L7 & 2D AUCe . X T Cmax @ EFHIFZNZEI 11% K V5% T
o7 20,

12
?
-~ 10 I\
B L A AT (n=22)
AR O A+ VU M F e iy (n=22)
IRINIEEN
E LB N
=L SN e
A - ——
0 e =
P
Time [hours]

777 F =7 20mg & EMZF G TV b EJL 200mg LGRS LT x0Tt T 7 7 F = T REHE
¥ (Sl Erafi)

777 F=7 20mg A HME G5 LY FFEL 200mg G LTI EDT T 7 F=T OIEYEHE S
T A=A

Bl ME AT AR - AFI+V e LGRS
(% gCV)@ N=22 N=22
AUCo-, 165 243
[ng+h/mL] (37.9) (26.0)

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

tmax? 4.00 4.00

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

tue 35.9 34.1

[h] (25.1) (16.8)

a) gCV ITRMEBRE A KT, b) TRl GR/ME-F )
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VIL. S EhieicBE 4 5 H B

<HEANDT—H >

U R v RO SOIREBZEDE (U b e s 6 Bifan o7 7 7 F=7 45 20
B 24 BRI 7 PHEEREERTHS Y e (200mg, 1 H 2[0 3 HEEES) 251, &
® 3 [E G ERREE L <IEEEREZE (U M T ekh 6 KA 2k TAH] 40mg z H[E#E N &5 L
7oo U M eV LA, FRERZEDFH G R ORFIEME G ORI T7 7 7 F =70 AUC, Cmax (K 720E
WER <, 77 7 F=7 LY M EAORREIRFFZEN G- CRRIICRBE L 7205 K 9 B LR
otz

O AFAIEAME S (n=22)

A KH+Y M EAREREGFHES (n=24)
B KA+ D B ELRERZEGHR G (n=22)

o

777 F =7 40mg ML, U FFEIL 200mg & O REEEOFH SO ZEGEE (Y F e LR S 6 B

Time [hours

i) GREOMIETT 7 7 F =T REHERE (RTFEEHE)

77 7 F =7 40mg B L, U M EIL 200mg & ORI SO ZEGEE (U F T ELRE 6 B

i \ERDT 7 7 F =T OIWEHRE T A — X

o ARAI+VUNFE L AH+ VML
4% MZPA ﬁ
e AT RIRSDEFIE 1 RO 1
N=24 N=22
AUCo-.. 426 515 475
[ng-h/mL] (22.8) (27.5) (19.4)
Crmax 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)
tie 33.0 32.5 33.9
[h] (25.8) (18.2) (24.5)

a) gCV ITRMABREAERT, b) TR GR/ME-F IR AE)
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VIL S Ehig 2 B84 5 H

3) U7 7 e D
<HEANDT—H >
freRE B 22 iR 1) 7 P A REAI TH LY 77 o By (600mg, 1 H 11 7 HRE#EE) 2#5 L
T, KK 40mg ZHERABRE Lz, V77 B ORiESIc L), ARIBMELS LT T 77
F=7 D AUC 1 34%, Cmax|% 22%{E T L7273, tmax [CZALIT 25 72,

\ O AFHMB: (n=22)
Po b @ KHI+U 77 ey MRS (n=22)

me [hours

777 =7 40mg HAMEL LY 7 7 BV 600mg & OB GREOMSET T T 7 F = T IREHES
(A2 )

777 F =7 40mg B G5 T 7 7 U BV 600mg LB GO T 7 7 F =7 OEYEIRE T 2

—4

Ay a—— AHA AF +

%/mjé?f B L V7o RS
°8 N=22 N=21
AUCo-.. 912 610

[ng-h/mL] (38.3) (32.1)
Cumax 38.3 30.0¢
[ng/mL] (38.4) (34.1)
tmax? 6.00 6.00¢
[h] (5.00-7.00) (3.00-8.00)
tie 32.8 36.0
[h] (18.4) (15.1)

a) gCV IZRMAEBEH A RS, b) Pl Gh/ME-KH), o N=22

2. BRMRERPNT A—4F

(1) fEAHE
EATEEEEE 221 B AA (10~100mg) % HE & ORAER A G5-REOIYEE T 1 7 7 1 L% UL
L, Jrar =R AV MIIZE > THEH LY BIRE T A —F 2 A XTI ATEL Lz,

(2) RUEFEEH
MM ERe L
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VIL S EhREI B9 5 TH

@) HEEEEH
LR L

4 2IVFSUR
<HEANDT—H >
HEATE B 221 2T 7 7 F=7 10~100mg X &5 L& &, T2 V7 7 A (CLIF)

FUTOLEBY THoT,

HEAT AR ~E OB LERORNT D2 VT 72 A (CL/F) 2

FA LRSS} B[] 8 5-1% R
(% gCV)@ N=127 N=104

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

a) gCV T RMEBN R & £

5) NWEE
<HEADFT—% >
HATHEERARE 2210117 7 7 F =7 10~100mg Z % &5 L7z & &, &R D AT O mE E (VJ/F)

FUTOLEBY THoT,

AT E R B~ DR G LTZBROKKRI O BT 053 mB T (VJF) 22

DR S]E HA[A] % 5-1% TE KR
(% gCV)@ N=127 N=99
V./F 1940 2770
(L] (87.7) (99.3)
a) gCV 1T &MAEB R A F T
6) Znith
mMERe L

3. B&H (REaL—>3y) figm
(1) fBAx
—RRIGETE E R OERIBEEF T D 2-a /8 — A NET L

(2) INTA—FEBER
<HEANDT—H >
Kﬂi@&%%%ﬁtﬁ%ﬁw&7%%ﬂ% (ZRHEE SR B REAR AT 2 S0 L, PRI B R J OVO M R 2 R
DARAN DI ENREIZ KIT TR AT L7z 29 29, ZOfER, s, Kk, BE, SG8, B o fE,
JFHRED BRI X 2 FEREEBIIRO b, BF, K&, MR, Zv7F=v27 0772
E&X}N7¢~7y1-27—&2,7»ﬁ)$x77&~€@,%ﬁmm$%ﬁﬁw AR A
XA OREBEEICHT 2HE %ﬁ%f%é:&ﬁ%énkOWEGmg(¢%m)&m@LT,%
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VIL SRR B9~ 5 TH H

H 42kg DBRETIL AUC. s 25 26%H01 L, A 95kg DHBE TIX AUC . s 28 22%IE T L7z, RHEMIEY
BNREARATIC L D LB D AUC . s 1E, BHELD D 15%@mWZ EDXRENTz, ZvT7F=2 207 T
A% 79mL/min (FFRAE) OEE L LT, 60mL/min & 30mL/min ®H#E TIX AUC, « 1ZFNZ
1 13% &% Y 42% D 5, 90mL/min & O 120mL/min O EBFH TIEZENZI 6% K N 20% DK FAV/R &,
IHBLOZEAE, WTNOAROBERMEBOHMZEZ 5 O TIE2L, FHHEOREITSLELR NS
Bz bhiz,

4. RIR
<HEANDT—H >
t MIBT DRI AL FT AT DT 4 1T LR 5 TR,
<HBE T, I=TX>
MR ONA AT AT EY T 4137 v hT445% 2, I=7XT11.2% 20 Th-o7-,
<HBE:Tv >
W =RIE T v b T 67.7% Tl > 7z 29,

5 7%

(1) &k —RBE P&
M ER e L

<HBETv >
UC IR T 7 7 F =7 B 5% O it ieiT B BBt (CNS) ZFr<IT & A L OMARIZ, Mk H
2D BAFC oA L7223, MigKBIF oi@ilsix =< b h Th o7z 20,
7Y Ty M UCHERRT 77 F =7 6.1Tumolkg (77 7F =7 3mg/kg (CHY4) % 1 H 1[4 13
A RCERE G L7, R g MBIM @i = < b Th o7z 29,

7w b~ 13 HRERAERE N $G L2 BR OB REO MR A GRIFEEE)  (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

HAL : nmol/kg tissue (ng-eq/g tissue 7> 54y 1&% 485.95g/mol & L CHH)
ooh 312 % (12 HH) DOREZRE 24 K% (2 HH) DR THI - 72l

(2) Mmi%k—RaEREEPT @B
R L

<HBE:Tvb>
YR > M UCHERT 7 7 F =7 R 05 LI BE O/ A R OV KRB B2 M L7z & 2 A, ITiR
] & T IERALRIS, MM TP ORI P IRE L VK 2 & oTo, UCHERT 7 7 F =7 Ofcr il h I
SCHR IR ORI IEE IARIRE T UC R T 7 7 T =7 DIFENRD b7z LS, AR OYRIRICRIE L
2% &9 SRR E B ST, B RROBEEEIX I < TN ThH o7 29,
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VIL. S EhieicBE 4 5 H B

Q) Eit~D#ITE
R L

<BE:Fv >
i Wistar 7 v b3, 11 HBIC UC kT 7 7 F =7 Z HEIR OG- L-fE R, 514 1 FFE RO 6
W OFF O T 7 7 F =7 REE, MEHRE LY 2024 80 fi5, 150 fGmnolcl &b,
HHFA~OHRED SRR AT R ST, A ORIFRED AUCo24 1ZIHEH LV 100 524 L& <,
24 FE LANICHL RIS W ST BE B OHEE &1L, AT v F~DFEREDH) 2.4~5.0% T -7 30,

() BRA~OBTE
AT L

(5) ZTDHhOMBHEA~DIEIT
R L

<5%.:7v k>
T AE ) Ty MCUCHERT 7 7 F =7 16.46 p mol/kg (77 7 F =7 8mglkg |\ZHH=E) % HiAlkE 1%
b4, @A — T X T T T 4 —ERNTT 7 7 F =7 BRI RE ORI 2 B LT, BURREIEE
BORPRMRRZER T E A E ORI, MikH HEEH D BAFIC /AR LTz 270,

plexus choroideus

salivary gland ! 3 2 {
tongue Sl heart liver large intestine testis
® ® 6 & ©
blood standards

UCHEFRT 7 7 F =7 16.46 u mol/kg RN I&R 5 4 it D& F A — T VA7 F b

HETAEe Ty NMCUCHERHT 7 7F =7 6.17umolkg (77 7F =7 3mg/kg |ZfHY) %# 1 H 11[A]13
AR A& G L 7o B OB 30 2 e L 7o /s 2R, e, o KOSk & 7 ZIRE OB 67072 &
SARRERE E L ISR LN, EEIREIIRENTZ, LU, Eask OHRICHS T 2 EBIGRE TH -

7= 28),
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VIL SRR B9~ 5 TH H

Z v o~ 13 HREIRER AL L7ZBR ORI RE O/ (n=3)

24h 144h 192h 240h 312h e

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

HAL : nmol/kg tissue (ng-eq/g tissue 7> 531 &% 485.95g/mol & L CHH)
* b 312 EHI%: (12 HH) OREZFEL 24 TR (2 A H) ORREETH > 72 fE

(6) MIFERIEEER

b MCBIT S in vitro MIEFEAEESRIL 95% TH 7= 3D, AT F"IET /LT I KN o 1-FRHHEE
H (AAG) &AL, AAG CORSIIEREREIZKIFEL TWE32, £72, b b in vitrolZRBIT 5 14C
BT 7 7 F =T OMERBIT (CJ/Cp) 1%, 1.02~2.21 THhH -7z 3,

6. Lt

(1) RBEEAL R CHRBHRER

777 F=T1F invivo IZE W TF b7 1 L P450 (CYP450) I X AL 213 & A EZ T, 3
WIS BB Lie W~ A T IATIIREN T 7 7 F =7 OF72R L 72 5 39,
A5 umol/L W RA v FhsgEe MFMlE L 37TCT 24 Ml A > Fa_X— Lzt &, e LT
m15(F H S L7 D 47.8%), ~ A I AATINEIER (1,4 fHINRIS) 18X » THER S iz ima 5
(m2,m3,m4 %%, 41.6%) X ' m15 % &\ 7= CYP3A4 |2 L 5 ki #4 (m10,m14,m18, 2 () m20, 9.0%)
DR STV D 39, W, m15 ~OfREIE FMO3 (77 BV EHE// AX 4 —E) 28, ml0 ~OfGH
(21X CYP3A4 3PHE- LTV D Z LDVRIES TV D, AFEORFHNT CYP3A4 MEET 5 Z LIRS
T2 HOD, FMOS 2 X BRI K O~ A 7 ARG (1,4 FHIMEOE) %50 LI AR RL & bt

i LC, CYP3A4 (T X Db D

AN

|

FEWEEZ NS,
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VIL. 3 EREIZ B3 5 H B

mmu‘" " CID\'J‘ : I'Wr

'k '\"/‘\r"“.lrc"l - .;\’@\/IWYCH, - o o COUHCN]

Lx-. o Rm1cu, L*u on® cH, MSH m24
; = CysGyGu mé
ch\r’" H [ m18

CJII T XiYT’C"p"
R= lysine, cysteine, O cowlent addict S - .
as pat of pmteins to proteins o et M | m14
' o P ':J\. g Y -\:ujr,\/cnon
mji;Ln’" / Q'qur o 0

lH) rrﬂ . "
L’%@: m20 BIBW 2992 Q — 4 _os, M0
. H, /: y-CH W L£H

\TiY\(\:"c"' \. t, wc'": Rl 4 mts

] ] CHy ——3= g;ﬂwsmy HNj\TD — H*Nj\fo
rRr=|2r,\;sG|yG|u T oon ™ HE ’Lo o m13
(glutathione)

t hTOT 77 F=7 (BIBW2992) DfCHHEEE O
(2) RBICEAE5T EF CYP%H) OHFREY  HFEXR
T 77 F =T Dk hTOEERBRKE A LR, in vivoCERSI ARSI O EIT D72 <, REHRK T

AR SND TR TORBWIIMEADETH L, REYMS, makUml3lE7T 77 F=T DI NVEF A
AR (m2) OFf7TatRcLoTERESND, IAVFTAUREROVEA-EDO) VY I AT A
VIR OWENL, A TAATINRIS (LAINES) %90 U CHEERMICHEITT 5, M 101ZCYP3A4
ERNLCERESNDT 77T =T ON-LAFNWARTH Y, in vitroTt FFHIZIZEED -, (AHEIm15

X7 7 7 F =7 ON-BtmTH Y, FMO3Z N L TEMEND,

777 F=TNE in vivo ICB W TR 2T HBILBIRBENIIT L A EZT T, PO R RHMITE

HE L oARFBAMIETH ST,
<%*% : in vitro>

e MITFRIREZFWT, 6 fEEOE  CYP450 2% (CYP1A2, 2B6, 2C8, 2C9, 2C19 K TX 3A4)

kT D7 77 F =T D invitroiHFEREEZFME LTz, K b5uM OREDT 7 7 F =7kt

LThH, Wt

L72 CYP450 BEZE DWW NICTH In vitroBEFRTEMEOFE IR D b o723, X5, 7 77F=7

127 v MZBWCERFEME L LTER Lo T,

LB oT, 777 F=71285 CYP450 R DOFEIZIL DW= R B EH AN & 5 "l REM:

FEZAbND,

Q) VEEENRDEERVZDEE
MM ERe L
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VIL SRR B9 5 TH H

) REDOFHEOERRUFEILL, FELE
SRR L

7. HEt

(1) HEEAL R O #E

<HEANDT—H >
Flo#EERICHEtE S D,

(2) PRit=

<HEANDT—H >
fERERL A B 8 BllC 2.25MBqC #Zf# 7 7 7 =7 15mg IRk Z HalRE O # 5 U= fE R, Be5-1% 312 B
& TITHREGED 89.5% M3 EIN X, FEEFIZ 85.4% 03 HEt ST, F7z, 514 216 BfElE TOIR
PRI RIE 4.8% Tl o 72 39, HRIHF ORIy % 5D 2 BT IEREMETH Y, JElt S 7 EE DR
88% (KEGED 64.1%) Th-olz, YRS NIFMEERE D > b, EhB LORPTORELIKITZNE
NEERD 62.3%3 LN 1.8%% 57z 36),

(3) PR R

<HEANDT—H >
BERERR A 5 1% 8 fillC 2.25MBq4C #Z#k 7 7 7 =7 15mg ¥k Z MR O &5 Lo fE R, miEr 7 7 7
F =T O RT ORI (1) ORMTEHMIT 33.9 K], AT o2E 7 V772 (CLIF) X
1530mL/min T& > 7= 39,

8. FIURAR—E—IZBEHT HIFETR
777 F=TRPEH F T v AR—Z —P-PEEA (P-gp) ORETHY 30739, PRERAOHEATHD Z
ED, InvitrodlBRCTRENTWS 90, X512, 777 F =713 in vitro THIEMMEEH (BCRP) 0OFEE
ThHY, HEATHD Z ERRINTND 4, £50ORERND, 77 7 F =713 OATP1B1, OATP1BS3,
OATP2B1, OAT1, OAT3, OCT1, OCT2 }f OCTS ¥ b 7 v AR —4 —DIEE THHEAITEH 22\
ZEPIREN TN D 49740,

9. EMFICKHREE
B L

10. RENERZHI HEE

(1) JFHERERE & BE ~ DL

<HEANDOT — 4 29 .45 >
LR ATRERER S % (Child Pugh 4% A, 2 =7 5~6) 84, fEpETHEfEREEB¥ (Child Pugh %y
B, A27 7~9) 11 BILOFE, MR, KE, 7 L7F=027 07 7 ARKGT D @EFEHRE 16
BT, A4l 50mg X% 30mg (P4 EENTREREREE A 3 D) A HREIRAKL Lz,
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VIL S EhREI B9 5 TH

\y

AR REMICEHETH Y, ARHK| 50mg HlA18 5% OURTERIE, *HIST D EEWHRE & b~ TR
H 2 R TR RE R 5 FR A CERIRIIC I & 70 D 19 Z2IEWITRRD B /e hr o 7z 2949, AUCo- |3 THERERE 75
BETOTIRWEAA D 0, BT EERE T 7%, FHEEFEEREFEE C 5% Krol, —
75, FHEREREE B O Cnax XTI EF L TEY, Crax [ FIREATHERERE E BF T 9.5%, 55 ITHRE
P B T 26.9% 0N > T2,

7nds, HENFHEREREE A (Child-Pugh/iHHC) (251 2 M ERRITMET STy,

B Je OV AR BE TR RERR T B & RIS D ERER S L O T 7 7 F =7 50mg HLEI G514 O FKYEhRE
T A=H

e (TS R W P PR RE R 5 A 1 A o S TR RERR R
(% 2CV)» PR RE R 5 R IS DRI PR ERE | (ST R
& N=8 N=8 N=8 N=8
AUCo-.. 886 956 934 985
[ng-h/mL] (53.7) (22.7) (31.0) (32.3)
Cunax 33.7 30.7 39.5 31.1
[ng/mL] (61.7) (33.7) (40.1) (46.0)
tmax 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)
tie 74.9 60.3 64.3 59.9
[h] (47.6) (14.9) (13.1) (28.5)

a) gCV ITRMEBREKLZ KT, b) PRAT (/IME-Fe K E)

(2) BIHgREIEEBRE ~D G 29 29
HAEFENE ONC L B RE R R (% 8 ) ITARK 40mg & HiEF 5 L7236, BHREE R iSE (%
HBSH SR L T2 8 ) (TN THEEEHKEERETE (eGFR : 30~59mL/min/1.73m?2) % 4§
HRETIE AUCo1ast 1 22.2% (90%(EHEX M : 95.7-156.0), Crmax 1T 1.2% (90%5HEX [ : 72.9-140.3)
O _EFNFRD B, EEBHEERE (eGFR: 15~29 mL/min/1.73m?2) %43 5 # Tix, AUCo1st I 50.0%
(90% EHEXH : 105.3-213.7), Cumax 1% 21.7% (90%(EH#EX ] : 90.8-163.2) ® LH-BFRD Lz (SHE
ANDT—H4),
F7o, ARFNEMPE 5252 T 7R 927 6 (EH 7 7 7 F = 7R EE 4460 MiiR) % xR RHEM Y Eh
REMRAT 2 S0 L, PNIRIPE SR By VMR 1 B IR 23 AR5 D SRA B B B E 580 4 A4 L 7=, B HRE 927 Hl
DHH, WEOEMERERE (/1L T7F=227 177 A 50mL/min 2L E 80mL/min BLF) (% 528 fi]
(MR A%L - 2051), 45 OBHREREAE (30mL/min LA E 50mL/min A) 1% 161 i (M
k%5 . 554), HEOFEHAEL (30mL/min &) (X 10 B (MEMHEAELK : 21) Tholz, 7 LT F=v
707 7 A T9mL/min (FFRAE) OEFE & HEE LT, 60mL/min % U 30mL/min O &% Tid AUC,
ITENER 13% K% O 42% 0 5, 90mL/min & 8 120mL/min O HFH TIZZNZH 6% K% O 20% DK T 73
~ENT,
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VIL SRR B9~ 5 TH H

1. T Dtk
<BE>
(iR a5 52 o fh - RO&E LzBRo miE bR ]
FEAIDOR AL, BBIROR ARG EITBIROE A 5 T 2 — 710 L 5% 50 3 FEOKRGRIKIC TR
#l 50mg #GH DT 7 7 F =7 SR A -REEHERS M O b T 7 R A el U 7GR, IR R -
R ITITEZR Y, 22 oMmiEd T 7 HE ORI PFEEIEIZ K & 205V 37 < MBI O /A0 & H
o TN &0 D, FFRGIER TREITEOIRW I LR STz, 40

IE) AHN O S MEEIC L 2% 513, KRBEINTAE TOREG TIIRL, Zattl LOAMEORET 21T > Th iy
7%, WIEMHOBLE DHELE L Thew, FHIRBIKOR ARG DT —4% (N=4) ZRO6NATND D), EE
DRETHD, 7k, MBIEZRNT 55803, SEAZKSANDENTWIT 5 2 & 30T, Ry O 4
BRI R A LD 2 L,
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VI 224t (R EoEES) (B4 25

VI 2t (FALOEESF) ICEHYISHER
1. BEERNB L TOER

==3
=

J—

L1 RHFF, BRERICTDICTHIETESIERBRICE N T, NALEREICTLHE - RIRZEFDOEA
DHLET, BAXEEZSREL T, BUEHE SN DERICOVWTOARET S &, T, BERFRK
[2%it, BEXIZORKICAFOAMMRVERKE BIC, MEMMEEODHAER. BRAFOD
AREE. RTICEHEHMAH S EFICHTHIEHR) Z+7ICHBAL. ARZR/THERET D
&

1.2 REDBREICEYHEEEMERENH o DO, RTICTESEFHINBESNTNASD T, MHERK (F
RS, Iz, ERE) OEERVERAVNCHEBEZGREORESE. BRETIITI L, BEEDN
BOLONEGEEICFREEHRIEL, BUGREZTI L. . BRVHABRARIEZNIZET S
EEOTC.HMEMMEAEFNERLCRMERARRICEHI IBREETDITITOI&.[8.1.9. 11,11 1.1

nn

(figt)

1.1 DOfE
BEA&RE D EGFR TKI Ti, BRI ABE S UIXZICHET 25 B O T CRIEH ORBLOBIZEN
T TnDd, RFIOFEGIZEEL TY, #MEMHIT N Z2MEROBLED D BRI NE R &
5 D% A AT HEZR R % 12\ T, EGFR TKI & & Te N AALEIRIEIC Ty e ek - 5%
FOEMOL & THREZITOIVERD D, £, BEDDVILZ OFREITAKH OF RO
faltEZ I L, REEZS7E ) A TREEITOMNERN D HT-ORE LT,

1.2 OfE
VR PERTR BIZ DV TIE, BEARR O EGFRTKI THH LN TCWHEIEATH Y, AFIOEANH
BARRBRIC BN T HHE SN TV D, BB EMERMR B OWIIER (PFFR IR, gk, 78
) OMER K OVEIRI 22 B B R A ST L D882 01247V, BENB O bNTHEEIC
IARFIOEE ZHIE L, WEYRAEEZITH LERD D, BN 2 x5 & Uz & OVE
WERRFRBRIZF) T, AN & ORIEBIRMNEE T & 20 BB MERER R 28 BI85 p s L < 1%
HR#IZbMERINTEY, AFzEHEL LIEAAEANCBWTRRBARPEE TERWAETEZ 5T
HERMEEMEBRPRE SN TODEZE0D, E50HMEOEGHETIZLHAADZ L,
BT HRICBOW T HEBEICBIET 208N’ S D,

(125 38 it [ A 2 B A oD |22 3K 5 BB R > BB BIVE IR BRI IS~ = = 7 v (EIRBARE
) > TRV YR E] (http://www.info.pmda.go.jp/juutoku/file/jfm0611002.pdf) % £, )

- ’7’7 -



VIL 224t (M EooikEEs) (B4 5HEA

2. ERANB L TDEH

2. B (ROBHEICFEELLEWNI L)
2.1 RAN DR ULisBOE OREERE D & % B

(fiFw)

AAEN DRI xF U CRBEUE DBEERE D & 5 B IR 2 &% 5 U256, WBUE 2K - T reeEtEnd s 2 &
D, —fRERERE L L THRELTWD, AFIOEEIZE L CTEIRB%E 21TV, RAIORZ I L CRE
JEDOBEREN S DA%, AFlERE LW L,

3. MEERIFHNRICEET 5 EF L TDEMH
VIR 2THA) 23T 52 L,

4. RERUVRAEICEET 2ER L X DER
V.IRRICET A 2B 5L,

5. EELGEARWIR L TDEH

8. EELEANIE

8.1 MVEMEMZEERN O S DND Z &N DD T, HIMHER (FERIREE, Wk, JEE) DRk OVEHIY
PR AR D RS, B A AT Y 2 &, £, MBS U CENRMERS T (PaOs) . &)
IR AR SR AR (SpO2) . Ml KUBINR MR SE 50 EH = (A-aDOs) . MifL#AE) (DLco) % Dk 4
1ok, [1.2, 9.1.1, 11.1.1 ]

8.2 IFHBEREE N D Do D Z L3 5 DT, ARFIB G- BRI OAAIEE G- H 3 E B IFRRER A A 1T
v, BEOREEZ FICEIET D28, [9.83.1, 11.1.4 ]

8.3 HERLEEND H LD Z LD DD T, AHFGBILARNILEE OOERRA MRS 2 2 &, £72,
ARFNBE G-I ER DR BRI - EEEL OIS U CEE OEERE (boa—5%) 2T\, BEFOR
e (EEERHEROLEHZET) 2+mIc@lig+d 52 L, [9.1.2, 9.1.3, 11.1.5 2]

(fig0)

8.1 DT
ARHFNOE NSRRI BV TRG B ICHEMEREENED O TS, LrLens, ME
PEIGIR B E R ORIETHIK T30 5200 TIERVWZ &, ROFEREHIC OV T —& L7 f#H im0
RO HILTWR, B MERR B RS & FIF L3 5 72 DI2iE, @22 A o FEfo+5 72
BIREAITO L BUETHDLZ EMBRE LT,

8.2 D, -
AFHN O ENIMERRERIZ BV TR GZICITEFR EA (ALT & 50X AST 0 ERZ) 8580 5
TWo, £, AFEFRL L CORLHEZELIARD, 777 F=7HEHhD 3865 41 74D
BETHEINTVD, 2025 3AICBNCT 77 F=7 L ORBEBENBEE TE o0 &
WrE iz, ARG S BAN NSCLC 2F#E T, CHZ IR RITERD b
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VI Z24at (A EorES) (3455

STz, HEEONTHREREBE OZER 121, FFRBOG IR OV ULFE B TH 5 EIEEL O
TR ENEEN W, IHERREET 5 BREICITTEHN 2 ERE S IR SN D, ITHAE
WEA LSS, 777 F =T OWRERLEL 2556005, ENE VT AHERRRE

(1200.33 5R) O 7 7 7 F =7 50mg BAIGH &EDBFH TIL, N—RA T A URFICIFEREREE 27~
L7-BEROFEB 28 LTV -85 T, ALT/ASTE LH 0 F B RN E £ HEERRD b,
Fio, BEEIDELNE L, R=RAT A VO ECOG /X7 4 —~< A « AaT RN 2DHEZET
JFHSRERR E DR BN L WA R S NI, 77 7 F =7 5 I EHE O FHRERE A
FH LG AT G R 25D, MURAEEZITI ZENEBETHL I L EBE L TRE LT,

8.3 D

HARNEE 28 AP EBERRBRICB O TE, DRI 2 BERAERR L OAF O
BHIECESTEBFITRD N -T2, L LD, A TIIEERLAE, HDHWITE
FER) 72 DB DA FFRNRD BTN D, KA G- BAARTI OB EE O SRR O RERE E
AOHEDH S 2 MRS 5 2 L, A G HIZHWTIE, DEROIEERD - BEEEEIZS LT,
TE BRSO DSRE ORI 2 M B I3 578 &, BEOREZ +0 BRI 208l H 5 2
EMBERIE LT,

6. RENERERI 2BHICHT IR
(1) &GHHE - BEEFOHLEE

9. HED

9.1 BHHE - BMEEDHDHEE
9.1.1 MEMMEEDHDIBEXIZOHREREOHDHEE
U PENR B L, SECICE L aRetEnd 5, [1.2, 8.1, 11.1.1 B3]
9.1.2 DARLERDHHEEXIZOREROH L EE
SERDEAL T D BENNH D, [8.3, 11.1.56 ]
9.1.3 EEBRHENMETLTLSESE
SERDEAL T D BENNH D, [8.3, 11.1.56 ]

BERZEIHBEICEHTHER

(fig#)
9.1.1 Ofi

R
ARHN P 51 K 2 MV EMEMR BERE R ORIE TR 7230 52 TIE 2w 2 &, RO
WTC—E LT D DI TW RN T s, RJIOEGIZEE L QX ME MR B ER O
O OB RO R B A MR L, WS EEORBRNAEEITOMERH D ZENLRE LT,

9.1.2, 9.1.3 OfiFa :

R UBRBIUTA BRI OB ED & 2 B T3 B ARFN D2 MO RFHI N L T ewy,
T, BB RIS E LT 46 3B TR S 72 3865 44 DFEHTIZ W TR T A EERH K T
DEEEGRN 1.4% (53 4) THEINTWD, HER2 FHEERZ AT 28K (F7 AV X~7 (&
LR Z), T/3F =7 RV AKFY) CEEZROEENRE SN TRY, WEROKR T4
T HEFIT DARAOE GAZONTIE, HEEICHE T2 0ER S D 2 ENHRE L,

.79.



VIL 224t (M EooikEEs) (B4 5HEA

(2) BHmeEERE

9.2 BEHrelEEESE
9.2 1 EENEHRERETDOHLEE
AR OMAPRER LFHT DB TR H 5, [16.6.1 2]

(fiFR)

SEENRE DFRBRIT I T, W5 R IR T X OVEE B B RE P S B 2 e (AR & bbl L 7o
R, AUColast, Cmax 23 A5 Z L3S GMEADT —%), £, AABMEBL SNToEEE =
R GUT RHENI SR B REfENT 2 20t L7255, 7 L7 =027 U7 7 AR 79 mL/min (FJefE) oBH &
e LT, 60 mL/min K Y 30 mL/min O B#E Tl AUC. 1T ZFNEF1 13%0F T 42% D E 5, 90 ml/min

J OV 120 mL/min O BE TIEZNZEI 6% NT 20% DR FA/RSNIZZ LD

, E L7, (I'VIL 10. 2)
BgREfEERE ~OR L] DHEBR)

() FrikrelEERE

9.3 FTHLREfEEEE
9.3.1 EEDF#EEMESE (Child-Pugh P4 C) OHEE
I L DEREEXGRE L-BERABRITIFER L Ty, [8.2, 11.1.4, 16.6.2 &M ]

(i)

HEDHEEREEDH 2 BH KT B ERBN 2N &b, &iE L, (IVIL 10. 1) fFfneEEEE
~OE ] DEZM])

(4) £EREZRY SF
9.4 £NEREZEHT HF

PENRS 2 ATRENE D & 2 eI id, ARG T R O 542 2 BRI T4~ % 280 K& OV
YR EEIEIC OV TEHRIT 2 Z &, [9.56 2

(i)

[ 3R 5 D P 512 B3 2 WEAT O MBI C R T D WA 4 v A ) BOICHES &, BARA BT IR 4 Goak L
HEEMET 52 & & L,
AENZ, 5 FHOBRHEMEAROFE RIS, ERNTEBEELZ RSV S TWD A, Bl
(7 RERTYX) OFFRND, BEFBEO Y A7 26T HEEMICEYT HZ E0nb, LMEORHEH
& LT, &b Ao oEAIE CREEIO b5 E0OHIM) IR ERE Lz, AHI ORI &
TohbH 40mg % 1 H 1[0 28 H M EME S U7ZBEo f F-ix 404 B TH Y, ZofiziKickE

R
L7-HWIBIIH S HI &7 B, ZRE CHEEZH L CS HM D 2fFU ETH 2 2 @M% kMBEICEBIT 5

BEEHIMICERE Lz, (TVIIL 6. (5) 4] DOHZBH)

TE 1) TES S OB GZ BEd 2 REE D LBV TR T 5 A &0 ZIZHOW T (5F0 5 4E 2 A 16 B34 38558 0216
15, EELHK02165 15)
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VI Z24at (A EorES) (3455

(5) 4Ei&

9.5 4EiF
YRR SUTHEIR LTV 5 ATREMED & 2 AMEIIE G R LA M etz LR S &l S 2 5612
DHFEES D Z L, B RER T HRE & RE N O OB DN B R R K (F

v ). BREEEORAD . BANE, WEOAER, KERS & O I3 FHERIZ 3 2 it f i 30 O
(CRMEREDZERE (THF) PEDLN TS, [9.4 5]

(fi#L)
ARAN DI XAFIEIR L TW D ATRENED & 5 e~ DI G-I STV R W Te, a3z L T
W, ek, BHER (T v b)) IZBWT, UC-T 7y FET 2 HERE L L&, BT ORSIERE X
i FFBRTRERRFE XV 9 2 M Z R L7228, FFIR IS ARRE O I RE DS SR NI D A TH > 1o, £z,
IR I T, MEMEAR SRR RERR A TIRBEIRSR, A8 IRE S OVEAEIR B DI I DN A R AR IR R 2K D
EWMARO b (T v b)), K- RERE~OZEL LT, REEEORD, BNE, WikowEith,
RENRS K O SUTAEFHERIC 61T 2 @R &I N ISR EOERNRBO bnle (UHF), ifmX

HAEAR LTV D ATREVED & % oI, 18R EOAIEIENS Gt LRl S LB S 2 5B I oA &GS
52k,

(6) #=FLiF

9.6 ZFLim
EALBRNWZ EREFE L, BERTAN T ~BATT L2 L3 RBOLNATHWD (T v F),

(fian)
AHN O TR IR~ O GIIMEF SN TE ST, DRI S TWRY, ok, BmER (7 v
R IZBWT, UC-T 77 F=T7ZHEEE Lo X, 54 48 R E COAH P RERE L, M
G RBIREE & B L T < HER L, FLITH IR 580 2.4~5.0% 03 PRt S 417z,
BATOmANCELET 2 2 LTS, SRR TRET2SGICERAETIET SO ITEET L2 L,

—

(M MR

9.7 INR%F
INREE XL L U BRRRBR IS L TV ZRn,

(i)

KR E CICEMNAATER S -RRICBW T, NRICHBIT A ARBRITES, 28T S
NTWRNZ b EHE L.

(8) =&

BEORELZBZ LN OHEBEICREG T2 &, —RICEFKREMET L TWD Z &M%,
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VIL 224t (M EooikEEs) (B4 5HEA

(fi#L)
—RRICE R E CITABRREAME T L TS 2 ENZ N &b, BEORBEZBIZE L) b ARKZEEIZ
BHF HMERD D LB TRE LI,

7. HE{EH

10. MBE/EMA
AHNE P-HEEA (P-gp) OIEETHD, £7-., invitro i BRIZE VT, AFNIIIEHMEE A (BCRP)
DIEETHDZ & ROKRFONH~DOIFEWREHEER P-450 OB LT Z & AR S L7z,
[16.4, 16.5.2 ]

(fi&w)

Caco-2 #ilifn % AV /= in vitroiRBRIZIS\WNC, P-gp H2WNEE h BCRP 241 L7277 7 F =7 Ok Ofiat #1715
TR, 777 F =718 P-gp KO BCRP OB THDH Z LV Eniz, £, 777 F=7fHEFT, CYP
SRS DT UGTIAL KON 2B7 OFE 2 MiFI 7 uy—ob Ao Fa—raLicd &, 777 F=71%
CYP2C9, UGT1A1 JFONC 2B7 DRE ORI LTIV T EH 2R Lz, L Ui s, B P
LD LY, BRAMEHIRHC R & 70 2 H s A AR 25 | & 2 rlREMEI RV & mwéhto

(1) BtRZERLEZDOER
BEESH TR

(2) FRZEEEZDEH

10.2 RS (BFRISEET S L)

R4 5 BRIRIELR - #5187 15 By - faBRIAT-

P-gp FHE Al AR OMAPPRE L L. BIE | A& P-gp ETHY . AHl
UbrFen, £ 7aty— | HORBUBEE K OVEAEE NS E | RN P-gp BREMZ & 535
b, NTNI)VE LDBRENNRDDZ G, Pgp | & OFHIZ D AH O f R

[16.7.1 H&] FLEHREOFHT 256813, AF | ERT2Z2L038 5.
G- & AR S AR A 4% 512 1 8¢
sz e,

P-gp 78 A4 AR OMAPPREIMET L, ARH | AANLP-gp OEETHY |
V77 revy, IAASE | OFMENEEET 2820035 | 12 X0 ARHFN O MR T
[ = 7 N U7y BN HTENDD,

(St. John’s Wort) 4
[ 6.7 2 MR]

(fifah)
FEWG AR R BR Rl A S OViEA CE M L 7 A BAEFC T 2 R RBR A 2 M £ 2, HELXLETHDH Z L EE
LCHRELE, (IVIL1. (4) 2) UV R FENLDOEE, 3) V77 B0 OESMR)
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VI Z24at (A EorES) (3455

8. Bl{EA

11. B4R
ROBIERD D HOND 2 ERDHHDOT, BEL ATV, BENRD LIS EIC 3G %
1T 272 YR EETITH Z b,

(fiF75t)
AR DOAEZEFEET — 4 > — b+ (Company Core Data Sheet : CCDS) #2112, [EERHEZ 1T 48K
B (1200.32 BB (2B D atERHiliA S 229 B (HAN 54 Bl 3 1e) IZB W THLNIREITERICHE
DEFHEL, 1200.32 RERICI T HFBUSHE 2o~ Uiz, ENSE VI FERRRER (1200.33 3R ER) H 50
AFNRFEBI AR D H F WS OERIC X DRWEMIE TBEEAR) & LT,

(1) ERGEIER & HER

1.1 EXLEMEA

1111 FEMMEE (1.3%)
UG (RVEPERGZe . IR, Mfilse, SMERERESEEMRE, 7 L — IR R%E) b6
PNDHZERDY, B STZEFHHRE SN TND, BENPBDOLNGEICITRGEEZ L,
2T aA FMEREOBURNELTTS 2 &, (1.2, 7.1, 8.1, 9.1.1 Z#]

11.1.2 EEOTH (14.4%)
HEO TR LS THAERZ X7 L, BEBRRUCE S TEM B HRE SN TV D, LEK (217
I NE) OFL, MiREOHEDLNEEZITI Z &, [7.1 3]

11.1.3 EEOKREREE (16.6%)
HEOREL, SEENHLDLNDZ ENHDH, LEILL U TRERZZZT 2 X5 BEICHEET 22
& [11 28]

11.1.4 FARE (HEEARP) . FHEEEE (2.2%)
ALT, AST. BV VD EREZMED IFEREREENH DN LZLBH Y | ARV IETICE
STHEF b HE SN TWD, [7.1, 8.2, 9.3.1 ]

11.1.5 ILEE (0.4%)
EERHERIL TR b, DARLZEOBRERLEENL DD Z ERH D, [7.1, 8.3, 9.1.2,
9.1.3 &3]

11.1.6 PEMRKIRFEMARE (Toxic Epidermal Necrolysis : TEN) (BHEEAHH) . BZAS#h R AR fE & 8%
(Stevens—Johnson fE{EEE) (BHEEARHY) . SMHIME (BERH)
HEEME R KR ARIE . KR REIRIRIE R, ZTALBESE D B 2o A - RIBLMED B REREE R & &b
nNosZEnd5, [7.1 28]

11.1.7 JEILEERE (0.4%). JHILEHD (FHERE)
BEPRO LN GAITIE, NS, B X, CT FOXERRELITO 2L, [7.15H]

11.1.8 SMEEER (BHE R
M, MiE7 2 7 —BHEO EREORENEO bN-GAIT kG2 Rk 52 L, [7.1 B3]
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et (M EOEES) IS+ 5EA

(figt)

11.1.1 OfEd -
[EFE IR 5 T ARG AR BR (1200.32 3BR) 123V C, MIEMEMREEOFERS (iR, i
ligde, APEERESAREGRE, T LIV —MERRRA, HHERIETR ) ASAH 40mg BrAs FH A
ZRBL Lz, Z05H, KAE ORFERBGENAGE CERWEG L LT, MEEMER 246) &
OMERER g B ERRE (1 6]) ORIERORENH D Z &b, HEMEME R (1 3% [3/229
Bil]) & \ERARWERICERE Lo, RFIEG%ITBIEZ H5124T0, BENRD b 85120,
Behaib L, A7 aA RaREOMYRLEZITS Z &, LUFIZ, Grade 3 uﬁmlx%l Lo
RIBLBAR NG E S V727> 7o VB ME R F R OV R 85 0 R OO 2 JERI 2R, 7o, [

BHERRE DT OV TIE, TV. 1RRICBT 2 E 5. BRIRAGE (7) Toft 2335 2 &,
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VI 224t (A EoEES) (24 5HEA
JiE iR
<JEF 1 (EREILFEE I AHERRRER (1200.32 3ER)) : MIEMENEE (Grade 3) >
PR AR | RE5E I VEF fkata K OViLiE T | S
i | (AOHE) | #5411
fep | iR 40mg/H [PB5BR4GH AH| 40mg/ H OFe5-E/4A, ECREGEES
D) 10 HiM |[Be5- 10 HE T4 (Grade 3) MSHEALTZ728, AF|OIKE A H]
60 % l (R G I, MIE
* 30mg/H [l 7 Hi% THUERAEIE L, AHI30me/ H I THG-B, 1
27 B | (& 5-B4R)
FHEH21 HEH  BEE (37.7°C), EE LHIWTL, PLEERIZ AL,
BRE527THE  cERERFRZE I, WX EE) HGrade 3
(BeHrpikH) Dt L2 W, MIRDT=6D AP,
WBC: 12540, CRP:13.59,
FEFEAFIEE N TS N7, TRV A B,
TR TRV T RIT LT 2 g TIRHRER A,
AR G- 1k,
ik 2 H#% CTHRE FMa L= e E 2 T4,
KL-6 : 1092U/mL, WBC : 8560/uL., CRP :
6.91mg/dL,
i3 % AR EDIER R ALNT, AT AR TOIE
JEBR LA,
AF LT R= aranyipo 27 )L N A ¥
5. (500mg x 2, FIL6HZLET) &5,
ik 7 Hi% AF )TV R = arangBo AT )L RIY L
EHH (125mgx 2),
il 9 A% AT RARIZED IV ABIEO N AR, 1BEE
T,
ik 10 HY Mg B CTRZUR—/L 50mg x 34% 5-BAA,
K1L-6:1222 U/mL, WBC:19910, CRP:0.61,
ik 11 A% M EFIZTT 2800 Ry LRt bmg x 1
Be5-BRLA,
ik 12 A WBC:10480/uL, CRP:0.29mg/dL,
CTHr DRIV, EL% e %)//w@r@ﬁ
b, AT BE LT A il o 55 A e\ B i 4%
ik 13 B HF M, PD (BEHE) OHWr SRR T 1k,
ik 19 A JEPRIRL, 1BFE,
Hil- 26 H# SRIZT, SERA FHEZ MR,
igiiE AN
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VIL 224t (M EooikEEs) (B4 5HEA

<JEB] 2 (FEBRIL[EF I FRERER

B (1200.32 RER)) : BVEMERESEAEERE (Grade 5) >

PER (FEHEH | &5 E BIVEH DR K QL& L S
Filn | (APHE) | 51
Lo | R 40mg/H [#BGBHAGH AFH| 40mg/ H D HBLA, L | SE
L | (BN #5458 HH ECOG PS: 1. \
50 7% | (i) BE1THE ORISR, MIE
® (M) 5 13HHE LERE B85 EAEERE D, AR, 15
(HEARR) (BeHIEH)  ARAB A IR,
(G B IR 36.8°C, ME:97/73 mmHg, FELEL: 40/5y,
WRRIARJEE) WRFIEL 1 109/55

Fehk 2 Atk

¥Ehik 5 A

BEgE 21 H
#%

EiE, MEOE A, SHAY,

AR REZEH0, Ol DHESEL, T
TEIEREL ,

Mo HRCT : % 5-BAAA2 H BT OFE R LR LT, J57
FEME R, TN T AR O HE A L
LA R,

BERIFEWT U EE D PR RIZE DY v E P ZE,
BHDOWTFEFEMED i fa 5 [T,

R SRR R

KIERE X, [UEEEIXES, 8iA,

TG EXE X, DI E ORIEARY,
RUESXNIRAIEL, (LIRME ) L,
FHIEORE I Maveidmar, 58 M4
It

it AE AR LD IR BE ARSI - AR REUE C D RRHEIE
DIEAE TRz N O s A 588, MR 5518 JiE
EREDPT HLE—EL,

PRI e, 7T aYeth ek,

SPTHA : K BRI AR D 7T DY DG
R, MIER ML, 260 mERIFITEL,

P REE,

SPTHAK:

B IR RN DT LYt DFE R, MIE R
HEEL, 28 A MmERITIFHEL,

SRR 5 0 SE R ISR T AR R E L TR
Bh& 3,

1321)) N N 7 o

N LR SR AEER T PCVE— K, W AMBRER
JE:1.0, PEXURERRS R @ 10,

TP X R AT« WAME O BRI (REFE 53
EIEERER A DR E— ) ZFBD D,

PESE . RTBEE—/L, TRANIANL T 7o
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VI Z24at (A EorES) (3455

11.1.2 O
FEI B[R T AR R AR (1200.32 #RER) 1B\ C, ARAIE ORIRBIRNEE T 220 PRI
218/229 i (95.2%) (ZHBLL, Grade 3 DFGE 33/229 #i] (14.4%) 1T H 4Lz, Grade 4/5
DHEZITHO BN o7, Grade 3 LLED THIZ TEED FH] & L TERREWEHICHRE
L7z,
ARER T, WU IEEIEOM AR MR ThNIZIZ b2 0b b FRIOWEN A LR
VY Grade 2/8 OB L TIE, AFITGZKREL, WETHZ L, £72, 14 HLNIZ Grade
1 XFIN—2AF A o TRHIE LR -BEICH LTRG24 5 2 L 2 8E L TFE
MiL7z& 2 A, TRICK 2% GHIIE, AHIFRGRDO R 31229 # (1.3%), TR REE S L7
BAEIL, AHIRE 45/229 5 (19.7%), PEM/CDDP £f 1/111 51 (0.9%), TFHRIZXT 2 iRmMA %
oL SN EBEE, AHIRE 204/229 6 (89.1%), PEM/CDDP £f 10/111 5 (9.0%) THh 7=,
THRIOFERI) 72 E B & & IR ORI TR EIZ L Y, TR XL 0 ARAIEGOFIEE 5T 5
FROFBBNPMR NI EBEZHND,
KA GRS B TR GBIMA 14 HLAIC 191/229 6 (Kaplan-Meier 512 L % BREFE RO
HETEAE : 83.5%) T 1[0 HORBNIZRD HAVTE Y, ARHFI O GA1H 2 & e 5 IR 1L T 2 F
MENZERT 2 Z LIFHEETH L EBEZHND,

ARG ZITBIEEE 52T, BEPRD DN HEIE, RIS UTREE, B3
HAamibd 57 EORAEETT O 2 &, LATIC, 1200.33 BBRICHW TR bivl, AHlL
DOREBRNEE S 720> 7 Grade 3 D FTHIO HARN LIEFZRT, 723, THROFEMIZD
Wi, TVIRERICBET 25 H 5. BRRAE () Toft) 22422 &
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VIL 224t (M EooikEEs) (B4 5HEA

i (7] R 2t
<UEF 1 (EINE UITFERRRER 55 115y (1200.33 #ER)) : TH1 (Grade 3) >
MR (FEHER | &5 & = DI T DML R
T (o) | B BIVEFH %8 K VL& )T | S
Ve | 50mg/H  [BX5BAAH AAE50mg/ B2 THGBRLA, EE | EAN
60 % | (72L) 511 HA ARERME T S TR B, 4 5 K0 BB cE
f +, HER
512 HH THiIEE10EILA_H B2 (Grade 3),
#4513 HH AKHFN G (F—T )T,
(Fe5HTH)  WEM: [EIE,
Beh5-14 HE MmiE7Lv7F=2:2.83 (A7) —=27§;0.95),
(IRFEBALAH)  BUN:45,
i KER®D, MR,
A O SR 2TV RITIE R, ABREIDDH AR
AN D7 THIMEA, 1k FIFH 0 % ALEEICTH
T TR BIZE,
ARFE1 A% IEFIAIGE A MHidE L, Sk,
BLAKDBRO LN, MIEIL T F =2 :5.97
(Grade 3), BUN:54,
AMEBE R ERREDTZD AR, BIEARHIZRBWT
B RMENSB B R 2~BITERW,
BT B R L, FRRREIMET VP —2 A 2
DIV, 2415 R A B 4G,
PRI 3 Hi% MmigsL 79 =>:3.35(Grade 2), BUN: 38,
RIGH BIfE7a - TEZ720, ittt 83,
kL,
O TZINEIRE A B 5L, RIS,
PR3 4 H 1% THIZRL, BiKS [FIE,
IRHE 5 [ ERAUGEMHA, &7V 7 F =2 :1.57(Grade 2),
BUN:17,
PR3 8 Hi% MmyEs7L7F=:1.19, BUN:17(Grade 1% T
)
ik, THI [B11E,
RIE10 B BMERAE [FIE,
PEAZE: 2L

11.1.3 OfEd.

[EIB I [ 56 TIT FR AR AR BR (1200.32

ARER) (2B WT, AHIE ORRBEIFRAEETE RWVBFE &

Oz FAEMRBE 2 210/229 ] (91.7%) (ZRB LT, ZDH 5, Grade 3 DFE (3/229 i),
S (47229 1)), ZUEVERER (21229 B)), FeREse (1/229 #i) R ORBEETE (1/229 41)
oY, THEEOKERSE ] (38/229 ] [16.6%]) & L CEKARFIEMRICERE L=, Grade
415 DFERIIBD LR D -T2,

FIBISIEIC L DG I L oo T2 BE T2, RAIDHE S V2B, 44/229 # (19.2%),
TG SIE TR DIEHIE, KGR 188/229 i (82.1%), PEM/CDDP #f 10/111 1 (9.0%)
\ZHEAT STz, BRI, ARG 111/229 41 (48.5%), PEM/CDDP #f 10/111 ] (9.0%) T
1 L, AHI# 51 89/229 i (38.9%), PEM/CDDP #f 2/111 #4] (1.8%) (IKRIEE TH -7,
AFIF GRECEB T DRZISE X, BHRRLA% 28 H LN 182/229 5l (Kaplan-Meier 1512 X %
BRERBEROHEEME : 79.7%) TROD LT,
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VI Z24at (A EorES) (3455

ARG L0 BB SEORB R T <, EEELFRF I AHERRER (1200.32 #5) (20
TIE, $920% CARAOBEZITILERH o7z, LN LRNRG, FEmA7REH L B G EE 1
LAEPEAZ LT, BBISEICLARFORG I s -BEITRD LN, &K
ROBEME @O LTI, BFLEERSBIEL, BBHRBZISIBEOEREZITY, &6
(B G A IIAA ORI K O EZ1TV, LESC CHER %2 T 5L 2mEd 52

&o
ek, BUEREEOFHMICOWTIE, V. IRFRICBT 25E 5. R (7) £of) 22835
Z&,

11.1.4 OfEF -
[E B[R T AR AR AR BR (1200.32 #RER) (BT, AHIE OREBIRATE T 22V iFHGE
FLE 51229 ] (2.2%) IZHEBL LT, AL ORBUTRD LT RN DD, [IFHRER
] L EBICERREWERICRE LT,
WHMZEBWT, HFEFEICLVECICESTRBE LR LN Z &0 n, EMICIFHERER AR
DE=H VT EIT, BEDBEO DNTGEITIIARAI ORI - B - $h L% oY) e
BETO L,

11.1.5 O -

FEI RS [R5 T AR ESPR AR (1200.32 #ER) (2R C, K& ORRBRNEE T E 72 EEHK
BERAEN 1/229 ] (0.4%) [ZRD LN End, TLkEE] & L THEKZEWERICRE L,
AR, BEICBRIEE (20 br— A ARAROGEME, ==2—3— 7 DEFEEO
BEBESYHE 8 D ) o MO ARA, REERE, ERRIICHE-EE 72 5 008 5E OB ERE LG
OHEZHT 5, MIEALEIAHTRT 6 7 HUNOLITEEE AT 5, LERE/L SRR 50%4
i) MEE S, BRAKEICEET 2 EBFICB T2 RAEENHERIN TV Y, X5, [EHEE
H[E 5 T AREG PR EABR (1200.32 #ER) LIS OFERIZI UV TiX, Grade 3 LI EDLAREOFEBEN
R B, 6 Bl TEIEH 22 DIERE DA EFRNFED LI TN D, AFIEGRIUIE G I AR
BEHH RSOOSR AT L, BFOREZBIZ L T, REREO NG A IR ORE %
i 27 L, WURRLEZITS 2 &,

11.1.6 O

(IR AL A5 TIT AHERIRARER (1200.32 3KBR) 123UV T, AHl L ORIRBIR A E T & 72V B RS

BERRJEWERE (Stevens-Johnson JEERE) T3R8 LA o720, EWIOARFNE G S -4

BFEDH L, HEE: Stevens-Johnson JEMEEEN 1/3865 FIIZFE S HiLi2 Z &, [ R EREIEAR

JEBERE (Stevens-Johnson SEERE) | Z B & U CHEKRAREWEHICERE LT,

£7-, ENREEEBEND 2016 4E 8 A £ TITHE Sz B A MNIER o th i ¢ fz 550 g
(Toxic Epidermal Necrosis ; TEN) 73 3 i, FZJEHEIARAE BEREDS 5 6], ZHHLBEDS 1 il

SN D, ZNHOFEZFHERBRENEN (WFH b HEEARY]) ITRE LT,

BEOREEZBIEL, RENBOONTHGEICIARAORGZ RIS 5708, HWURAEEZTT
2Tk,
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VIL 224t (M EooikEEs) (B4 5HEA

11.1.7 DR, -
[E B[R T AREE AR RER (1200.32 #8ER) 2B\ T, KA E OREFRNEGE T 220 L P
Bins 1/229 51 (0.4%) (238D BTz, HALETES R OWH LA HMmic B LTk, ESTERAIE O
RIEBIRNEE CE R WEEREFNHE SN TRY, FETHRMOREIERE LTabh
TWHZ L, BT EEBLLESENE R LAREERH L Z LG, NELERE (0.4%) |
ROy TELE I (BEERR) ] 2 BERZENWEMRICRE LT,
BEOREEZBE L, g0 DN HAITIENESE, I8 X, CT ZOMLERRE LT,
AR OG- A FILT 570 L, WERMELRITH Z &,

11.1.8 O
EWNRLEIRTEH D 2016 4F 1 A F TIZ HARNEFNZAVERER D 4 Flsds S 4, SVERER o BEiE
B E FEHE IS K D FEEEEE CIXEEDS 2 4, EDS 16 CRBT 1) ThoeZ &b, T4
PERER (BEEEARE) ) ZEARREIERICERE LT,
BUWIER, L, EHEAROONEEAE, MET I 7 —BEoREEITHI L, MET
2T —BHEOLAEORENPRD DN GAE, ARO#REERIEL, WURLEERTITO L,
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et (B EoEES) (ST 5HEA

(2) ZothnElIfER

1.2 ZDHDEI1ER
10%LL 1 1%L E 10%A 7 1% AT BEEEANBA
B R B OV T | B PERE - BRIk | NS, F5 - 2 | @Ak, OO - o | 15 I M LS
LR B 7 1 ) BYER ORLEEME 2 | IR R TEARIER | v, s, A | K. % RIER
(55.5%) . JNPHZK | BE. B@RIBL. B | N, BRLERE | b
(56.8%) . g% | A G GFEE,
(29.3%). S9& PRS2 BIE,
(20.5%) . % 2 FEIE | ALBE
(19.2%) . JVERRRL
&% (13.1%) . BiE
iE (10.0%)
55 A% R B O hE, R, B | MR, v =—7 | e, W
FrRas ki e P L MR, B DR
Ao S e BRTESEH . B, K | R =2 —n
GRS T — IR
AR B 2 FEMSE . IRWzEE. A | IRMREE FERELA, | IR
T, HRMRZE, B, | AN TIRRIEE, FEIEH
IRAR. BN i, ARG A, %
KPR, L% E
FRIRSE . MRS I
H K Ok B Hg
il e RHRAE ik Nz
T T (80.8%). HWN | HWNHZEE THILARR, | lRAK., RIEHE. | AEER. &
% (384%) . O | M. (EfL, BR. | ILMORIE, HE | BR. BR.
(17.9% ) . W& wk | PEERAm, EREER. | DEEATUEL FR, | NBR. K
(17.0%) . A% | ILMEFRRE, EEHA | 0BE 7. NLF9E A
(12.2%) PR %
A5 R e OVEL FAREVES
ki %
R KO | BEEOE (20.6%) | &V U U AfdE, B | RF F U D AMIE,
e VIS e DR I IS
(LR EERMEEISMT
i
1 B [EiNES ETY AR, ARE
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VI Ze4xth (A EomEss) B+ 5EE
10%LL 1 1%L E 10%A7 1% AT BEEEANBA
WERge, Moeh ke | S (13.1%) SORIE, B, & | BEEE, S0, W | 2Rk
O PR HOME. DPEMRSENE | MR, L o< b |
B & OVIR I B HAR MR, PRI | BHEERE
= HE R IR
JERYE K OV JYMIE (R, IRIEE. | WAV ARG i
Az HUE ShOWHEH, RAES. | &L BuidE
HON), BAk, B
BEge, MeEK, HE
BYE (R, 2
RN RN Tor 2
Mgk ™Y g, BMmEREAD | U oSEREE, 8 | AFERERIEIE
IRFRBEE JiE . A BRI IE Rz MR I
—Mx - aEBEE | K OB o & E | BB CRISMERIE, | RE. HimEiEE, M|
Fe OG-8 | (28.8% ) . ¥ 97 | EEIE AR, R,
DIRAE (13.5%) b Ly N i e
R AR AL R AR | b7 ABVARR7 | by L7 F=o 8 | R A mEkpg
(AST. ALT E5H | 7 & —EHN m. 77 —EHm, | M, RS
%) (14.0%) . A= CK k&, ey | H#hn, fm
B (10.5%) e, ek | Bk ERE
= THI, #EA | ¥ CK-MB
B, 7T A7 | BEH
I, ERIT
Wil
HE, hELD s Al LB
VAN ERENTl
H1) MBS U THRERZZZT 5 L0 BEITIHRET 52 L,
E2) EHICIRFHRE AT S 22 WU R AE A7) 2 &,
(fig0)

B2 B OVBE T AARRRR S
(L VESE% « BER SR ORLBENERE | (55.6%) 1%, TBLIRIZREGS) (8 1), TR
71, [R5, WesSB) (%200, 3951, DS, TR, [585), TRattios),

BERBE |, T2 DFEMRE ], TCARRZ] (% 1) OFREeHDOE TR,

DEYLIE (BRG. JRES. s, WHEH, VB3, B V) E, TREBES) (4 1), T ERGE™-S)
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VI Z24at (A EorES) (3455

(3#F), ImEgrz), [ EWASAZK ), [TUEH) (% 24, TRREERGE), 77 /7 A RRgE% ), [TH
B (% 1) 0FEZREGDE TR LT,

(ERRYE (R, &) ) 1, TEREe), TREERERY), NEEE), A (%
1) oFEGExEbdCRtdi L,

Mg VY 7 SRR

[P ERIBE ) 1%, THFPERIBAME] (2 1F) KO TpdskEid ) (1 1) oFERE2EbE TR
#H L7,

B IRAR AT -
RS RER A 5 (AST. ALT EHE) | (14.0%) 1%, [7I9=0T3 ) F I A7 =27—%
) (L7T4R), [T ARGRUEET I ) N T A7 =T —BHN) (12 1F), SRR 5
(21F), Ty-GTP#M) (11F) OFEREHLE TRHE LT,
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VIL 224t (M EooikEEs) (B4 5HEA

& 75 F BIRIVE T S BUAE R N OV R A R —
< [EBS LR S TIT ARG PR SR BRAAE  (1200.32 3Bk ; AFIRE (BIASH & 40mg)) >

A REATG o S5 4K 229 #
EIE B8 228 4l
RIVEHZEBLHE 99.6%
ETORWER @EERIRE (SOC) MUHEAFE (PT))
IIVEH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 | Grade 5
2EIEM 228 (99.6) | 25 (10.9) | 91 (39.7) | 104 (45.4) | 4 (1.7 4 (1.7
JEYIE K OV A8 HUE 146 (63.8) | 41 (17.9) | 78 (34.1) | 26 (11.4) | 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)
EapS 12 (5.2) 6 (2.6) 6 (2.6) 0 (0.0) 0 (0.0) 0 (0.0
I 2% 6 (2.6) 1 (0.4) 5 (2.2) 0 (0.0) 0 (0.0) 0 (0.0)
TS 5 (2.2) 4 (1.7 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
IR e 35 4 (1.7) 1 (0.4 2 (0.9 1 (0.4) 0 (0.0) 0 (0.0)
PR G 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)
I 3 (1.3) 1 (0.4 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
R R 3 (1.3) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JTUR Y 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
P S 2 (0.9 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
VRS 2 (0.9 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
A JL R Y 2 (0.9) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R S 1 (0.9 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
7T ) A RUAgAS 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
Il B 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
H Y HE 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
RN 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
BB R Y 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
B o B R 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B 1 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
NIV A L R EY 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
=3 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
S 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
I PR B 7 g 1 (0.4 1 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
A e~ L~ 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)
(LIRSS s 1 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BA if e 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.4
B2 B R 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
SR R 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
ShBEER R 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
SRR D P A E 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
Hh e L B R 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
g“’;;é%@fﬂﬁggﬂ? 1 (0.4) 1(0.4) 0 (0.0 000 | 000 | 0.0
VR 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
Mg Y SR 14 (6.1) 5 (2.2) 6 (2.6) 3 (1.3) 0 (0.0) 0 (0.0)
E=gil 7 (3.1 2 (0.9) 4 (1.7) 1 (0.4 0 (0.0) 0 (0.0
F 1 BRYe A EE 4 (1.7) 1 (0.9 2 (0.9 1 (0.4) 0 (0.0) 0 (0.0)
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VI Z24at (A EorES) (3455

IIVEH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 | Grade 5

U o RERIBUD RE 2 (0.9) 1 (0.4) 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0)

B BRI E 2 (0.9 1 (0.4) 0 (0.0) 1 (0.4 0 (0.0) 0 (0.0)
BRRZ MR- 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
G R E 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0 0 (0.0
WO 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
PGB 55 1 (0.4) 1 (0.4) 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0
B 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
R R OB E 62 (27.1) | 35 (15.3) | 11 (4.8 13 (5.7) 3 (1.3) 0 (0.0)
BARHIE 47 (20.5) | 28 (12.2) | 12 (5.2) 7 (3.1 0 (0.0 0 (0.0)
iRy N ¥ 13 (5.7 6 (2.6) 1 (0.4) 3 (1.3) 3 (1.3) 0 (0.0)
Jiik 5 (2.2) 0 (0.0 2 (0.9) 3 (1.3) 0 (0.0) 0 (0.0
150 PR B I RE 2 (0.9 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
&AL 7 I fE 2 (0.9) 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0)
KT Y U A MSE 2 (0.9 1 (0.4) 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0
SR BR/ENIIRE 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
U BRfLSE 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
T 15 (6.6) 12 (5.2) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0)
AHRAE 12 (5.2) 10 (4.4) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
el 1 (0.9 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)
BIEEAR 5 5 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
PR R R E 43 (18.8) | 39 (17.0) 4 (1.7) 0 (0.0) 0 (0.0 0 (0.0)
S 15 (6.6) 12 (5.2) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0
SEYR 11 (4.8) 11 (4.8) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
FEMED F 10 (4.4) 10 (4.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
LSRR 4 (1.7 4 (1.7 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
K= 2 —nm 5 — 2 (0.9) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
RIEMEE R = 2 —rRF— 2 (0.9 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
A B PR 2 (0.9) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
ZEBERRAR SR 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
TADA 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
BERLTE 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
ML B AR 1 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 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)
PRk 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
R e 52 (22.7) | 32 (14.0) | 19 (8.3) 1 (0.4) 0 (0.0) 0 (0.0)
MBS 19 (8.3) 10 (4.4) 9 (3.9 0 (0.0) 0 (0.0) 0 (0.0)
AR 3745 11 (4.8) 9 (3.9 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0)
R ¢ 4 (1.7) 2 (0.9 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
S 4 (1.7 2 (0.9) 1 (0.4) 1 (0.4 0 (0.0) 0 (0.0)
TSN 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
iRNE 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
IRAg IR IZ 2 (0.9 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
R 55 2 (0.9) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AHXaT—H—7 x AHEHR 2 (0.9 0 (0.0) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
HEEELA 2 (0.9 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FE L 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
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S i 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
RS A 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PR ON 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR A% 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
IR 2 5 FEiE 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FEEOKE 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
I BRI R 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
ARG 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
Rl 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
H R OGRS 4 (1.7) 3 (1.3) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
g 2 (0.9 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
[mlfEME D F 2 (0.9 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
LR 3 (1.3) 2 (0.9) 0 (0.0 1 (0.4) 0 (0.0 0 (0.0
DL e 2 (0.9 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
JE R 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
e 77 BASE A A fE 1 (0.9 0 (0.0) 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0)
ZRFRPABR AE 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
=gl 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)
FTY 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Mg, MsT M OVRERR R 77 (33.6) | 64 (27.9) 9 (3.9 2 (0.9 0 (0.0) 2 (0.9
g 30 (13.1) | 29 (12.7) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
FDRIE 12 (5.2) 8 (3.5) 4 (1.7 0 (0.0) 0 (0.0) 0 (0.0)
] 10 (4.4) 10 (4.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
P 6 (2.6) 5 (2.2) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
Eh g 6 (2.6) 6 (2.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
% ] e 5 (2.2) 3 (1.3) 1 (0.4) 0 (0.0) 0 (0.0) 1 (0.4
1 A SRR 5 (2.2) 4 (1.7) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
WE i 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 i R 2 (0.9 1 (0.4) 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0)
b 2 (0.9) 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
SRR 2 (0.9 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
TP Nk 2 (0.9) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
M I 5538 S 1 (0.4) 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.4)
U SR 1 (0.9 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
Lxo<K Y 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
SRS 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
WHEFALDE 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
WHSE 0D 4 JiE 1 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
WA SE s 2 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
iEELES 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
M ZEARE 1 (0.4 0 (0.0 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0
T LI X — P 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B IREE 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)
A% 86 (37.6) | 47 (20.5) | 28 (12.2) 10 (4.4) 1 (0.4) 0 (0.0)
L 41 (17.9) | 26 (11.4) | 13 (5.7 2 (0.9 0 (0.0) 0 (0.0
Mg it 39 (17.0) | 20 (8.7) 12 (5.2) 7 (8.1 0 (0.0) 0 (0.0)
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HER 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
HIE R R 10 (4.4) 8 (3.5) 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0)
1 N RS 9 (3.9 8 (3.5) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
HER 6 (2.6) 6 (2.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
EE 6 (2.6) 4 (1.7) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
MR A 5 (2.2) 4 (1.7) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
-G ERIE 5 (2.2) 4 (1.7) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
GES 5 (2.2) 0 (0.0 4 (1.7) 1 (0.4 0 (0.0) 0 (0.0
B RIE W R R 5 (2.2) 3 (1.3) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0
& BB A PR 3 (1.3) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
W T~ i 3 (1.3) 1 (0.4) 1 (0.4) 1 (0.4 0 (0.0) 0 (0.0
B P . 3 (1.3) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
JLL Y JE PR 3 (1.3) 2 (0.9) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
Ealiv 3 (1.3 0 (0.0) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0)
JTF D2 HE 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
77 ZEONE 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
HNEOOUEIN 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
DB AR 2 (0.9 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
53 2 (0.9) 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
NS 2 (0.9 1 (0.4) 1 (0.4) 0 (0.0) 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)
H ISRzt 2 (0.9 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
NLFAE 55 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
H B HE 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
YA 1 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
e PO I 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
LS 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)
Bk GEe 3iiin 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
1 e pes 5 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
1 B RS B 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BVERESR 1 (0.9 0 (0.0) 0 (0.0) 1 (0.4 0 (0.0) 0 (0.0)
TR 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
JHNEE R FE 7 (3.1) 6 (2.6) 1 (0.4) 0 (0.0) 0 (0.0 0 (0.0
JHFHRE B 5 (2.2) 5 (2.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
A 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
B UL E v ME 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
B T OVRE T AL kB 25 210 (91.7) | 66 (28.8) | 102 (44.5) | 42 (18.3) | 0 (0.0) 0 (0.0
B 141 (61.6) 45 (19.7) 66 (28.8) 30 (13.1) | 0 (0.0 0 (0.0)
B2 R 67 (29.3) | 48 (21.0) | 18 (7.9) 1 (0.4) 0 (0.0) 0 (0.0)
R 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)
SIERRR R 2% 32 (14.00 | 20 (8.7) 10 (4.4) 2 (0.9 0 (0.0 0 (0.0)
Jii EE 23 (10.0) | 23 (10.0) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
gﬁ%'ﬁﬂi%ﬁﬂﬂxgﬁﬁ 15 (6.6) 8 (3.5) 4 (1.7) 3 (1.3) 0 (0.0) 0 (0.0
N 12 (5.2) 8 (3.5) 3 (1.3) 1 (0.4) 0 (0.0) 0 (0.0
BT FI 12 (5.2) 8 (3.5) 4 (1.7 0 (0.0) 0 (0.0) 0 (0.0)
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B e g 12 (5.2) 6 (2.6) 6 (2.6) 0 (0.0) 0 (0.0) 0 (0.0)
R % 7 (3.1 4 (1.7) 2 (0.9 1 (0.4 0 (0.0) 0 (0.0)
BRI EIE 6 (2.6) 6 (2.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R B IR 6 (2.6) 5 (2.2) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
B RG B 5 (2.2) 3 (1.3) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
FTBE 4 (1.7) 3 (1.3) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
R B 4 (1.7) 1 (0.4) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0
BEIR Bk fe 5 3 (1.3 3 (1.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
A EE S 3 (1.3 3 (1.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B2 & HE 2 (0.9) 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
AL 2 (0.9 1 (0.4) 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0
TV 2 (0.9) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
JTVH BELRSE 2 (0.9) 1 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
liR2 2 (0.9 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
U0 BrEN 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
B w1 2 (0.9 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
7 IR 2 (0.9) 1 (0.4 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)
HIBLESE S 1 (0.4 0 (0.0) 0 (0.0) 1 (0.4 0 (0.0) 0 (0.0)
BEhEE 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
ESEg Y 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
NI 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
i JE B NLRE 1 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
JIVZE 2, 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
I N =P 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
T 1 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
JT\HR I 25 i 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
I EE 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FEZ 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
EHVEZ S FEIE 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
FLBEME R B 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
EALIER B 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
MRS 1 (0.9 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
BRI 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Z 9 FEMERS 1 (0.4) 0 (0.0 1 (0.4) 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
R &I 1 (0.4 1 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JERL B 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
B 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B R R B OV R P 5 27 (11.8) | 22 (9.6) 5 (2.2) 0 (0.0) 0 (0.0 0 (0.0)
A 7 (8.1 7 (3.1 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
I 5 (2.2) 3 (1.3) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0
5 P 5 (2.2) 3 (1.3) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0
R 3 (1.3) 2 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
(NS k] 3 (1.3) 2 (0.9) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
OXEg ] 2 (0.9) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
YT 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)
RS8R 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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KT 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
e 1 (0.9 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
TECHRE [ 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
G 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
T — U U U SEERE 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FHEST D SE 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B 11 b 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
B K& OVR BE R 8 (3.5) 3 (1.3) 4 (1.7) 1 (0.4) 0 (0.0) 0 (0.0)
EAR 3 (1.3) 1 (0.4) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0)
YRR A 2 (0.9) 0 (0.0) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0)
i pR 2 (0.9 2 (0.9) 0 (0.0) 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)
AGER R OSSR REE 7 (3.1) 6 (2.6) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
PERRFE L 2 (0.9 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
%A % 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BRI A #% 1 (0.9 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Eg2n 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R DIRAE 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
SRR 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
SEEZ S FEIE 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
%'émﬁ EROEGFIND | 115 (493) | 76 33.2) | 26 11.4) | 10 44) | 0 ©.0) | 1 (0.4)
R D JAE 66 (28.8) | 45 (19.7) | 14 (6.1) 7 (3.1 0 (0.0) 0 (0.0)
i 31 (13.5) | 23 (10.0) 6 (2.6) 2 (0.9 0 (0.0) 0 (0.0)
FEEN 12 (5.2) 10 (4.4) 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0
11 7 55 9 (3.9 6 (2.6) 2 (0.9 1 (0.4) 0 (0.0) 0 (0.0)
RAY I 6 (2.6) 5 (2.2) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
TRIE 4 (1.7) 4 (1.7) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Hiz S 4 (1.7) 2 (0.9) 2 (0.9) 0 (0.0) 0 (0.0) 0 (0.0
Jases 3 (1.3) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
T 1 2 e 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
J AN R 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
o 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.4
I 1 (0.4 1 (0.9 0 (0.0) 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) 0 (0.0
b R L) 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)
F L e 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
LI 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
H¥8) 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
A Sy 52 (22.7) | 21 (9.2) 25 (10.9) 5 (2.2) 1 (0.4) 0 (0.0)
R 24 (10.5) | 10 (4.4) 14 (6.1) 0 (0.0) 0 (0.0) 0 (0.0
Z;:éié;\‘ IRTEAT L e | 10 @) 6 (2.6) 1049 | 000 | 000
ii;\z;i@é:ﬁb‘u/ M7 12 6 5 (2.2) 6 (2.6) 104 | 0@©0 | 000
E;E;;W IAEAZTZ= L 4 an | 209 | 209 | 000 | 000 | 000
SRERPRIE I =R ) 3 (1.3) 0 (0.0) 3 (1.3) 0 (0.0) 0 (0.0) 0 (0.0)
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NET | R 3 (1.3 3 (1.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
M7 27— 2 (0.9) 0 (0.0 0 (0.0) 1 (0.4 1 (0.4) 0 (0.0
%ié%?%/mx TET D 509 | 109 | 000 104 | 000 | 000
7 V7= 8N 2 (0.9 2 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
RS RE R A L 2 (0.9) 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
M7 L7 3 A 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
mH ey e 8N 1 (0.4) 0 (0.0 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0
M= L 25 o — L8 1 (0.4) 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
IR Ee A SV VNN 5 72 1 (0.9 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
A U S 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PR H I B 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
DEM QT it E 1 (0.4 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0)
DEM T Wi 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
T B R N 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
‘;iﬂ;iaé;u’W7/X7l 1 (0.4) 0 (0.0 1 (0.4) 000 | 000 | 000
SRERIARTEIE 1 (0.9 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
A ER B 1 (0.4) 0 (0.0 0 (0.0) 1 (0.4) 0 (0.0) 0 (0.0
B [ 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
N7 AT I F—EEF 1 (0.4 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
b AR= TN 1 (0.4 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
G5, PEkOWLESDHE 6 (2.6) 6 (2.6) 0 (0.0 0 (0.0) 0 (0.0) 0 (0.0
gl 3 (1.3 3 (1.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
iR gt 1 (0.9 1 (0.4 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
P15 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0
WYisEs=1E 1 (0.4) 1 (0.4) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

AGREFE TOHER, FBUEFIER (EBLH%)
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<[EWNEEKHEE  1200.32 35, 1200.33 55 >
[ R [R 275 TIT AHBRARRRER (1200.32 3ER) D HARANYG 7 70— E iz 54 SEFNC 1T 2 Bilha H &%
40mg T v, EGFR TKI BEIRHROIE/ NIl B 25t L Uiz, EWNE VI HERRER (1200.33
R OF ITFE (62 5EF) KO T HRBR (12 5EF) % &3t/ Nl RE DT 7 7 F =74
BAsE M EIL 50mg Th o7z, 28BRIZIH T 2 AARN 128 HlIIZEB W TR HAIVZRIWEMN 2 L T IR,

A PR o 2 1 2 128 44
BIlVEHFE BLAI 5L 128 i
EIER s EL % 100.0%

ETORWEM EERIRSE (SOC) RUEARE (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)
JEYIE K OV A8 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)
[ 6 (4.7 0 (0.0) 6 (4.7) 0 (0.0 0 (0.0 0 (0.0)
USRS 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)
EENR 2 (1.6) 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
FAEEPN 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R SR 2 (1.6) 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
7T A RUAgAS 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
KBSk 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 B B R 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Wk 1 (0.8 0 (0.0) 1 (0.8 0 (0.0 0 (0.0 0 (0.0)
=22 1 (0.8 0 (0.0) 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
S 1 (0.8 0 (0.0) 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0)
(535S 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
JTURG e 1 (0.8 0 (0.0) 1 (0.8 0 (0.0 0 (0.0 0 (0.0)
S gk 1 (0.8 1 (0.8 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
S0 1 (0.8) 1 (0.8 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
JER R 1 (0.8 0 (0.0) 1 (0.8 0 (0.0 0 (0.0 0 (0.0)
A L A Y 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
ME KRN > RbEE 17 (13.3) 9 (7.0 6 (4.7) 2 (1.6) 0 (0.0) 0 (0.0
F 1 BR B 7 (5.5) 3 (2.3 3 (2.3 1 (0.8 0 (0.0) 0 (0.0)
2if 6 (4.7) 4 (3.1 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
U 2 SERIRD HE 2 (1.6) 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0)
A FRER IR i 2 (1.6) 0 (0.0) 1 (0.8 1 (0.8 0 (0.0) 0 (0.0)
B Bk HY N 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BRRZ MR- 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R R O 64 (50.0) 35 (27.3) 19 (14.8) 10 (7.8) 0 (0.0) 0 (0.0
BAE 60 (46.9) 35 (27.3) 18 (14.1) 7 (5.5) 0 (0.0) 0 (0.0)
JiiAk 11 (8.6) 0 (0.0) 6 (4.7) 5 (3.9 0 (0.0) 0 (0.0)
BH U v L E 4 (3.1 2 (1.6) 0 (0.0) 2 (1.6) 0 (0.0) 0 (0.0)
50 PR P IfL R 1 (0.8 1 (0.8 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
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KT U T A fSE 1 (0.8 0 (0.0) 0 (0.0 1 (0.8 0 (0.0 0 (0.0)
e B 5 (3.9) 4 (3.1) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
AARAE 3 (2.3) 3 (2.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Tk 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)
PR RRRE 28 (21.9) 23 (18.0) 5 (3.9) 0 (0.0) 0 (0.0) 0 (0.0)
MRS 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)
LSRR 3 (2.3) 2 (1.6) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
ﬁ%‘_'rﬁzﬁ“‘l*m\ 1 (0.9 1 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PRk 1 (0.8 1 (0.8 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
AR i 48 (37.5) 26 (20.3) 20 (15.6) 2 (1.6) 0 (0.0) 0 (0.0)
FEE S 19 (14.8) 11 (8.6) 8 (6.3) 0 (0.0) 0 (0.0) 0 (0.0
AR #iz 45 7 (5.5) 4 (3.1) 3 (2.3) 0 (0.0 0 (0.0) 0 (0.0)
ARAR 5 (3.9 4 (3.1 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
H Nk 4 (3.1 1 (0.8 3 (2.3) 0 (0.0) 0 (0.0) 0 (0.0)
AR 4 (3.1) 1 (0.8 2 (1.6) 1 (0.8 0 (0.0 0 (0.0)
RS 3 (2.3) 2 (1.6) 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0)
;‘;17‘—%*—73‘% 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)
RAG IR 5 2 (1.6) 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
R 1. 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
AEOS A 1 (0.8 1 (0.8 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
% RIERIR S 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR g 5 1 (0.8 1 (0.8 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
W BRI 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
FUR AN 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HERRZE 1 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
Pt 1 (0.8 1 (0.8 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
RN 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
H R OGRS 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)
DR 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
T EMREA A 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
ot =0t i PaNIE i 1 (0.8 1 (0.8 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
=gl 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)
ETY 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
1B i JE 1 (0.8 1 (0.8 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
A4 E 1 (0.8 1 (0.8 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
f MR OHERIE | o (4s8) | 49 38.9) | 5 (3.9) 2 (1.6) 000 | 000
g 30 (23.4) 30 (23.4) 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
FDRIE 18 (14.1) 14 (10.9) 4 (3.1 0 (0.0) 0 (0.0) 0 (0.0)
PR i R 4 (3.1 2 (1.6) 0 (0.0) 1 (1.3 1 (1.3 0 (0.0)
R E 3 (2.3) 3 (2.3) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
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SR 3 (2.3) 2 (1.6) 1 (0.8) 0 (0.0 0 (0.0) 0 (0.0)
Leo< b 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
1 R B A % 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
b 1 (0.8 1 (0.8 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
B 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
SR 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
1 A SRR 1 (0.8 1 (0.8 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
T ik 1 (0.8 1 (0.8 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
T LR — R R 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Bl 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)
H N 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)
Y= 34 (26.6) 21 (16.4) 13 (10.2) 0 (0.0 0 (0.0 0 (0.0
M Pt 26 (20.3) 19 (14.8) 7 (5.5) 0 (0.0) 0 (0.0 0 (0.0)
HR 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)
K PNz f 5 (3.9) 5 (3.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HIEAR B 4 (3.1 4 (3.1 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JILFA A B 4 (3.1 3 (2.3) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
G 3 (2.3) 1 (0.8 2 (1.6) 0 (0.0 0 (0.0) 0 (0.0)
iR AT 2 (1.6) 1 (0.8 0 (0.0 1 (0.8 0 (0.0 0 (0.0)
i35 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
LY D ZehiE 2 (1.6) 1 (0.8 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
H B 2 (1.6) 2 (1.6) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
LIRS 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
iz 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
& BB A PR 1 (0.8 1 (0.8 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
NN 1 (0.8 0 (0.0) 1 (0.8 0 (0.0 0 (0.0 0 (0.0)
5 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
UNZES 1 (0.8 0 (0.0) 0 (0.0 1 (0.8 0 (0.0) 0 (0.0)
s 2% 1 (0.8 0 (0.0) 0 (0.0 1 (0.8 0 (0.0 0 (0.0)
DB AR 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
H I Bz p 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HEIEAR 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)
BPERER 1 (0.8 0 (0.0) 0 (0.0 1 (0.8 0 (0.0) 0 (0.0)
JIL P J [ 2 1 (0.8 0 (0.0) 1 (0.8 0 (0.0 0 (0.0) 0 (0.0)
JHRATE R [ 5 8 (6.3) 8 (6.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JHHRE B He 8 (6.3) 8 (6.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B2 fe OVRE T R B 75 124 (96.9) 17 (13.3) 79 (61.7) 28 (21.9) 0 (0.0) 0 (0.0
i 102 (79.7) 17 (13.3) 59 (46.1) 26 (20.3) 0 (0.0) 0 (0.0)
B2 e R 49 (38.3) 26 (20.3) 23 (18.0) 0 (0.0) 0 (0.0) 0 (0.0)
g 25 (19.5) 9 (7.0 14 (10.9) 2 (1.6) 0 (0.0 0 (0.0)
Z D FEAE 14 (10.9) 9 (7.0) 5 (3.9) 0 (0.0) 0 (0.0) 0 (0.0)
Jit B 9 (7.0) 9 (7.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
N EE 7 (5.5) 5 (3.9) 2 (1.6) 0 (0.0 0 (0.0) 0 (0.0)
T - RERFRAEA | 55 4 (3.1) 3 2.3) 0 (0.0) 000 | 000

SR
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FIEH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

B2 J 7 (5.5) 6 (4.7 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
B s 7 (5.5) 3 (2.3 4 (3.1 0 (0.0) 0 (0.0) 0 (0.0)
SUERRRLE 2% 5 (3.9) 2 (1.6) 3 (2.3) 0 (0.0 0 (0.0 0 (0.0)
ZEIE 5 (3.9) 5 (3.9) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
Elcdiar 3 (2.3) 1 (0.8 1 (0.8 1 (0.8 0 (0.0) 0 (0.0)
[ONORW Y- ¥ ¢ 3 (2.3) 2 (1.6) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
Ak 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)
BRILEEE 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B it el 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R BRI 2 (1.6) 0 (0.0) 2 (1.6) 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)
HLBE 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
th R e 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)
BRI 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BEIR Bk R 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BB 1 (0.8 0 (0.0) 1 (0.8 0 (0.0 0 (0.0 0 (0.0)
MR B2 1 4% 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
PARARUREHERE | 900 | 765 | 200 | 000 | 000 | 000
A 2 (1.6) 2 (1.6) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
e 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
IR 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
(NS k] 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 R 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
= — L U SERRE 1 (0.8 1 (0.8 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
FHES D E 1 (0.8 1 (0.8 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
Bl O s 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B R OVR I i 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)
Pl PR PR 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
il 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
A 1 (0.8 0 (0.0) 0 (0.0 1 (0.8 0 (0.0) 0 (0.0)
AR R O REE 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0)
B AN E /S 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PERRFEZ 1 (0.8 0 (0.0) 1 (0.8 0 (0.0 0 (0.0 0 (0.0)
i EARERORGR | 65 63 | 43 (36 | 1739 | 86H | 000 | 000
95 97 32 (25.0) 21 (16.4) 6 (4.7) 5 (3.9 0 (0.0) 0 (0.0)
KD i 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)
(CasNR 8 (6.3) 5 (3.9 3 (2.3) 0 (0.0) 0 (0.0) 0 (0.0)
AP I 6 (4.7 5 (3.9) 1 (0.8 0 (0.0 0 (0.0 0 (0.0)
Hh R f 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)
B 2 (1.6) 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0)
i e A R 1 (0.8 1 (0.8 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
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VI Z24at (A EorES) (3455

FITEH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
FIEESS 1 (0.8) 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR AR 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
R 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
e R AR A 61 (47.7) 31 (24.2) 27 (21.1) 1 (0.8) 2 (1.6 0 (0.0)
IRE R 33 (25.8) 18 (14.1) 15 (11.7) 0 (0.0 0 (0.0) 0 (0.0
PR o i bR 9 (7.0 9 (7.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
TIS=v T I RNT
SR T = 5B 8 (6.3) 6 (4.7) 2 (1.6) 0 (0.0 0 (0.0) 0 (0.0
T ANTEX BT I
Koo AT x5 —PH 5 (3.9) 4 (3.1) 1 (0.8 0 (0.0 0 (0.0 0 (0.0)
n
~FE S| U 5 (3.9) 5 (3.9) 0 (0.0 0 (0.0 0 (0.0 0 (0.0
A7 V7 2 R 4 (3.1) 4 (3.1) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
g7 v F = 8m 4 (3.1 1 (0.8 3 (2.3) 0 (0.0) 0 (0.0) 0 (0.0)
ot =R 4 (3.1 4 (3.1 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PR A I ER B 4 (3.1) 3 (2.3) 1 (0.8 0 (0.0 0 (0.0) 0 (0.0
M E Y e B 3 (2.3) 1 (0.8 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
7 v F iR AR
S J PRI 3 (2.3) 1 (0.8 1 (0.8 1 (0.8 0 (0.0) 0 (0.0)
j PIACRRER 5 () 2 (1.6) 0 (0.0) 0 (0.0) 000 | 000
Ao v v L 2 (1.6) 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
1A PR SR HE AN 2 (1.6) 1 (0.8) 1 (0.8 0 (0.0 0 (0.0 0 (0.0)
RS RER A S 2 (1.6) 1 (0.8) 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0)
JREH 2 (1.6) 0 (0.0 2 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
M7 HYHRAT 7
P, 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
7 25— 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.8 0 (0.0)
M7 L7 F iR AR
% J—+ MB &I 1 (0.8) 1 (0.8) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
1fn. A7 PR A EE AN 1 (0.8 0 (0.0) 0 (0.0 0 (0.0 1 (0.8) 0 (0.0)
DX T s 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
IR ER AN 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 L SERER 1 (0.8 0 (0.0) 1 (0.8 0 (0.0) 0 (0.0 0 (0.0)
raAR= T H#Eh0 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
T{?’ TREOCRESE | 5 109 0 (0.0 109 000 | 000
P15 1 (0.8 1 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BB 1 (0.8) 0 (0.0) 0 (0.0) 1 (0.8) 0 (0.0) 0 (0.0)
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VI %

et (A EoEES) (2

B 5 IEHE

<A 11 FEEGER

R (1200.22 3%k ; BALEH & 40mg #F) >

1 FEOLFIRIE L 2 A NS & 2 BRI SR BT SUT A LI O A 2 AR IR L, 50mg B
TRBR SN S LR TR, ARBR IS

WHETTY 77y F=7%h (T77F=7128% 2 kink) L.

FEANT
B% 40mg ~EFE L7,

K BRNEREZ T 2o T-BELREL (T77F=712k5 1 RiGH),

T 77 F =7 OB

L PR R BB 30 #i

IR 56 BB 30 i

BIVEAZE B 100.0%

DOEWER GRERIRSE (SOC) KUHEAFE (PT))

EIEH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
2RIEH 30 (100.0) 2 (6.7) 19 (63.3) 7 (23.3) 2 (6.7) 0 (0.0)
JEYIE K OV A8 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)
EapS 7 (23.3) 2 (6.7) 4 (13.3) 1 (3.3 0 (0.0) 0 (0.0)
ALY A T ARG 2 (6.7) 0 (0.0) 2 (6.7) 0 (0.0 0 (0.0) 0 (0.0)
R SR 2 (6.7) 1 (3.3 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0)
VAR G 1 (3.3 0 (0.0) 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0)
JNE R E 1 (3.3 1 (3.3 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
A o 2o 1 (3.3 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
e NR5 1 (3.3 1 (3.3 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
Mgk Y SR 1 (3.3) 0 (0.0) 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0)
=yl 1 (3.3 0 (0.0) 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0)
R R O 10 (33.3) 5 (16.7) 4 (13.3) 0 (0.0) 1 (3.3) 0 (0.0)
BARE 9 (30.0) 4 (13.3) 4 (13.3) 1 (3.3) 0 (0.0) 0 (0.0)
KA U v L fE 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 1 (3.3 0 (0.0)
Jiik 1 (3.3 1 (3.3 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
= DR I [ JiE 1 (3.3 1 (3.3 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
PR R E 4 (13.3) 4 (13.3) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
R S 2 (6.7) 2 (6.7) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
SHYR 1 (3.3 1 (3.3 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
fBAR 1 (3.3 1 (3.3 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
AR i 6 (20.0) 6 (20.0) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
FEME S 2 (6.7) 2 (6.7) 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
R ¢ 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)
HR 24 1 (3.3 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HEEELA 1 (3.3 1 (3.3 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
1 & 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)
5 If 1 (3.3 0 (0.0) 1 (3.3 0 (0.0 0 (0.0) 0 (0.0)
%g’ MR ORI | 10 60.0) | 16 G3.9) | 1 (.3 0 (0.0) 13.3) 0 (0.0)
] 8 (26.7) 7 (23.3) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0)
S i 9 (30.0) 9 (30.0) 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
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VI Z24at (A EorES) (3455

FIEH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

R A 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)
FE e 1 (3.3 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Sz 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 ke E 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)
H N ZE 3 (10.0) 2 (6.7 1 (3.3 0 (0.0 0 (0.0) 0 (0.0)
e ARSI A 4 (13.3) 4 (13.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
L 5 (16.7) 4 (13.3) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0)
M Pt 5 (16.7) 4 (13.3) 0 (0.0 1 (3.3 0 (0.0) 0 (0.0)
HER 2 (6.7) 2 (6.7) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
K PN 3 (10.0) 3 (10.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R 1 (3.3 1 (3.3 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
HER R 2 (6.7) 2 (6.7) 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
W R TE 2% 1 (3.3 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
NLFE 355 1 (3.3 0 (0.0) 1 (3.3 0 (0.0 0 (0.0) 0 (0.0)
15K 1 (3.3 1 (3.3 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
+ ZHE % 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)
[ONEY Y iA=E 1 (3.3 0 (0.0) 1 (3.3 0 (0.0 0 (0.0) 0 (0.0)
BB IE RIS R 1 (3.3 1 (3.3 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
G 1 (3.3 1 (3.3 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
B2 e OVRE T AR R R 75 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)
% O FEIE 14 (46.7) 11 (36.7) 3 (10.0) 0 (0.0) 0 (0.0) 0 (0.0)
B RE R A 7 (23.3) 6 (20.0) 1 (3.3 0 (0.0 0 (0.0 0 (0.0)
R 7 (23.3) 5 (16.7) 2 (6.7) 0 (0.0) 0 (0.0) 0 (0.0)
B & B 5 (16.7) 4 (13.3) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0)
FeE s 7 (23.3) 6 (20.0) 1 (3.3 0 (0.0 0 (0.0) 0 (0.0)
IIND] = 5 (16.7) 5 (16.7) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
SUERRR S 2% 2 (6.7) 1 (3.3 1 (3.3 0 (0.0 0 (0.0) 0 (0.0)
FEE % 3 (10.0) 2 (6.7) 1 (3.3 0 (0.0 0 (0.0) 0 (0.0)
ez 3 (10.0) 2 (6.7 1 (3.3 0 (0.0 0 (0.0) 0 (0.0)
Jii B E 2 (6.7) 1 (3.3 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0)
z%’&gﬁ%ﬁ%ﬂﬁx 2 (6.7) 2 (6.7) 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
TV 1 (3.3 0 (0.0) 1 (3.3 0 (0.0 0 (0.0) 0 (0.0)
BEEE 1 (3.3 1 (3.3 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
R B IR 1 (3.3 1 (3.3 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
EHVEZ S PR 1 (3.3) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Z D MR 1 (3.3 1 (3.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PLREONS A 1 (3.3 0 (0.0) 0 (0.0) 1 (3.3 0 (0.0) 0 (0.0)
g%%*&%ﬁ%ﬂ*&% 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 R E 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 EooikEEs) (B4 5HEA

FITEH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
TR M OFLEEE 1 (3.3) 1 (3.3) 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
B i A PR 1 (3.3) 1 (3.3) 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
&’i’;‘ﬁlm&%ﬁﬁﬁﬁojﬁgf%ﬁ 15 (50.0) 6 (20.0) 8 (26.7) 1 (3.3) 0 (0.0) 0 (0.0)
FERE D JAE 8 (26.7) 4 (13.3) 4 (13.3) 0 (0.0) 0 (0.0) 0 (0.0)
57 7 (23.3) 4 (18.3) 2 (6.7 1 (3.3) 0 (0.0) 0 (0.0)
B R 3 (10.0) 1 (3.3) 2 (6.7 0 (0.0) 0 (0.0) 0 (0.0)
HEIE 2 (6.7 1 (3.3) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0)
AP AR 1 (3.3) 0 (0.0) 1 (3.3) 0 (0.0 0 (0.0) 0 (0.0)
R R AT 7 (23.3) 4 (13.3) 3 (10.0) 0 (0.0) 0 (0.0) 0 (0.0)
RE D 3 (10.0) 2 (6.7) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0)
TANRTX BT )
NS URT =5 —FHY 1 (3.3) 0 (0.0) 1 (3.3) 0 (0.0 0 (0.0) 0 (0.0)
n
M7 v F =8 1 (3.3) 0 (0.0) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0)
M~ 7 %20 A 1 (3.3) 1 (3.3) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
i RE R A S 1 (3.3) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
ML I ER B> 1 (3.3) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Mg 7 =V F 80 1 (3.3) 1 (3.3) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
;?5" PRRULBEH | | (54 1 (.3) 0 (0.0) 000 | 000 | 000
TS 1 (3.3) 1 (3.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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VI Z24at (A EorES) (3455

<HEHhE 11 FREEPR AR (1200.22 385k ; BAAAH & 50mg #F) >

1 BRI L ¥ A N XD RINEFRZ ISR BT )T R Lo B O A2 ARERICBEE L, 50mg B
WMHETT 77 F=7%%5 (777 F=71285 2 KiEH) Uiz, IRBRFEMEEGETH, ARBRITH
FEANC K DRIEIREZ I o BEVBREL (T 77 F=71Ckd 1 RIEH), 777 F =7 D%
% 40mg ~EHE LT,

A MERTAR R G B1 5K 99 #
1 F LB 98
RIVEF R 99.0%

ETORWEM EERIRSE (SOC) RUEARE (PT))

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

2EIEM 98 (99.0) 7 (7.1) 31 (31.3) 59 (59.6) 1 (1.0) 0 (0.0)
JEYIE K OV A8 HUE 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)
EapS 36 (36.4) 13 (13.1) 14 (14.1) 9 (9.1) 0 (0.0) 0 (0.0
RIS 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)
VAR G 2 (2.0) 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR s v 2 2E 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
TV 3 (3.0 0 (0.0) 2 (2.0) 1 (1.0) 0 (0.0) 0 (0.0)
B (£9) 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)
FHr 2 (2.0 2 (2.0 0 (0.0 0 (0.0) 0 (0.0 0 (0.0)
R Jy e f 2 (2.0) 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
= 1 (1.0 0 (0.0) 0 (0.0 1 (1.0) 0 (0.0 0 (0.0)
A 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) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
Hiffi~ L2 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)
FRTESR 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
P S 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
A e~ L~ 2 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)
B9 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Bl Sl o 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
B2 B R 1 (1.0 0 (0.0) 1 (1.0) 0 (0.0 0 (0.0 0 (0.0)
MR VY R 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0 0 (0.0) 0 (0.0)
E=giil 1 (1.0 0 (0.0) 1 (1.0) 0 (0.0 0 (0.0 0 (0.0)
R R OB R E 31 (31.3) 14 (14.1) 14 (14.1) 3 (3.0) 0 (0.0) 0 (0.0
BAROE 27 (27.3) 15 (15.2) 11 (11.1) 1 (1.0) 0 (0.0) 0 (0.0)
BB U v A fiE 4 (4.0) 1 (1.0 2 (2.0) 1 (1.0) 0 (0.0 0 (0.0)
Jii Ak 2 (2.0) 0 (0.0) 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0)
B R B IfLRE 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)
AHRAE 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PR E 16 (16.2) 16 (16.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R S 9 (9.1 9 (9.1 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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VIL 224t (M EooikEEs) (B4 5HEA

FIEH 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)
B 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R BURR 1 (1.0 1 (1.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
R = 2 — a8 F— 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR i 34 (34.3) 23 (23.2) 11 (11.1) 0 (0.0) 0 (0.0) 0 (0.0)
FEE S 22 (22.2) 13 (13.1) 9 (9.1) 0 (0.0 0 (0.0) 0 (0.0)
RAR 2% 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
iRZ 5 FEhE 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HR 245 5 (5.1) 4 (4.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0)
HEEELA 2 (2.0 1 (1.0 1 (1.0) 0 (0.0 0 (0.0 0 (0.0)
R 72 1. 3 (3.0 3 (3.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FEEMIE(k 2 (2.0) 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
T L F MRS 1 (1.0 1 (1.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
RoOT L F— 1 (1.0 1 (1.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
iRMGZ 2 FEE 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
=M 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Pt 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HRERFZIE 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
H ROk EE 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)
=gl 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)
%7‘%%’ MR ORI | oo (556) | 48 485 | 6 6.1) 1 (1.0 0 (0.0 0 (0.0
] 31 (31.3) 29 (29.3) 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0)
S i 25 (25.3) 24 (24.2) 1 (1.0) 0 (0.0 0 (0.0) 0 (0.0)
1 e SE g 11 (11.1) 9 (9.1) 2 (2.0 0 (0.0) 0 (0.0) 0 (0.0)
VR PE AR R 2 (2.0) 0 (0.0) 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0)
AU 4 (4.0) 4 (4.0) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
FE R E 2 (2.0 2 (2.0 0 (0.0 0 (0.0) 0 (0.0 0 (0.0)
RS 3 (3.0 3 (3.0) 0 (0.0) 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)
W& 1. 2 (2.0 1 (1.0 1 (1.0) 0 (0.0 0 (0.0 0 (0.0)
i i3 1P 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)
MHGEALBE 1 (1.0 1 (1.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0)

L e v 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B IhEE 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)
M2 36 (36.4) 23 (23.2) 11 (11.1) 2 (2.0) 0 (0.0) 0 (0.0
H e PNTB BT Ak 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)
HER 11 (11.1) 9 (9.1) 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0)
(i) 11 (11.1) 10 (10.1) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
M e 2 (2.0) 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
FREERIE 9 (9.1 5 (5.1) 4 (4.0 0 (0.0) 0 (0.0 0 (0.0)
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VI Z24at (A EorES) (3455

FIEH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
HIEARR 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
GES 4 (4.0) 2 (2.0) 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0)
Wi B o 4 (4.0) 1 (1.0) 2 (2.0) 1 (1.0 0 (0.0) 0 (0.0)
{51 1 (1.0 1 (1.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
OB AME % 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
H AW PR R 3 (3.0) 1 (1.0 2 (2.0) 0 (0.0 0 (0.0 0 (0.0)
HESE 2 (2.0 2 (2.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
+ ZIEE S 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)
P . 2 (2.0 2 (2.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
& BB A PR 1 (1.0 1 (1.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
HER 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
D ERERAS PR 1 (1.0 1 (1.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
Stk A=hics! 1 (1.0 0 (0.0) 0 (0.0 1 (1.0) 0 (0.0 0 (0.0)
H g ifn. 1 (1.0) 0 (0.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0)
LIRS 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
I AE R 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Fik% 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)
MR 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)
[ER 72N 1 (1.0) 0 (0.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0)
L5 H 1. 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

B2 e OVRE T AR R R 75 96 (97.0) 18 (18.2) 56 (56.6) 22 (22.2) 0 (0.0) 0 (0.0
W35 74 (74.7) 26 (26.3) 39 (39.4) 9 (9.1 0 (0.0 0 (0.0)
Z 9 FEIE 59 (59.6) 32 (32.3) 26 (26.3) 1 (1.0) 0 (0.0) 0 (0.0)
B RE R A 33 (33.3) 27 (27.3) 6 (6.1) 0 (0.0 0 (0.0 0 (0.0)
R 28 (28.3) 17 (17.2) 9 (9.1) 2 (2.0) 0 (0.0 0 (0.0)
B & B 27 (27.3) 13 (13.1) 11 (11.1) 3 (3.0 0 (0.0) 0 (0.0)
FeE s 25 (25.3) 19 (19.2) 5 (5.1) 1 (1.0) 0 (0.0) 0 (0.0)
IIND] = 8 (8.1) 5 (5.1) 3 (3.0 0 (0.0) 0 (0.0 0 (0.0)
SUERRR S 2% 16 (16.2) 3 (3.0 7 (7.1) 6 (6.1) 0 (0.0 0 (0.0)
FEE % 14 (14.1) 3 (3.0 6 (6.1) 5 (5.1) 0 (0.0) 0 (0.0)
B I FI 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)
Jit B 7 (7.1 5 (5.1) 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0)
zi{%iﬁ%aﬁﬁﬂx 6 (6.1) 3 (3.0) 3 (3.0) 0 (0.0) 0 (0.0) 0 (0.0)
FTBE 6 (6.1) 5 (5.1) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
JTVA R 5 (5.1) 5 (5.1) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
EEIEE 4 (4.0) 4 (4.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B w1 4 (4.0 3 (3.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
R &R 1 (1.0) 0 (0.0) 0 (0.0) 1 (1.0 0 (0.0) 0 (0.0)
BFEONS A 1 (1.0 1 (1.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
NI 3 (3.0 3 (3.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
KIE 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
IR B 4% 1 (1.0 0 (0.0) 1 (1.0) 0 (0.0 0 (0.0 0 (0.0)
PEfE R R 2% 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BER H 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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VIL 224t (M EooikEEs) (B4 5HEA

FIEH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
ZIHBE 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
HIBLESE S 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
EBEME R 1 (1.0 1 (1.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
B 1 (1.0 1 (1.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
B % BIE 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JTCFR PR E 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
JSR/NasNIiA 1 (1.0 0 (0.0) 1 (1.0) 0 (0.0 0 (0.0 0 (0.0)
RS 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
MR B2 1 2% 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R 1 (1.0 0 (0.0) 1 (1.0) 0 (0.0 0 (0.0 0 (0.0)
B I SR 1 (1.0 1 (1.0 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
Bz A 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R &I 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R B 1 (1.0 1 (1.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
E R 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

[IRAROREIEE | 15 s | 9 @) 4 (4.0) 000 | 000 | 000
(RER 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)
B AR 1 (1.0) 0 (0.0) 1 (1.0 0 (0.0) 0 (0.0) 0 (0.0)
VU R 1 (1.0 1 (1.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0)

B R OV s 11 (11.1) 6 (6.1) 4 (4.0) 1 (1.0) 0 (0.0) 0 (0.0)
EAR 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
PR R 3 (3.0 3 (3.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
iR 2 (2.0 2 (2.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
N 2 (2.0) 0 (0.0) 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0)
B 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)
BEIR EsiE 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

@?3 REERCREE | () 1 (1.0) 0 (0.0) 000 | 000 | 000
EHEEE 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

;ﬂ&hf EABEROLGH | 0 a5 | 25 @69 | 22 (229 6 (6.1) 0 (0.0 0 (0.0)

DAREIN; S
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)
H7 fRRRE 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
17 5 2 (2.0) 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
FAY i 3 (3.0) 3 (3.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
1895 3 (3.0 1 (1.0) 2 (2.0) 0 (0.0) 0 (0.0) 0 (0.0)
FERrE 1 (1.0) 0 (0.0) 0 (0.0) 1 (1.0 0 (0.0) 0 (0.0)
7RG 1 (1.0 1 (1.0 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
HEBEONS A 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PSR 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)

R AR A 18 (18.2) 9 (9.1) 7 (7.1) 2 (2.0) 0 (0.0) 0 (0.0
R 15 (15.2) 9 (9.1) 6 (6.1) 0 (0.0 0 (0.0 0 (0.0)
TANRTGXURT I
NI AT =T —PH 2 (2.0 0 (0.0) 1 (1.0) 1 (1.0) 0 (0.0) 0 (0.0)
hn
7 v F = Hm 1 (1.0) 0 (0.0) 1 (1.0) 0 (0.0) 0 (0.0) 0 (0.0)
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VI 224t (R EoEES) (B4 25

FIEH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
Fo=r T3 T
L 2T = 5B 2 (2.0 1 (1.0) 1 (1.0) 0 (0.0 0 (0.0 0 (0.0)
EYELER 7y ha R T
5 2T 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 EooikEEs) (B4 5HEA

2 A PR o 2 1 2 390 13
BIlVEHFE BLAI 5L 372
EIER s EL % 95.4%

ETORIWEM EERIRSE (SOC) RUEARE (PT))

< HEHh 55 TIb/AIT ARG A R BR AL A (1200.23 386R ; A (BA4GH& 50mg) +BSC #) >

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

2EIEM 372 (95.4) 50 (12.8) | 165 (42.3) | 151 (38.7) 4 (1.0 2 (0.5)
JEYIE K OV A8 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)
EapS 25 (6.4) 8 (2.1) 13 (3.3) 4 (1.0) 0 (0.0) 0 (0.0)

R S P S 5 (1.3) 2 (0.5) 3 (0.8 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)
R/ 3 (0.8 1 (0.3 1 (0.3 1 (0.3 0 (0.0) 0 (0.0)
HAWED ¥ & E 3 (0.8 1 (0.3 2 (0.5) 0 (0.0 0 (0.0 0 (0.0)
RS K 3 (0.8 1 (0.3 0 (0.0) 2 (0.5) 0 (0.0) 0 (0.0)
e BE.A% 2 (0.5) 0 (0.0 2 (0.5) 0 (0.0 0 (0.0 0 (0.0)
JTURG e 2 (0.5) 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0)
B FIEPN 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B I Rk 2 (0.5) 0 (0.0 2 (0.5) 0 (0.0 0 (0.0 0 (0.0)
PR R 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
TGRS IS 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
B2 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
JJIVZ 920 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
1 e B JR e 1 (0.3 0 (0.0 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)

H e~ LS 2 1 (0.3 0 (0.0 1 (0.3 0 (0.0 0 (0.0 0 (0.0)
1 e g 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
PR/ 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
MHEA % 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
Jifize 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0)
TS 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
YL TS 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
EIREIT 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
AN S e N 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
Mg Y SR 11 (2.8) 7 (1.8) 3 (0.8 1 (0.3) 0 (0.0) 0 (0.0)
=yl 6 (1.5) 3 (0.8) 2 (0.5) 1 (0.3 0 (0.0) 0 (0.0)
i Bk E 4 (1.0) 3 (0.8 1 (0.3 0 (0.0 0 (0.0 0 (0.0)
M RIS i 1 (0.3 1 (0.3) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
B AP BRI E 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Sy RIEE 1 (0.3) 0 (0.0) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0)
SN BOE 1 (0.3 0 (0.0 0 (0.0 1 (0.3 0 (0.0 0 (0.0)
R OV e 104 (26.7) 59 (15.1) 25 (6.4) 19 (4.9) 1 (0.3 0 (0.0)
BARE 81 (20.8) 50 (12.8) 20 (5.1) 11 (2.8) 0 (0.0 0 (0.0)
KAV 7 AffE 14 (3.6) 9 (2.3) 0 (0.0 4 (1.0) 1 (0.3) 0 (0.0)
Jii Ak 11 (2.8) 3 (0.9 4 (1.0) 4 (1.0) 0 (0.0 0 (0.0)
KA L7 e 4 (1.0 0 (0.0) 1 (0.3 2 (0.5) 1 (0.3 0 (0.0)
e DR I A 3 (0.8 2 (0.5) 1 (0.3 0 (0.0 0 (0.0 0 (0.0)
K~ 7' %> U AAE 3 (0.8 3 (0.8 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
K77 3 e 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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FIEH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
/N 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
& MY T AfE 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
KU BR LR 1 (0.3) 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
gRRZ 1 (0.3 0 (0.0 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
R E 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)

e B 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)
Tk 1 (0.3 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
PETLIRAE 1 (0.3 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
R 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)

FHAR SRR 34 (8.7) 25 (6.4) 9 (2.3 0 (0.0) 0 (0.0) 0 (0.0
R 2 18 (4.6) 14 (3.6) 4 (1.0 0 (0.0) 0 (0.0) 0 (0.0)
REMED F 0 4 (1.0) 4 (1.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
BERR 3 (0.8 3 (0.8 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
fBAR 3 (0.8 2 (0.5) 1 (0.3 0 (0.0) 0 (0.0 0 (0.0)
SER 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PRHR 2 (0.5) 0 (0.0) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
MBS 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
LSRR 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
RER 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
i3] 1 (0.3 0 (0.0 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
SRRER==70 0 0 1 0.9 0 (0.0 000 | 000 | 000
ﬁﬁ'rﬁzﬁ“:lﬁm\ 103 1(0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JAP~TRT R RE 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)

AR MR 45 (11.5) 27 (6.9) 16 (4.1) 2 (0.5) 0 (0.0) 0 (0.0)
FEME S 11 (2.8) 7 (1.8) 3 (0.8 1 (0.3 0 (0.0) 0 (0.0)
AR R 11 (2.8) 7 (1.8) 4 (1.0 0 (0.0) 0 (0.0) 0 (0.0)
AR A 4 (1.0 2 (0.5) 1 (0.3 1 (0.3 0 (0.0) 0 (0.0)
s PE AR g% 4 (1.0) 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
RN 4 (1.0) 3 (0.8) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
FEEOKE 3 (0.8 3 (0.8) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
i 3 (0.8 3 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
ARAz 2% 2 (0.5) 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0)
R 2 (0.5) 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
AR 72 1 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FE B 1. 1 (0.3 1 (0.3 0 (0.0 0 (0.0 0 (0.0) 0 (0.0)
T LR — MRS 1 (0.3 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0 0 (0.0)
AREDS A 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
IRB&S 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 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)
RAE 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R AR 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
AR o> HL 4% 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)
WIMKT 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
s 1 (0.3 0 (0.0 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
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BII/EH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

H R OGR 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)
iR 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
W RS 1 (0.3 0 (0.0) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
Y- s 3 (0.8 1 (0.3 1 (0.3) 0 (0.0) 0 (0.0 1 (0.3)
hiE 2 (0.5) 1 (0.3 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
SRS 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0) 1 (0.3)
1 & 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)
LR UR AR 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0)
1B i JE 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0 1 (0.3 0 (0.0)
ggﬁ, MR ORI | 59 05.4) | 83 @19 | 11 @8) 4 (1.0) 1 (0.3) 0 (0.0
S i 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 (0.9 0 (0.0 0 (0.0) 0 (0.0)
RS 9 (2.3 9 (2.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B ORIE 9 (2.3) 8 (2.1) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
1 A SRR 6 (1.5) 3 (0.8 3 (0.9 0 (0.0 0 (0.0) 0 (0.0)
IR [ 3 3 (0.8 0 (0.0) 0 (0.0) 3 (0.8) 0 (0.0) 0 (0.0)
SEE 4 (1.0) 3 (0.8) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
B 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)
i ZEARSE 1 (0.3) 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
Y] 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
MEIRf: Rz 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FEFE R E 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
(NEST 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0)
M SR IR R 1 (0.3 1 (0.3 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
B RGN 1 (0.3 0 (0.0) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
USfEti=ets 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
T R K 1 (0.3 1 (0.3 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
I 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)
0% 83 (21.3) 58 (14.9) 20 (5.1) 5 (1.3) 0 (0.0) 0 (0.0)
L 72 (18.5) 51 (13.1) 16 (4.1) 5 (1.3) 0 (0.0 0 (0.0)

M - 52 (13.3) 29 (7.4) 17 (4.4) 6 (1.5) 0 (0.0) 0 (0.0)
1 e ARSI A 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)
1 N RS 11 (2.8) 11 (2.8) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
N 9 (2.3 4 (1.0 5 (1.3) 0 (0.0) 0 (0.0) 0 (0.0)
ELil 8 (2.1) 8 (2.1) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R 7 (1.8) 3 (0.8 4 (1.0) 0 (0.0 0 (0.0) 0 (0.0)
(T 3 (0.8 3 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
T "~ P 6 (1.5) 4 (1.0) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
H R R 6 (1.5) 6 (1.5) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
HEOVUEIN 4 (1.0) 3 (0.9 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
HIER B 4 (1.0 4 (1.0 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
I AE R 4 (1.0) 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
AN R 3 (0.8 3 (0.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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BII/EH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 ‘ Grade 5

77 AN 3 (0.8 2 (0.5) 1 (0.3 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)
P 2% 3 (0.8 1 (0.3 2 (0.5) 0 (0.0 0 (0.0) 0 (0.0)
1 e PN e 3 (0.8 3 (0.8 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
i B i 2 (0.5) 1 (0.3 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
HR 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
1 HZE P HH 1 2 (0.5) 1 (0.3 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
DMERER 2 (0.5) 0 (0.0) 2 (0.5) 0 (0.0 0 (0.0) 0 (0.0)
L5 H 1. 2 (0.5) 0 (0.0) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
Tt % 2 (0.5) 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
JILFH H i 1 (0.3 1 (0.3 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
N % 5 FEiE 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
NP5 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
[ONEY Y iA=E 1 (0.3 1 (0.3 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
P 1 (0.3 1 (0.3 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
iz 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
=27 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
W T 1 (0.3 0 (0.0) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
JILF9 8 PR 1 (0.3) 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
g 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Eaiv 1 (0.3 1 (0.3 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
IR 1 (0.3 1 (0.3 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
FERE KOV FAigkRESE | 320 (82.1) | 124 (31.8) | 138 (35.4) 58 (14.9) 0 (0.0) 0 (0.0)
35 242 (62.1) | 111 (28.5) 96 (24.6) 35 (9.0) 0 (0.0 0 (0.0)
% D FEAE 69 (17.7) 50 (12.8) 18 (4.6) 1 (0.3 0 (0.0) 0 (0.0)
B2 e R 56 (14.4) 40 (10.3) 15 (3.8 1 (0.3) 0 (0.0) 0 (0.0)
ii&ggﬁﬁﬂ 29 (7.4) 17 (4.4) 7 (1.8) 5 (1.3) 0 (0.0 0 (0.0
B 28 (7.2) 14 (3.6) 11 (2.8 3 (0.8) 0 (0.0) 0 (0.0)
gz 28 (7.2) 23 (5.9) 5 (1.3) 0 (0.0 0 (0.0) 0 (0.0)
SUERRR S 2% 26 (6.7 11 (2.8) 13 (3.3) 2 (0.5) 0 (0.0) 0 (0.0)
NOFEE 15 (3.8) 9 (2.3 5 (1.3) 1 (0.3 0 (0.0) 0 (0.0)
B & I 13 (3.3) 8 (2.1) 4 (1.0) 1 (0.3 0 (0.0) 0 (0.0)
Jii B E 11 (2.8) 10 (2.6) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
FTBE 10 (2.6) 6 (1.5) 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0)
B B 10 (2.6) 5 (1.3) 3 (0.9 2 (0.5) 0 (0.0) 0 (0.0)
EHMEE 5 (1.3) 1 (0.3 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0)
B2 w i 5 (1.3) 0 (0.0) 4 (1.0) 1 (0.3 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)
OO brEN 4 (1.0 2 (0.5) 2 (0.5) 0 (0.0 0 (0.0) 0 (0.0)
Fefg R Z Mm% 3 (0.8 1 (0.3 2 (0.5) 0 (0.0 0 (0.0) 0 (0.0)
JNEEE 3 (0.8 2 (0.5) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
JTVH BELRSE 3 (0.8 3 (0.9 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Z 9 FEMERS 3 (0.8 1 (0.3 2 (0.5) 0 (0.0 0 (0.0) 0 (0.0)
e 3 (0.8 2 (0.5) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
PLREONS A 3 (0.8 1 (0.3 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
R B 3 (0.8 0 (0.0) 2 (0.5) 1 (0.3 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)
BHAIZ ERE 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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BII/EH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
BRI 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
BRI 2 (0.5) 1 (0.3) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
B it el 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Hz SR 2 (0.5) 1 (0.3 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
FeNE R Z e 1 (0.3 1 (0.3 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
K 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B 1 (0.3 0 (0.0) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
HIBLIER B 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
A BT BE 1 (0.3 0 (0.0) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
NN 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
JTCR RCR M 78 1 (0.3 0 (0.0) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
JTCH B8 24 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)
EHMT O FEIE 1 (0.3 0 (0.0) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
UREE 1 (0.3 0 (0.0) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
BRI 2B 1 (0.3) 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
BEIR Bk R 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
BB 1 (0.3 1 (0.3 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
iilsa 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HE R K i ¢ 1 (0.3 1 (0.3 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
B I 1 R 1 (0.3 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
2 1 (0.3 1 (0.3 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
FEE#RSR 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
j?ﬁ:;{;; 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)
A I e 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
F[HEMEHR 1 (0.3 1 (0.3 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)

gg%%&vﬁé\ﬁ% 18 46 | 14 (3.6) 4 (10 000 | 000 0 (0.0)
A 6 (1.5) 5 (1.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
DY FEe 5 (1.3) 4 (1.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
i AT 4 (1.0 3 (0.9 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
I 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)
T a7 T AfE 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
B E AR 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
177 [l e 1 (0.3 1 (0.3 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
o R T T 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

B R OVR 6 i 23 (5.9) 8 (2.1) 9 (2.3) 5 (1.3) 0 (0.0 1 (0.3)
EAR 10 (2.6) 3 (0.8) 5 (1.3 2 (0.5) 0 (0.0) 0 (0.0)
i pR 4 (1.0) 3 (0.8 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
Pl PR R 3 (0.8 1 (0.3 2 (0.5) 0 (0.0 0 (0.0) 0 (0.0)
R4 3 (0.8 1 (0.3) 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0)
A 3 (0.8 0 (0.0) 1 (0.3 1 (0.3 0 (0.0) 1 (0.3)
VR AT 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)
B R RE R 1 (0.3) 0 (0.0) 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
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BII/EH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5
AT R J OVFL R 2 (0.5) 0 (0.0) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
s 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
Jiz& HH ifn. 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
ot FIREROT ) ) 0 (0.0 103 000 | 000 | 000
iR
RHEEE 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
;g&;&%ifﬁzﬁ&v& 143 (36.7) | 80 (20.5) | 45 (11.5) 18 (4.6) 0 (0.0) 0 (0.0)
HEIBE D JNE 93 (23.8) 52 (13.3) 34 (8.7) 7 (1.8 0 (0.0) 0 (0.0)
95 97 43 (11.0) 26 (6.7) 12 (3.1) 5 (1.3) 0 (0.0) 0 (0.0)
&) RE 14 (3.6) 4 (1.0 4 (1.0) 6 (1.5) 0 (0.0) 0 (0.0)
FAH P i 3 (0.8 1 (0.3 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0)
L 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
TRk 2 (0.5) 0 (0.0) 1 (0.3 1 (0.3 0 (0.0) 0 (0.0)
L2l 2 (0.5) 2 (0.5) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
1895 2 (0.5) 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
7 IR 2 (0.5) 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
i e A R 1 (0.3 1 (0.3 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
HENEES 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
T 1 2 e 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
BRI A 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)
SR TR 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
IO Jo P T 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
TEIE 1 (0.3 0 (0.0) 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
FEEN 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R AR A 54 (13.8) 32 (8.2) 17 (4.4) 5 (1.3) 0 (0.0) 0 (0.0)
LNEENT 26 (6.7) 15 (3.8) 10 (2.6) 1 (0.3) 0 (0.0) 0 (0.0)
TI5=r T3/ b
FURT =T —PH 8 (2.1) 6 (1.5) 1 (0.3 1 (0.3 0 (0.0) 0 (0.0)
n
%*7 VTFEAR g o) 3 (0.8) 3 (0.8) 2 (0.5) 0 (0.0) 0 (0.0)
{Iﬁijiziﬁ%“ 5 (1.9) 4 (1.0) 10.3) 000 | 000 0 (0.0)
T ARG X BT
JNTUAT 2 T— 4 (1.0) 3 (0.8) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
BN
mez7vrF=> 2 (0.5) 1 (0.3 1 (0.3 0 (0.0 0 (0.0) 0 (0.0)
M o A 2 (0.5) 1 (0.3 0 (0.0) 1 (0.3 0 (0.0) 0 (0.0)
mheyirey 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
MY Le s H#m 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
kU A 1 (0.3) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
1. BR S 0 1 (0.3) 0 (0.0) 1 (0.3) 0 (0.0) 0 (0.0) 0 (0.0)
bR FED 1 (0.3) 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Uding ;i;i;m 109 109 0 (0.0 0 (0.0 0 (0.0 0 (0.0
I B A2 ¥ LE B 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)
1 BRI 1 (0.3 1 (0.3 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
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&IEH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 Grade 5

e 4= == R AN
?" PRECRESN |, () 1 0.9 5 (0.5) 108 | 000 | 00
BaR 5 2 (0.5) 0 (0.0) 1 (0.3 1 (0.3 0 (0.0) 0 (0.0)
Al 2 (0.5) 1 (0.3 1 (0.3 0 (0.0) 0 (0.0) 0 (0.0)
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<[HWNE 11 FHEEARRBR AR (1200.33 3868 B4 & 50mg #f) >

A MERTAR R G B1 5K 62 #l
1 F LB 62 #
RIVEF R 100.0%

ETORIWEM EERIRSE (SOC) RUEARE (PT))

BIEH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 | Grade 5

EIEH 62 (100.0) 0 (0.0) 15 (24.2) | 46 (74.2) | 1 (1.6) 0 (0.0)
JEYIE K OV 26 HRUE 43 (69.4) 6 (9.7) 29 (46.8) 8 (12.90 | 0 (0.0 0 (0.0)
R 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
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)
S 1 (1.6 0 (0.0) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0)
JTUR YL 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
JINEEES 42 (67.7) 6 (9.7 29 (46.8) 7 (11.3) | 0 (0.0) 0 (0.0)
B4 Ifn 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
e Y 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
S R 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
PR &Y 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
MER VY R pEE 8 (12.9) 5 (8.1) 3 (4.8 0 (0.0) 0 (0.0) 0 (0.0)
=il 5 (8.1) 4 (6.5) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
B B B HE JIDRE 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
[ 1 BR IR 1 (1.6 0 (0.0) 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0)
A HR BRI i 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
(N D AO — 36 (58.1) 19 (30.6) 13 (21.0) 4 (6.5) 0 (0.0) 0 (0.0)
BARE 34 (54.8) 19 (30.6) 12 (19.4) 3 (4.8 0 (0.0 0 (0.0)
JiiAK 8 (12.9) 0 (0.0) 4 (6.5) 4 (6.5) 0 (0.0) 0 (0.0)
KA U w7 A e 2 (3.2) 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0)
&~ U o A fE 1 (1.6) 0 (0.0) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0)
FE A B 1 (1.6) 0 (0.0) 1 (1.6 0 (0.0) 0 (0.0 0 (0.0)
NS 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
PR R 12 (19.4) 9 (14.5) 3 (4.9 0 (0.0) 0 (0.0) 0 (0.0)
R S 11 7.7 9 (14.5) 2 (3.2) 0 (0.0 0 (0.0 0 (0.0)
AL BIRR 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
AR e 18 (29.0) 10 (16.1) 7 (11.3) 1 (1.6) 0 (0.0) 0 (0.0)
R 2% 2 (3.2) 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0)
E B 1 (1.6 0 (0.0) 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0)
NS 9 (14.5) 6 (9.7 3 (4.9 0 (0.0 0 (0.0 0 (0.0)
A 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)
MR 7R 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—H—7 = AR 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
FORA R 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
T LA 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
DR 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0) 0 (0.0 0 (0.0)
RSP 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
=gl 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R ifn 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
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FIEH 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)
WER 2R, HAEh K OMERm R 28 (45.2) 25 (40.3) 2 (3.2) 1 (1.6) 0 (0.0 0 (0.0)
F 7 B 2 (3.2) 2 (3.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
S i 17 (27.4) 17 (27.4) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
Leo< Y 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
R P P R 2 (3.2) 1 (1.6 0 (0.0) 0 (0.0) 1 (1.6 0 (0.0)
B DRIE 8 (12.9) 7 (11.3) 1 (1.6 0 (0.0 0 (0.0) 0 (0.0)
SR 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
1 ZEnA SE e 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Sl 3 (4.8 2 (3.2) 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0)
B RS 62 (100.0) 8 (12.9) | 24 (88.7) | 30 (48.4) | 0 (0.0 0 (0.0)
RE M 1 (1.6) 0 (0.0) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0)
ii-2n 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
G ERYE 3 (4.8 3 (4.8 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
=5 15 (24.2) 12 (19.4) 3 (4.9 0 (0.0) 0 (0.0) 0 (0.0)
=i 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
PN TS 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 P Ez 18 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
HILFR R 2 (3.2) 2 (3.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
&2 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)
R 9 (14.5) 6 (9.7 2 (3.2) 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)
HEIERR 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
L 22 (35.5) 16 (25.8) 5 (8.1) 1 (1.6) 0 (0.0) 0 (0.0)
BIER 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
JILFH J B 2% 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
FLFA )& 9 2 (3.2) 2 (3.2) 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
0% 40 (64.5) 20 (32.3) 15 (24.2) 5 (8.1) 0 (0.0) 0 (0.0)
Mg it 14 (22.6) 11 7.7 3 (4.9 0 (0.0 0 (0.0 0 (0.0)
JHEE R b 5 3 (4.8 3 (4.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
I RE B R 3 (4.8 3 (4.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FE & e OV fH ARk b 5 58 (93.5) 6 (9.7) 35 (56.5) 17 (27.4) | 0 (0.0) 0 (0.0)
g 7 (11.3) 4 (6.5) 3 (4.9 0 (0.0 0 (0.0 0 (0.0)
it B 2 (3.2) 2 (3.2) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
SUERRR & 2% 2 (3.2) 0 (0.0) 2 (3.2) 0 (0.0 0 (0.0 0 (0.0)
F2 & w8 15 (24.2) 8 (12.9) 7 (11.3) 0 (0.0 0 (0.0) 0 (0.0)
w1k 1 (1.6) 0 (0.0) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0)
R fa 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
HINIIN 2 (3.2) 2 (3.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
IND] == 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
FE - RIER RN A DIEERE 2 (3.2) 2 (3.2) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
TR 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
(EE W e 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
% 9 FEIE 3 (4.8 3 (4.8 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
% 52 (83.9) 6 (9.7) 30 (48.4) | 16 (25.8) | 0 (0.0) 0 (0.0)
EXLLi R 3 (4.9 1 (1.6) 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0)
B 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0) 0 (0.0)
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FIEH 4 Grade Grade 1 Grade 2 Grade 3 Grade 4 | Grade 5

REURPE R & % 1 (1.6 0 (0.0) 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0)
[ONOEI Y- ¥ ¢ 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
B2 T I 2 (3.2) 2 (3.2) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Fe g 6 (9.7 3 (4.8 3 (4.8 0 (0.0) 0 (0.0 0 (0.0)
B SRS 1 (1.6 0 (0.0) 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0)
AR S OVl AR Rk 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0) 0 (0.0 0 (0.0)
R 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
B R OV 6 i 4 (6.5) 2 (3.2) 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0)
PR R 3 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)
ol N 1 (1.6) 0 (0.0) 0 (0.0 1 (1.6) 0 (0.0 0 (0.0)
AR L SR REE 1 (1.6 0 (0.0) 1 (1.6 0 (0.0) 0 (0.0 0 (0.0)
£ NS S 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0 0 (0.0 0 (0.0)
PEARTEIS 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
%gﬁé'é%ﬁ FROEFD | o o | 21 33.9) | 12 (19.9) 465 | 000 | 0.0
RS 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
95 97 18 (29.0) 11 (17.7) 4 (6.5) 3 (4.8 0 (0.0) 0 (0.0)
1B 5 (8.1) 2 (3.2) 3 (4.8 0 (0.0) 0 (0.0) 0 (0.0)
RERBE D S 17 (27.4) 11 7.7 6 (9.7) 0 (0.0) 0 (0.0) 0 (0.0)
R 1 (1.6) 0 (0.0) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0)
T 1 (1.6) 1 (1.6) 0 (0.0 0 (0.0) 0 (0.0 0 (0.0)
FAY 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
F 3 (4.8 2 (3.2) 0 (0.0) 1 (1.6 0 (0.0) 0 (0.0)
(mp72) 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)
Z;:éié;’;u‘ IRTEAT T qe 0 (0.0 1(1.6) 0 (0.0 | 000 | 000
ii;zﬂ;jﬁééﬂ‘u/ k7 1 (16) 1 (1.6) 0 (0.0) 000 | 000 | 0.0
M7 L7 2 i 2 (3.2) 2 (3.2) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
[iiNz R =) =y | 2 (3.2) 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0)
ﬁfj;idg%;}”“ FET L1 qe) 116 | 000 | 000 | 000 | 000
M T 1 ae 000 | 118 | 000 | 000 | 000
a7 v F =8 3 (4.8 0 (0.0) 3 (4.8) 0 (0.0) 0 (0.0) 0 (0.0)
1. H LT v A S P 5 2 (3.2) 2 (3.2) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0)
MV o KE 1 (1.6) 1 (1.6) 0 (0.0) 0 (0.0 0 (0.0 0 (0.0
1. H AR SR N 2 (3.2) 1 (1.6 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0)
1. H BR N 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0) 1 (1.6) 0 (0.0)
R it B 5 (8.1) 5 (8.1) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
~E S0 e R 2 (3.2) 2 (3.2) 0 (0.0 0 (0.0 0 (0.0 0 (0.0)
U Lo SEREOR D 1 (1.6) 0 (0.0) 1 (1.6) 0 (0.0 0 (0.0 0 (0.0)
E AW 2 (3.2) 2 (3.2) 0 (0.0) 0 (0.0) 0 (0.0 0 (0.0)
JREEH 2 (3.2) 0 (0.0) 2 (3.2) 0 (0.0 0 (0.0 0 (0.0)
L7 16 (25.8) 12 (19.4) 4 (6.5) 0 (0.0) 0 (0.0) 0 (0.0)
PR A i BR B 4 (6.5) 3 (4.8 1 (1.6 0 (0.0) 0 (0.0) 0 (0.0)
B, L ORLE A BHE 1 (1.6) 0 (0.0) 0 (0.0 1 (1.6) 0 (0.0 0 (0.0)
AILEA 1 (1.6) 0 (0.0) 0 (0.0 1 (1.6) 0 (0.0 0 (0.0)
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0. lERIREBRICKRITTHE

10. BERE
BRES TV

1. BRALEDEE

14 BRLOZEE

141 EHIRMFROTE

14.1.1 PTP WD FANL PTP v — Fxb WMV L TIRMFT 2 L 58T 252 &, PTP & — FORAEKIC
KU BOFLAT IEREEARIA L, IR AE Z U TR R F O REE R G IHEZ T 5
ZEWH D,

14.1.2 IRHERNZ PTP > — bl B9 L O fRE+ 52 L. [20. ]

(figt)

14.1.1 O :
[PTP OFREKRIZOWT) CERR 8 423 A 27 HAF HIKHIFE 240 5, K OVER 844 H 18
HAF HEGEIREE 304 &) OH LADLEICHSE, PTP @EOEKANCE T 25— e dE HH
ELTRHRELR,

14.1.2 OfF# -
RANDOLREERBROFER, WIBHENDH Y, KICRLERERI RSN, KROZA, 717,
Tz, RAICHZ>TOEERELE L TRE LT,

12. ZDHDFE
(1) EERERICE DL IER
RES N TV

(2) FEBRERFABRICE D < 1E#R

15. ZDfhDEE

15.2 JEBRFREABRICE D < 1FHR
I 2 W2 IR 2R BEBRIC B W T BERZRO BN TWA S, B b U U RERZE V7= Yk 5
HaBR, Muta ~ 7 2% W28 s FRARERELBIT N T v hEHWI/IMEGRBR L N a A > R T
A TiFREETH -,

(FRFL)

MR 2 W 2B IR R E BRI W T, VAR LEEMERRO O s, BiEEEORIIX
ETEXRNWEEZLNTWS, LLARG, in vivo @R i@t cho=2 &5, B MC
BOWTITEEFEERBE T 2 AR TRWEE X B b,
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IX. FEERRABRIZEI T %A
X. JERRREERICEE 9 S 1EH
1. EIEHER
(1) FEFBHER
[VI. FNIEBZBI 3 HHE | OHESM
(2) REMFEEHER
. B AEXITEA |
R /4 %’iﬁ Bl mg oy | R B AR E R
A . B
7L L)
HAR AR R T 1EF
TUAD—IE | v TR R8s | 0, 30, 100, e (6) B K 300mg/kg TH —fRIE
R Trwin OZ /NMRI-Harlan (0.5%HEC*!) | 300mg/kg Irwin O | WRXIIEE B 3EBIC KT
%), W EZE | KO OF-1 % TRERL,
B D FA e (7) W,
IEESE)
Zy hO—iE | 7 v b HER 05 |0, 4, 8.5, 18mg/kg | 1 (4) B K 18mg/kg THEHAR Y
R (Irwin OZ /Sprague-Dawl (BiA A 7K) e (4) B L,
%), fKiE, B3 | ey (Crl:CD (SD)
KT 5% | IGSBR) &KW
# GLP 3 5Rr Wistar Han
Crl:WI
(GlxBRL/Han)
IGSBR
DA, R R R OV N R AE T EA
7 v o | 7 v NMWistar HER D5 | o, 10, 30, I (8) 100mg/kg : 5 7 BEfIC
AR EYebs) (1%HEC™) 100mg/kg 7= 0 EIARIERS N (CF
TOLHE (TR 12mmHg) , DO DT
kU —kER) DRI (K 25 #11453)
TEOLMER | TH FRARN £ 5- 0, 0.2, 0.665, e (4) M, OB OV E XN
[ONEE (A o (3.8%*VU | 2mgkg (R—F TR =L ~DEIBEIR L,
YA 1 r—1) )
R—F 2, B 6.65mg/kg (A D7) KO
A 6.65, 20mg/kg (¥F 20mg/kg $% 5%\ L AR IGHE
FelEAN) SMETF (LVdP/dt-max) .
N 2T Niil R=TH 4EMKERED | 0, 1, 2.45, 6mg/kg | #E (4) 2.45mg/kg & 1) 6mg/kg T
BRITHT D | /Gottingen I = | #5 (0.05M FF e (2) DFAER D P Bl A7H 7 AT
B (4EMEER | T BT E= PEOHIIN & Fifse 92 QT [
Bro—E8) , GLP L) WdEE (1, 10 X124 H A,
5 e 50 e O 5- 3.5 FERE#%)
NIELNTZN, ERA~D
WL,
. B AEXITEA |
IR e %’iﬁ Bl pg rorr | TR B AT E R,
A L) S B
7 v ~ O R Z v M Wistar HERAOKE |0, 4, 8.5, 18mg/kg | # (8) %K 18mg/kg THE KR
eSS e prey-2 Han Crl:WI (A A 7k) it (8) L,
GLP 5 (GIx/BRL/Han)
IGS BR
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k:%,777?:75MMT&M%%26ﬁ%m%#

e 6O HALTZD

DI HeZHIK (T AFTY),

IX. FERRRERICBE T 2 H
. B REOTEA |
RO e BIAE | g (royg= | A B R LE)
(A1) R BUEE)
7L L)
BRI A — 2T RETER
hERG F % */v, | HEK293 i3 in vitro 0, 0.1, 1, 3, 10 | N/A*2 HEK293 #ilalz 1) %
A A T uM MBG AAEPED U 7 BB
?T/yﬂﬁ 'E‘%%’L\Eﬁ‘ﬁ% X_J‘jﬁé IC50 i 24,U, M T
= 0, 0.1, 0.3, 1, 3, Hotz,
10y M
K10 M THIFENEN
RS A — B ~DEBIR L,
BN O RE L2 K E I TEH
Zy hOBEY | Ty MCrEWI | HERAO®KS | 0, 30, 100, He (10) 30~300mg/kg : %5 4~24
i e N ) (GI¥BRVHAN) | (1%HEC™) 300mg/kg e (10) R IR 7 R o e
24 IGS BR HEHEN,
300mg/kg : MiFH K R H
BERIR PSRN (ALT, AST,
LDH) .
B IS R RIETER
7 v FOBFHEH Z v MCrI:WI H[ER O #5 | 0, 30, 100, HE (5) 100, 300mg/kg : HHAAHE
RElCXII B2 (GI¥BRVHAN) | (1%HEC™) 300mg/kg i (5) oo B Bk AFEIE T,
IGS BR
7 v hOEWS | 7 v MCrI:WI HEH-Z$E% | 0, 80, 100, I (6~8) | BiREEK Uy WED R
WA RT3 2 B8 (GIxBRL/HAN) | N5 300mg/kg K 72{KT, 300mg/kg
IGS BR (1%HEC*) D IR KTHRE &R FIE
BEbHD,
7 v hOHILE | 7 v RCrl:WI HERO#SE |0, 30, 100, HE (5) AL ERSAE O F B A7 1Y
HEREIC KT 5 (GIxBRI/JHAN) | (1%HEC™) 300mg/kg e (5) H R AECRAk—
- IGS BR 66%) , 300mg/kg D %t
HRRE L MR A A B ED
D,
¥l B RedooFrbio—2x, *2 M3
(3) ZDhmEEGER
ZRELOA Ao F X 2Tk H1EH
50 DR FRICKIT DT 7 7 F =7 OFREABRMEIZ DN T, BEHEY B2 REEG R CREMm L 7=

M. %

FIE (ELBEY) ROCCK-AZER (FAEER) O3METH-72, ZOREL, KKREBRTO
77 7 F =7 50mg & 5% EFIRED 5
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IX. FEERARBRICRE9 5 HHE

2. SR

(1) BEEEE5HEMEHER

YA
HEROEGEERREZ VA THEM LT (R5&: 777 F=7L LTHRE),
~ U ACE T DM OBIE R, HERROEE T 763mg/kg TH -7, 763mglkg O Hi[AlRR 05 CTHH
IRIEEMRE, NEFEN, RN, PAIR, MEESYA XK, B SEEUE FHOM R D BTz,

7V b
HEROZEGEERREZ 7 N CHEM L. (R5&: 777 F=7L LTHRE),
Z v MBI AR OBIE R, BEERROES T 191~382mg/kg TH 72, 191mgkg TiE, ABRHIH
M ORI I R m AT RUITRRD b s o 7o (MERE) . 382mglkg (MEDA) Zixh L7-EiCix, Bai
MoO%E 1 BHRIZIEE Tho72, 8 BEIZ, M1 BIORTAMER I, %Y 2 B, 8, T, KK
i M O 2R LT,

B a1 -7 R
Beh & (mgkg) W OBIEE (mg/ke)
TR PR i )
(777F=7L1L70) (777F=7¢L1L70)
~ A g 191, 382, 763 763
A O 191, 382, 763 191~382

UL UTORA A K&

(2) REREGHEMHR
AIEOKEROEGBEERBREZ DR, Ty b, I=TXEHNCEM L & 7 77F=7LL
THAE),
YA
~ U ADAGRE DG mERERE, 13 HE ORGHH TT - 72, 13 @R H5-RoRm R (0, 9,
18, 27, 36mg/kg/H) @ 18mg/kg/H TIILE, BENRNH LI, 2Tmgkg/ H TIXEEEED O M 2m
S T REEINEORY, 36mg/kg/ H TITHERMEL, AL O OEOERS 2 WITFER, BE, K
JE IR, AR OMEIR K OVCEIR, S2E, RO, BEIREOELI R 2 o T R EE & DR 23
HHilc, ZO7OERMERIT Img/kg &I S,
7 v b
7 v b ORAERE OG- ERRER T, 26 W E OFRGHIE TIT o 72, 26 HERE NGB (0, 1.5, 3,
6mg/kg/H) @ 3mg/kg/ H THEORGEEHLE, 6mgkg/H TH A IRERE, NEE LMK CEDLNL- 2O
DHHNTA, 8 HEMOEIEMMZICKER NEICBIT 5T 0 bakE, T XTOELIIREIET S
MEEERICH o7z, O iEEMEEIL 1.5me/kg/ A &l s v7z,
I=7%
=T F ORAER NG aEEAERE, 52 W OB GHIM TIT o7z, 52 WRHIRE 0 GaErERER (0, 0.5,
1.5, 5mg/kg/H) @ 1.5mg/kg/ H TlE EELE D R ZEME N HAL, Smg/kg/H CRIEL S L7 A2 B
L7228, 6 MM oRIEMIMZICITZERITHERT 20T EIE L, Z oo RIT 0.5mg/kg/
H &S 7,
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IX. FEWGR

BRI BI T S IHH

BB 5w e Bk
B/ B 5/ 58 (mg/ke/H) MEMER (mg/keg/H)
E3N i (7 77F=74L1L7Q) (7 77F=74L1L7Q)
~ w2/ CD-1 ®O/13 R 0, 9, 18, 27, 36 9
Ay
B n/26 ER+ 8 A EIE 0, 1.5, 3, 6 1.5
Crl:WI (Han)
I=7%/
. . & 11/52 JE R + 6 W [ =1 0, 0.5, 1.5, 5 0.5
TyFU

Q) EfeEERER

KA 5 RO MEEMRER (in vitro - 1HIR28RIE B, Yufa KR 3RER in vivo : G T-22R 25 R
R, EHEEERER, Ay M7 kL) TREf L7,
TREHEPEALRAFAE T R OBEFAE T CIT DN AIRIERAE R (Ames AABR) T, 59V BERISHFRO B

Nz, Lol bU U RERE AW A AR EREBRICB W CERFEMNZRO 51, 3FED in vivoiRk
BICBWTEBEEDNREINR N T2 2 D, AIEITAWFEN B EEMEIT W kiR Sz,

4) BNARMEHER
U AEHWTHAREDO I ERERROBZAT TR, 7 v BRI =77 2 s
ST P RACPEECS 2 — O BB FERIZEE O BT,

PERUER THBIEE

(6) AERLEFMHR

KIEDZ v MBS L4 RE, 7 v e UHFI

DIEFE~DEBIZ OV CTIHT 5729

THED

7 v MZBIT2ZBRLAUEIKRE TOYMREAICET 238 (0, 4, 6, 8mg/kg/H) IZBWT, HIK

Bk OAELFIRIRENT 8mg/kg/ H TR o 7223, TV DITRHMAMAE OB ICEE LBk L& 2 b DIk

BOWRWPITERT L EEZ BT,

IR - FRIRFAICET 238 (v b :0, 4, 8 16mgkg/H, 7HX:0, 2.5, 5, 10mg/kg/H) 2B\
TiE, 7 v F T 16mg/kg/ H TRMAMAEITH T 235 LWEBIZ L D L& 2 65 FIE R EE OB EED

WO IR K O EE OV N A B, UHFTiE 10mg/kg/ H TIEIREEDOHRED K OE/NENRA L
7~

BiFAE - BRIREME, T v MBI 5 AR R NH AR
—HEOEEREENRREER L. (REE T 77 F =7+ L
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IX. FERRRERICBE T 2 HH
FEBE R A T R BR
) it/ #eh® (mg/kg/H) #ERME (mg/kg/H)
RERIE A BeG-RRIE ) )
E3N (777 F=7L1L70) (T77F=7LL7Q)
ZHRRE K N Z v b o 0, 4, 6, 8 8
PR A /HsdHan™:WIST
- BRIRFE A VA BN 0, 4, 8, 16 BEh - 8
/HanWistar RAEIR 16
VA d N 0, 2.5, 5, 10 fE - 2.5
MREIE - 5
HAERT L ONHAEZOFRE | 7 B &0 0, 4, 6, 8 BEh - 8
£ - REARERE /HsdHan™:WIST HAR . 8
(6) BFTRIS M ER
) ) ] Beh i )
BRTE H ENLy BT IES ARG E ) Vg
(T777F=7¢LLT)
B T P R 7 F/Chbb:NZW | #&Fz (4 IR %AA) 67.7mg/body T2 L
o 7 # ¥/Crl:KBL
AR AR R N SR 13.5mg/fiR ARHE D 0

() =DM %EMN
o mE M RAR
7 v a4 BB O &G EERBRO 5 & U CRERMEICOWTRET L 72D, SIERICKHT 5 2
TR N7,

invitro |28 % 3T3 ==2— F T /v by FEOARSEEMRREBRORR, ASHE L2 A3 2 RN H 5
& tiam S AT,
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X. BHRFHICET 2 HA

EEMNEIHEICET SEHE

1. FHIX 5
o Al

DA MY 78 20mg  BIER, AL5EEEEK LT

DA MU 78 30mg  BIER, AL5EEEESK LT
DA MU T8 40mg  BIER, AL EEESK LT

E) BE—EMMEOMFEICI VAT &
TI7rF =T A VR B

HIENEST

2. BHM
A - 3 4

3. AERETOITE
HIRPRAT

4. MFEWLEDFE

20. MYFWEDEE

RET CERFTHZ L,

AHANTER & ISR LERTZD RMEAOBEEITT LI n
[14.1.2 W]

—HHEDOFE ERAFL, FEE

A S

5 BERITEM
HBEMERLTA KA/
<FVoLEY : HY

el

6. A—m% - ExhE
AYIE SRS,

)
|
=

—W) " OR

7. ERSREFERAH
201347 H 12 H

8. %1& ﬁﬁﬁmuﬂiﬁ E&Uﬁmu%"? %1ﬁ§—§ﬂ1ﬁ¢ﬁ E

THECAA
B FrI74F=T7, m)aF= 71’5@&

fi, FVANTF =T AVNVEREE, X aIF=T7 KMy

ARsTRAIRE A B

5T
W 7e4

RSk ARREEH A iRy St AL AE R H IRFeBRa4EA A
U4 MU 78 20mg | 2014 4F 1 H 17 B | 22600AMX00017000 | 201444 A 17 H | 201445 A 7 H
U4 MU 78 30mg | 2014 4F 1 H 17 B | 22600AMX00018000 | 201444 A 17 H | 201445 A 7 H
A MU 78 40mg | 201441 7 17 H | 22600AMX00019000 | 2014 44 A 17 H | 201445 A 7 H
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X. BHRFHICET 2 HA

0. MEEXFHREM, FERUAREFENSOEABRVZONE
AR BRANA

10. BEEHRE BHEBERLAXREABRUVZOAS
FRAEREMFEAH 202343 A 8 H
N R, RSSO E, AR VLR OMRSIZBT DI 14 55 2
NETONVTIUCHEY L GRRFHICAET 2 L),

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

HE 3 54D

12. IEMRFIRICET 515K
AANE, JEAFBE SR 56 5 (PR 2642 3 A 5 HAD) o TESMIRIC ERAZRIT 5T 5 EKE)

(ZIERZE Ly,

13. £iEa—F
ST B . N
I EBIE S b = — . L& 7 AR AL
W74 S At S UL HOT (13 47) #%& _
(YJ 22— ) VAT A= R
I = — B
VA b U 7§ 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. RIS LDEE

EARSANA
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X . STk
X1. @k
1. BIFAXER
1) fENEEL B S W - SRR O ENE [0006000127]
2) thNERE [ERE LRSS AR (1200.32 #BR) (2014 4= 1 A 17 HAR., CTD 2.7.3.2, 2.7.3.3)
[0004037276]
3) AL HESRE /AR (1200.23 348k) (2014 4E 1 7 17 A&, CTD 2.7.3.3) [0004037277]
) ENEEE ENEE T/ ISR SEhieomat G5 1/ (1200.33 38k (2014 4= 1 H 17 HA&R, CTD 2.7.2.2)
[0004037264]
5) thNEEE WS e 1 AR A2 (1200.3735) (201441 A 17 H 7GR, CTD 2.7.1.3)[0004037266]
6) tENE kL QT fatakir (1200.24 3UR) (2014 41 A 17 H7&ZR, CTD 2.7.6.5) [0004037274]
7) FEPEEE [EINES T/ IARRRER A2 - 2arEofEt GEIM)  (1200.33 37) (2014 4F 1 A 17 A7&GE, CTD
2.7.6.7) [0004037275]
8) tENERE MRS T AHARER (1200.22 348R) (2014 45 1 H 17 H&AR, CTD 2.7.3.2)  [0004037284]
9) tENEEL FNIKEOWKG (77 7 F =7 OIAFEA Z R X SEEiEsT) (2014 45 1 A 17 H&R,
CTD 2.6.4.4) [0004037291]
10) (NGRS E o ME (EGFR, HER2 &7 —VB%cxi4 5 1EH) (2014 45 1 H 17 A&, CTD
2.6.2.2) [0004037288]

11) NGB B OBRET (RS ER) (201441 A 17 A&, CTD 2.6.2.2) [0004037287]
12) HNEE B omat (Hx OEAE X —BIClE+T 28R (2014 £ 1 H 17 H&E. CTD

2.6.2.2) [0004037289]
13) NG R M oKE (HER4 ¥ —F7 vk 1) (2014 4£ 1 A 17 H&AZR. CTD 2.6.2.2)
[0004037290]

14) NG M OME FRT vE4) (20144 1 A 17 BA&AZE. CTD 2.6.2.2) [0004037278]
15) HWNEE B oS CGRAIEE %IR8 1T 5 EGFR MEER OERME) (2014 4£ 1 H 17 A &G,

CTD 2.6.2.2) [0004037292]
16) fENEEE SEBIEE O/ (EGFR 2R ICxH3 H2FEM) (2014 4 1 A 17 A&, CTD 2.6.2.2)
[0004037283]

17) FENEEE SEBIEBL ORET (A431 i~ 7 ) (201441 A 17 AR, CTD 2.6.2.2) [0004037281]
18) Li D et al : Oncogene, 27(34), 4702, 2008 (PMID: 18408761) [0004036373]
19) #EWNEEE U hFEL & oM AERH (HER 0 # 5 (1200.7930) (201441 A 17 H 7GR, CTD 2.7.2.3)
[0004037260]
20) fENEE U M e v E O EER (RROEH) (1200.151 3ER) (2014 45 1 H 17 H&GE, CTD 2.7.2.3)
[0004037263]
21 HNERE V7 7 e L OMEMEM (1200.152 BR) (2014 4E 1 H 17 HAR. CTD 2.7.2.3)
[0004037261]

22) FENER  EEREOMET (FEAMENT) (2014 421 A 17 A&, CTD 2.7.2.2) [0004037300]
23) tENE R RHEMEEYEIREAENT(2014 45 1 A 17 HA&GE, CTD 2.7.2.2) [0004037271]

-132 -



XI . ik

24) tNE R FHE IR EREMHNT(2014 45 1 H 17 HA&GE, CTD 2.7.2.2) [0004037273]

25) tENE R EMENREORFTT (UCHERT 7 7 F=7 B E5HOMET » N OEYEE ST A —4) (2014 4 1
A 17 A&, CTD 2.6.4.1) [0004037293]

26) FENEE EWEREORET (77 7 F=7 R E5H DI =T X OEYEE T A —4) (2014 F 1 A 17
H7&#., CTD 2.6.5.3) [0004037294]

27) FENEEL EpEhREORET Gk stER) (2014451 A 17 HA&AGR, CTD 2.6.5.5)  [0004037295]
28) tENEEL SEEIEOMRT Rk AsER) (2014 4F 1 H 17 H7KGR, CTD 2.6.4.4)  [0004037296]
29) AENE R EEhEOMRET (BAREERER) (201441 A 17 H&ARE, CTD 2.6.5.5)  [0004037297]
30) FENE L EWEIEORE (FLitZ v PO T~ D OP/EIT) (2014 4£ 1 A 17 HAGE, CTD

2.6.4.6) [0004037298]
31) R FERRACK B RERER (MR AR5 A K OuERAT) (2014 4F 1 A 17 A&, CTD 2.6.4.4)
[0004037267]

32) R FERRACK B RERER (MAEEAFS) (2014421 A 17 A&, CTD 2.6.4.4)[0004037282]
33) K in vivo \Z351F 2R OMFF(2014 45 1 A 17 H&GR. CTD 2.6.4.5) [0004037265]

34) tENERL EEARSKEEER (CYP450 BEE OFFE) (201441 A 17 H7KF, CTD 2.6.5.12)[0004037299]
35) FENEEL BRI ENRERER (1200.25 5A6%) (201441 A 17 HARR, CTD 2.7.2.2)  [0004037270]
36) tENEEL in vitro T DB OMEH2014 42 1 4 17 AR, CTD 2.7.2.3) [0004037269]
37) tENE R FEERIRIEENRERBR (N T AR —4—) (2014 4F 1 H 17 H7&GE, CTD 2.6.4.5)[0004037258]
38) tENE kL FEERIRIEENRERBR (T > AR —4—) (2014 4F 1 H 17 H7&GE, CTD 2.6.4.5)[0004037259)]
39) tENE B FEERIRIEENRERBR (N T > AR —4—) (2014 4 1 H 17 AR, CTD 2.6.4.5) [0004037262]
40) FENE R BRAREIRER (P-FEER) (201441 A 17 HA&R., CTD 2.6.5.16) 0004037280]
41) +ENE R FEERIRIEENRERER (7 v AR — % —) (201441 H 17 A&, CTD 2.6.5.15)[0004037268]
42) FENE R HEREKIEER (OATP1B1, OATP1B3, OATP2B1, OAT1, OAT3, OCT1, OCT2 KO

[
[
[
[

OCT3) (2014 451 A 17 HA&#., CTD 2.7.2.3) [0004037279]
43) fENE R BEREKFEER (OATP1B1, OATP1B3, OATP2B1, OAT1, OAT3, OCT1, OCT2 KO
OCT3) (2014 451 A 17 HA&#., CTD 2.7.2.3) [0004037285]
44) FENEEE BERFKIERE (OATP1B1, OATP1B3, OATP2B1, OAT1, OAT3, OCT1, OCT2 KO
OCT3) (2014$ 1 A 17 H7&GR. CTD 2.6.5.15) (0004037286
45) +ENE R FFRERERE T 12351 2 KB RE O it (1200.86 #ER) (2014 45 1 A 17 H&GE, CTD 2.7.2.2)
[0004037272]

46) tENERE [EIBEHLRSE AR (1200.28 #BR) (2014 4= 1 A 17 HAR, CTD 2.7.2.2, 2.7.2.5)
[0005003628]

*AENEER : BARN=Y U — A A DR AN R

. ZDDSE X
B L
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Nl. ZE&E

Xl. 3E5&%

1. EESETORTIKR
AIICI T DREEUTE, FEROHRIILTOLEY ThY, SEOERIRNL L 1R 5, ENOK
BNE ORI AR M5 2 L,

4 MEEREHE
FGFRE (T RSO F AR I ER I/ RIS

6. AZERUVHAE
WE, AT 77 F=7 L LT 1 H 1E 40mg Z2EERFICR 0545, ks, BEORRERICLY
TEEEERET 52, 1 H 1[H 50mg £ THETE 5,

1. RERUVAZICEHEYT 5T
1.1 BWERSREH L2 a13, R, EEEFIISC T, DIFTORELZZE L, R, BEITIETS
Z &

RIfER D 7 L — KD PRI R OV R e
ZL—FR1XE2 [Fi] — 5 5 2 kot
7 L— R 2 GERDFEHGE2 IRAET | RS 7 L— R 1 FICEET 5 £ TRET 5, BIER
TRVWGE) HLIEZLb—R3UE | IIRERTOB G & D 10mg JE L CHBT 5% 4,
¥ 1) 7 L— FiZ NCI-CTCAE 3.0 fiti= & %,
¥ 2) 48 WM& 2 5 FHRIXIL 7 HIW &2 2 2 KEEE
#3) 1 H 1[0 20mg %5 CERMENRRDO LNR2WEAE, RSP IEEZEETDHZ L,
H4) —HREE LRI, HEEIThRNnI &,
7.21 H 119 40mg T 3 WML L&KL L, TR, BEES. DARKROZOMD 7 L— R 2 L EORIER
DD BN WEAIE 1T H 1[0 50mg IZHRE L TH LV,
1.3 BRBRICAF ZEE L2 E . Coax KONAUC ME T T2 L O@ENH D, BREOREBLBT DH-0R
H=O 1R DA% 3R TOMOMRMAILEET 5 Z &, [16.2.1 B ]
1.4 O FUEIEEEA] & OPFHIC OV T, AR O EMEIEHENL LT,

2024 49 HEI{E, HA, EUKEKUOKEZ G 68 OFE L Mtk TR L T\ 5,
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Nl. ZE&E

F2RAMETOFRTERDL (2024 4 4 HHUE)

&4

EU

Hx7e4

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

KGR H

2013 4-9 H 25 H

el

AE -

ob

20mg $E : HE~DTNITHEA D 7 1 L A3 — ME,
Ty F=T~ A U 29.56mg (77 7 F=7& LT 20mg)

30mg $E : WHED T 4V ha— g, 777 F=7~v LA B 44.34mg
(7 77F =7, LT 30mg)

40mg BE : YWHEOD T 4V ba— g, T 77 F =7~ LA B 59.12mg
(77 7F=7%1LT40mg)

50mg & : WHEAD T 4NV La— NE, 777 F =7~ LA VBRI 73.9mg
(77 7F =7, LT 50mg)

AhE - AR

GIOTRIF 1%, EREERTFZEA (EGFR) FrY ¥ —+F (TKI) RiBHD,
EGFR BinT OIEMWRE R %2 F T 5 RFTET TS0 IR Nfa it (NSCLC)
BT 7 FFBUH S — 2 OACEFRER UTR ST U7 B RO o SR AT Ef T
XIFHEBMED NSCLC DR NEBFE ORI & T 2,

M- H

i

GIOTRIF DO#5.1%, HFrA O AR DO & 5 ERIOEE T T+ 52 L, EGFR ©
ZEFRREIL, GIOTRIF (2 X D182 BGT DRICHER T 5 2 &,

3
il

HESE BT, 40mg 1 H 1 BHEREGTH D, AANIZEERICREG T 52 L, AFOMRM
AT 3 WMLl B O 1 R BT R F 2B 602 &, GIOTRIF o503, &

BIETHRBOONDET, IBENEERRERLETHET 22 L (FieoF 1
=)
R

TBEDOERNO 194 7 v (EGFRZEME NSCLC 4 Tk 21 H, R ER NSCLC
RFCTIL 28 H) T 40mg/H O AETHEAEMRZ (FH, K&, DRREOEOMD
CTCAE Grade 2 VL EDOFRWER A STV BE1E, RAME 50mg/HETO
WEEZEZELTLLI, AFZBRELEZEOHHERETIE, HELALNZE, 1 H
DEKHEIX 50mg TH D,

RIERNC & 2 &7
RIVEF O (BEEESUIEFRMED THI, & 2 WITREBEORIEMN R L) 13, £1 1
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FHIL7= L D12, GIOTRIF ORI NEE, HDWVIHREOFIEIZL» TEHET S

ZEMTED,
#1
CTCAE= 252 < BIfEH @ Grade HELEINE - &
Grade 1 X% Grade 2 IRFERZE b BRI
Grade 2 (FEfelE « XIZZERAEE) Grade 0 XX 1° &7 | &% 10mg HE L,
t, L < 1% Grade 3 Ll |- % F TIREE BT 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
EPAE 5 F CIRIEE AT 5,

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

dBEN 20mg/ BICEBARRRDOYEEIE, GIOTRIF OXFir G PIL2ZET D2 L,

SERFREAE IR DFEH IR AR L2551, ILD 2565 2 L, 2054,
WIS HEET D E TWEET 5 2 &, ILD &2Mraniz5a, GIOTRIF &5 4 ki)
(ZHIE L, SEIIE TR LEZ BT 5 2 L,

A=
RHENTHEE, KOV ESITEDLICRBRICRATSZ L, 2L, RITTE
T HMRMAERD 8 BRI TH 25518, AN EZRA L2 &,

P-¥EE R (P-gp) FLEAIOMH

P-gp MEAZKGT 508055561, GIOTRIF #5725 aIRE7R R Y [EIlE 2 &
o, mnH~< 6 B (1 H 2 [ 5-0 Pgp EAIOSE) X% 12 K (1 A 1 [
#5-0 P-gp BEAIOLG) HFTRET LI L,

NI

P RERE E R

HEHE X OB FSREREE B T, 77 7 F =7 OEBERDSEINT 5 Z E SN
T, B (eGFR 60-89mL/min/1.73m?) , H%E (eGFR 30-59mL/min/1.73m?) i
HE (eGFR 15-29mL/min/1.73m?2) OEFEREEEFHEF IOV TIL, BRAAHI ORI I AT
b, EEBHREREREIITBIEL, BERERLE eo78551% GIOTRIF Ot h-& %3
i3 %, eGFR 15mL/min/1.73m?2 A0 X TZHT-EE ~D GIOTRIF 53 #HEE S 0y,

T

I RE MR R

#2% (Child Pugh A) iZ$%% (Child Pugh B) OffféfefE®ERE T, 777 F
=T ~OIRETICE LB, BB TP B O IR RE R R C OB AA F B
HIIARETH D, BEENTHEAERS (Child Pugh C) B#F 255 L LI AKAIORERIZAT
b T, RBFEEMITERG LRI ERZEE LU,

/NR

NSCLC OARIEFEINZIBWT, WNREMTO GIOTRIF Offi HfERIZZ2, Z D7z
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0, MEROFVEIIIAMZHZEG LRV EREELLY,

Be 5515

AFNIRE NG T2 2 L, GEAZEOEEKRE FICRBAT Z &, SERID F FBRA
AEe Z ENTERWEAE, BEAIZF 100 mL OFEREEKICHESETHL LWV, 20
DR AITEEH L7222 &y SEANIAEDTITAKIZALL, SEAID BRI I272 5 £ TR
15 L & EEHIET D, DMSETHRITE DI Z &, EEANTZay 7&K

100 mL OKTTTE, bRl &, DBITRERIIEEZECTHRELTYH
T,
E4 KE
R5e4 GILOTRIF
AFBEAR | 201347 AH 12 H
20mg B : FA~DTNMIEEARDO T (L ha— i, 777 F=T <A VK
29.56mg (77 7F=7& LT 20mg)
i - 4k 30mg 8E : WHEEDT 4V ha— ME, 777 F =T~ LA VR 44.34mg (T 7 7
2= -\

F=7& LT 30mg)

40mg $E : MFODO 7 4V bha— g, T 77 F =7~ A UV 59.12mg (77 7
F=7%& LT 40mg)

hE - AR

1.1 EGFR &in 722 R, M NSCLC

GILOTRIF 1%, KERMERLD®IAR LI-2WEEIC L0 B ERFZ AR
(EGFR) &5 1 RZERE R S N IR OB ENSCLC #2812kt 5 1 &k
BIRAEEIS &35, BABIR - ik EGFR Win T AR OBREIIRIT S
GILOTRIF D% MK O W HEIIMESL L TUveuy,

1.2 BEVRHR, EBIER - B NSCLC

GILOTRIF i%, 77 FFRAIS— 2 OLFFRIERICHET LTz, BBEORFE LR
NSCLC B#H OB & & T 5,

M- M

fein

BE DOFRIR

JEFHRIRIZ 35 C EGFR AR T 28R B it S ivT- R o i35 %
GILOTRIF (T &k 2 #5#% NSCLC @ 1 Win#xis s L T#iR$ 52 &, NSCLC @
EGFR FB15T RO O 72 O K E &5 L5 R A EKGE L7 2 WiEIc B3 5 15 #
%, http://www.fda.gov/CompanionDiagnostics (Z45# STV 5,

HESEH &
GILOTRIF OHELREH &I, 40mg1 H 1 BROF G TH Y, HEMEIT UIEEMEL S
LN Db ETRETH L,

- 137 -




Nl. ZE&E

GILOTRIF Z&F0 1 HHAIE THIIWVIIAER 2 BERUBRICIRHA+T 2 &, AR
NI-HA, WIS TFET HIRAER 12 BN TH 2551, SR -5%RA L
AN

FH R

LT ORIWER 280 b/ 5613 GILOTRIF 2R3+ 5 2 &,

+ NCI CTCAE* Grade 3 2L L

© REEE SISO D0 2 HRILL ERHET S Grade 2 DL EO T
- Bttt (7 ARLLE) UFRAHER Grade 2 ORFEREE

* OKEIE NS ABFIERT O A FH F L@ FEHLE v 3.0
FEBLLTZRIERI DN RIS, H2WITRGATOREE, XX Grade 1 IZ[E{E L T b &5
ZEBTOZ L. HERICHIZ- T, BHEABRRILLLEORGENL 1 HEE L
T 10mg &E L T35 2 L,
LUF D%, GILOTRIF #5 2 Kfehic k425 2 &,
- e B K - RO RS EE
- MEMMZEE (ILD) &2MrEniziams
-+ BHEOERMMEATES
THALA 2R 4L
- R OB R
- FEEEREANEOME
© 1 HEE LT 20mg HEITHIT 5 EHEIRENRELRBIEM OFREH

#B#E (eGFR* 15 ~ 29 mL/%y/1.73m2) T GILOTRIF OH#E4E &
1Z30mg 1 H 1 [EFEAHKS,
* eGFR : Modification of Diet in Renal Disease[MDRDIZCIZ J 2 #E 5 R BR AR &

[estimated glomerular filtration]

P-gp FHFEA

P BER (P-gp) FLEAIZELGTOLERHY, AEFELREAIE, GILOTRIF @
1 HEGE% 10mg 7 o0&ET 252 &, P-gp IHEAERGOHIEE, BEMEND SR
v, WEROKGE TR ZHEHT 5,

P-gp #EH

P-gp FHER OB G OLEND 5561, BEMRH LY, GILOTRIF @ 1
A G E% 10 mg §O8&ET 52 L, Pgp A1 GOF1E0E 2~3 H%, HE
RO G- BTG 2 BT 5,
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2. B CEIT HERKRZIRER
(1) WEAHA~OR BT 5 15
AMOBFIRLBT 5 EFARRE AT 5%, I, 3] OHOLREUFOLEBY ThHY, KEHO
ISR OA— 2 - T U T e 2R3,

I BRENDEREHI HEBEEICHTHERE

9. 4 KTEREEH T HF
PEIRS D ATREVED & 5 2RI id, AHIF G-t M Ot 5-1% 2 30\ TlbAE 9~ 2 w0 B M OV Y)
IRREEEICOWTHMAT 5 2 &, [9.56 B

9.5 44w
PRI SUTIEIR L TV ATEEMED & % LRI, 18R EOARIEDfERIEZ RIS &l S o 5Ha1c
DHFET 2 Z L, EWEERCTHEE. A RE N OVEFIR B ORI NS A IR IRE L ORI (Z
v B BRIBEEORD ., BN WiEoE i, KREIRD & O UL FHERIC 31T 2 i 3 O
(CRMEREDZERE (THF) PEDLNTND, [9.4 5]

9.6 RELIF
RHALLRNWZ EREE L, 8MERTIHITF~BAT T2 2 L8O ohT0D (T 1), ]

Sar|
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.

A=A b Z7 VT OWRS
E
(2023 4= 3 A)

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*?)

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) /NRIZEET 2 MEsMEH
KIOBEFIHLIZBIT 5 DNEE] OEOGEHIIUTO LI TH Y, KEKRD EU O ICGE & 135742
Do

). BENEEZXEITHEFICEHT HEE
9.7 /INRE
INREE xS & LT BERARBR T 50 L Ty 7Zeuy,

3R
AKE DFASSCE 8.4 Pediatric Use
(2022 /-4 A) Safety and effectiveness of GILOTRIF in pediatric patients have not been
established.
EU ORfA 4.2 Posology and method of administration
(2023 46 H) 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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