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ADA Anti-Drug Antibody GiZ24#i44)

ADCC Antibody-dependent cellular cytotoxicity activity G &kFI4EHIIRES)

ALP Alkaline Phosphatase (7L AJKRR 779 —T)

ALT Alanine Aminotransferase(72Z>73 /N7 2715—71)

ASP-1929 Cetuximab-IR700 Conjugate (tV#*> < 7-IR70088514)

AST Aspartate Transaminase (7 A/NSF V73 /N> X T715—1)

AUC Area Under the Concentration-Time Curve (I (3 IM/EPEY R E I
iR N EE)

AUCo+ Area Under the serum Concentration-Time Curve from time zero to the
last measurable concentration (& 5% 0~tlEFTOIIEPEY R EIFREE
R T EE)

AUCo- Area Under the serum Concentration-Time Curve from time zero to
infinity (& 5% 0~ R AKF COMBIEY EERFEHE TEE)

AUCo.26 Area Under the serum Concentration-Time Curve from time zero to 26
(5% 0~ 26EF TCOIEPEY REIFEHIR NEE)

Cl Confidence Interval (S3EXE)

CL Clearance(71)7Z>R)

Crnax Maximum SerumConcentration (RS ILEERE)

CR Complete Response (SE2Z=%))

CT Computerized Tomography (3> a1 —S#iERF)

DAR Dye-to-antibody ratio (F& T I BEBIRDLEE)

DLT Dose-Limiting Toxicities (FAZHfRE14)

DOR Duration of Objective Response (BERHTIIEBNRDFHE L)

ECso Effective concentration to achieve 50% maximal binding (50%&AfEE
MMeZEm I 28MWEE)

ECOG Eastern Cooperative Oncology Group CKEEREREEHRTRZIL—)

EGFR Epidermal Growth Factor Receptor (EFZmERFZEHE)

ELISA Enzyme-Linked Immunoassay (BB&fEE R IEAIEE)

FaDu Human hypopharyngeal tumor cell line (&~ NEZEA AMBRZHK)

IR700 IR Dye® 700DX, 2V ¥ < 7-IR700EEAHDEREBD DAY

ITT Intent-To-Treat (Treated£:)

Kq Dissociation constant (E###EE)

Kot Dissociation rate constant (EBHRETEL)

LLOQ Lower Limit of Quantification (& TBR)
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MedDRA Medical Dictionary for Regulatory Activities (ICHEREZHEE)

MRI Magnetic Resonance Imaging (B HISEIGRE)

NA Not Applicable (8%247%L)

NCI-CTCAE National Cancer Institute-Common Terminology Criteria for Adverse
Events

ORR Overall Response Rate (2Z#)=R)

OS Overall Survival (2477 HR)

PD Progressive Disease (fJREHEETT)

PET Positron Emission Tomography

PERCIST PET Response Criteria in Solid Tumors

PFS Progression-Free Survival ((EIEREFHARE)

PK Pharmacokinetic(s) (E4EhHE)

PR Partial Response (B8 Z%))

PS Performance Status (—iRRE

PT Preferred Term (B4A58

RECIST Response Evaluation Criteria in Solid Tumors (BN ADBBEIRHIEDT =
HDFATRTTY)

RM-1929 Cetuximab-IR700 Conjugate (V¥ < 7-IR700E &%)

SD Standard Deviation (iZ#{R =)

SD Stable Disease (%7€)

SOC System Organ Class (Z3BBIK558)

T half-life CHSR=FHA)

Trax Time to reach maximum concentration (&REIMEEEZENRE)

Vss Volume of distribution at steady state (E®RIRREDHEIE)
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1. Bz
(DAEIFEDXF!
el

Q) HEIDHERR UMK
FR(FHR~BEDRCTHSD
RE~FEOY /BN TFRYEZOT DIFBDEENHD

(3)&RII—R

Z= L0
(4) HEI DY
LGz T xR Iy AR E250mg
pH 7.1£0.5
RIBIEL 91 (EEBIEKICHTBLH)
(5) DA
Z= L0
2. RFIDHERE
(MBS (B DEERUAIAE
%) TN 7IL50mL D5 E
B YR~ T 409002 FNITAGEGTHEER)D 250mg
KV BE—KFRFT NI A 42.6mg
. 2B KERF NI L—7KA) 27.6mg
A0
~NoNO—ZKA4 4.5g
RIVILR—K80 10mg

F) AR ERER S BTAE D 3. I A B BBIBHRSP2/O-Ag 1 Al E AL TRIES NS TIL/\ Y TBERESIC TS RIEIMER U
MEBERBSD (7L T I ROVURIZABE) ZERAL TV S, Fo B8 TRICA VT BN S E L TUT MERRED (7L T3>
ROVRIzABBE)EEAL TS,

(2) BREZ DR

ZLBL

(3) P&
ZHLBL

3. DTBEROERNUSE
BZ2=1072\A\

4. Hifth
Z= U0

5. BAT ZTREME D H DI
B0 FEK (BED) BN FEEGUAR) (B BR RO RBEEISE



6. REINSERIFTICH T IREM
aUBRSRAT RTFHAIR 5
5+37C 2358 ARAEA
BRIFBEATR/ 7L TELLTRE

7. ASEERUVBREDZTEMN
ZHUEL

8. fttFl & NECSZEA L (WIBLFHIRAE)
ZEERRL

9. BH4
BZ=1072yA\

10. &85 - 2%
() FRNDELEER - S NENFHRLEEEE - R(ICHETDIER
BT BIEDICBENATIUDNFryIRHETILIRICANSN MAICERSINTLD, 7ILIR(FE—K
S=ILENTLELY,

()2
TNT7IL

(3)BEFTA
BEAZZ/NTT7IUIEOMLANMRSEN D EDITBEICFTETATNTULD

(4)B==DOME
T e YA T |
A 7007F)LT A
Fry S TILERZUA

11, BhEIR SN 3 EHE
ZHLEL

12. ZOfth
ZHLBL



V. BEICEYBIEH

1. SEER (SR
TR BT S BB BB

GHEEN (IR DR TR

VIR BE R BATETDIESES B EE (LW T 2IZENTEEEL T B R NEBENERH 2 ST L F R RE L
NEHEHREENKRIESIN T D TNEDEEE(IC BITBEREN LEBEE A ZRHOSNIZEEICH LU TIE IR
W7 Y FR IV TEICLD LR ENIRENEEE L TERESN TS,

VIR EE R BFMET X S BT B F D IESEI R D BB (I REBEF LU THRESN TV SH . FITREICLF
B BT DBIE. (PIREDRREN EESND O REM N H D EH S BEENAIEE Z B LICBPIRZ D HIHE R
HICEEN DD FEREES ME1E5M (FIE.20184F)) . LAULEBHNS. ZRILY T DCheckMate 1415,
B2 C(Z.RECIST ver. 1. 1B#(CEDEBEAEEMHIEICLDE=NR[95%CIT (%) £13.3[9.3,18.3]1 T oz
Z&(N Engl J Med 2016; 375: 1856-67) F2ZRE T 2&. BITRZEICN T 2RI Y T EDIZENTEED
RIFBRTEN T olzo Fio ALEREHREOA N (FREHRE AR D BITERDIEEIEEE I T 2REHRER
(3. BEELGINERANFRIRT DI ATINHDENREINTLDZENS(Am J Clin Oncol 2008; 31: 393-
8) AZEREEE L THIISNTLARL,

Bl EDEDBIRREREEZ . ORE]/ L —HRBH (F. FERL —FRBZAVTRR690NMDL —HHZiBE 7
3T ESMIREOMIRE LICKIRI BEGFRICIEG UeABID RSN EEMREEE T 2 A HFIN
DEITEECHY. BEREARDEEEBADFEN MG BIRE T D& THRE. W . HIE. [EIRED
BREETRIF I D ENHIRFIND & @M EL/ TatHi B (RM-1929-101588) DEEIat8/ N —NMIHB T
KDEREEEZET & AE/ L—HBH F VRN EELBFET X SBFBFREDESEEREEE (N T DET
BEOD—DEUTUEMNITENS,

[VIRRABERBPTET X S BPTBER D ESELRE] DIEEX FRRIC DV TIF. EAEIAEHER (RM-1929-1025
BR) R OSENEL/TatBatEE (RM-1929-101:5888) DISRICE DV TERELE,

2. MEEXIHRICEHET ZER

5. SEEN [ZHRICEHET B ER

5.1 (L2 SR EF DIREN RN RS G IC(EINSDIBRERT T 5 &,

5.2 ARIOMTEMEBEACH T EEMMERORRMEFHEIIL TV,

5.3 7. BBRAHE]DIEOASZRAA L AR OBNER O ez + 0 (CIBRLL_ETHEINEE DERE
To5Z&,

GHBEX (FNRICEET DIF R DR

5.1 EANEIEEER (RM-1929-1025088) M OSEANE]/TatBatER (RM-1929-1015888) (CH WL T FMT IR
SR ADBABEREZE I 2EREICH U T RBEICLDBENUNERSIN TV D, o EANSEIE B
(RM-1929-10251888) KON 51 /TatBi R (RM-1929-10151888) Tl FICEMERDEREE(ICAHI/
L—tHRBEOENEDOTHAN I THNTHY FESIRICEIT DIBRANMESN TR LIeA D TAZENR
SBENIREREEICHUTE.CNESDBBEERE/L—HRBE LBLETDNEN HDENSRE U,

5.2 & EBEADI R E/GDIEEI R DR BB (LN TR/ L—F HRBEORRABRMNEEESNTLE
WCEDS . HEBE IR DAE)/L—AHRBHR FHERINEVWEE X REL,

5.3 ZREBFB(ICH LTI EREIHEEER (RM-1929-10258%) M OSEN BT /TatB5 8k (RM-1929-101588) DAY
BOAMEFHIHL TV Do WREBOIEBEIFIRESNTHY GBIGEBEZIEE(CARTTT DNEN H D ENHR
EU,



3. HiERUHE
(1) FERO A0
BE AL EYF YT 09002 FNDAETFHEBRR) LT 181E640mg/m? ((FRER) &
2B ED T TRUEREE T %o sUBRE R T 20~ 2885 R%& (CL — & REREBALICIRH T B,

(#55%)

AENGERIRAER DAICERAT B &0 R (IAAIC DT (BT IR B W o RBNEHICAZTERD

T.EBERR.EEBX. 55V (IBEBRNEE T TRRT D& AFIR S BT/ Ny 7 (3B (T8

NN—THEITBDEELIT FBIDRSETOBRORIFIN—T P T I RETEDICE. AFDE/RSED

Wi BBEFGEANN—TCTI 1 TN = Fa1—TEFZRE T D& B GHFICIF0.2X(30.22umD

T2 TN —=fEAT B &

VI 11. @R EDIZINIESR

(&)

- AEHRS(CHIOTE T ARDIBEFEVA . 205 ED T TRERF I 2REN G B2 BRIRHERT
(3L DHERE TRBRAR > THERSN TV,

- BREREER CIS AL DB EDHMIA B o/ B S ICIEGEX NN =T ST T\ I— Fa—TE5H
BELTL
<FE|EDBSHEHNEREINAE>
B =]
gik/ N | IFL-EEBE )L HESH
RITFL>

TSI~ | RURILAR
RUT—FIL ALK
%71 )LI—FLZ 1 0.22(20.22um

Fa—7 AUBEEZIL (ATZBA - NJXUYNEEN (2- TFILAFTIL))

RUTIVTY
<BIRfI>
e e A—H—% 550
Ww/N\yS | TFL-BEBE LSSk FILE NAHUYTENH N
RITFL> IMS =TI TPN/ Ny
—O TR T o
BEtyh | <IrLI—> FILE FILT1— 20T F I T4 LT —PS (K.
RIS fEgA)
RIT—5 2R S 17 P57 ADER Y
cFas IMS FPS2I Gy BRI IR (VT
ROEEE (AR NS || s
BEND(2- TFIUNAFIL)) —70 —7O74NI =y NFAO2 T I ERRG
RFTIST (282:<)
rEETOERE YN

) EREORFBERIE. 71 LI —ABLBE)CDVTIE XA—H—CHHVEHEIESL,

(2) FANUBE DR TIRE - ARHL

AEDEREEEES N BAEEROFR . ENEHEEE (RM-1929-10258) RUSEE]/ Ta4
S8R (RM-1929-10158) DAEMIE. RS MR OSYEIEOBRICEDSRE L.

B/ TatBRER (RM-1929-10158) DEIE/ S—NOBIBAE L. 7HF 1)Ly I A0 L& BB D _ LRI
ERT25 (EGFR) 8IHIC & BB RERE T 3 NP SN A DORL(CER CEZMEEHTT S
CEEBMELTRESNC FHEREURB L. EEASUARRULALVBARSE (HNSTD) [FEER
P RRICAVERSRENS0ME/kg TEBERINIIRHSNAN LS. HEEHE (NOAEL) RO
HNSTDZEW I NH80mMg/kge Uiz, S8/ S— NI TENTIR 5 T 20O BEIE JHEREMRRICH (15

10



HNSTDOD 1/64824& L KERRBEERSS (FDA) EDHRICE DE BEIHE/\—NCORIsHAE% 160mg/m?
&z,

BHE]/TaB5ER (RM-1929-101588) DFEIE/\— N Tl REERE N OREHREICH T 2X 7T
AEZNZN50J/cm?K 0 100J/cmICBEE U REERN 3+ 3BERTE AR V. 7FvILy T AP DS
%160mg/m?. 320mg/m2R0640mg/m2(C L. il 5 Uiz, RBEEERDT. 7Ly I A%
BEU2TOEE CEREEICEELIDLTFEROSNT . 7FvILy T A DRAMAE (MTD) (FFREHE
TIHolce 7F VYT ZA®640mg/m2#% 5 Emodified RECIST ver.1.1 XU ChoiE#E(C K DCRAERHESN
FZE—DAZERFETHY). 160mg/m? K 0'320mg/m? D EERFE TIFChoiBE#E(C K DPRAGRH SN,
Bt E FE I 2 AR DIERE MEFREDEGFR (FIR) ADOEEIDBEERO690nmODKICLBIR700
DENEICTIKTET B0 7FvIL YT 2®160mg/m?. 320mg/m? & 0640mg/m?7& #itgik 5 Uiz &= IR
EENARICHALTENT B ENTREN. FHAUC-(ug-h/mL) [@Z2h2Nn1,840.4,350%0
13,400ug-h/mLTH 7. ENCHT Y F 77 250mg/m2BEE SO FHAUC 311,812+
3,656ug-h/mLTahl). COREFTEYF YT MR DEGFROFTE LI EEN CSDHETHHEE
25N T7FILYT Z®640mg/m R SEFNDFIHAUC.«(3. FEE TCHDEREGEGFRODEIFZZER T=DEH
N CaHolz.

Pl E&V) 3RS TRERRAAE (MFD) Z640mg/m2ATRTE Uiz, £z B9 551 /TatBaE: (RM-1929-1015,
§&%) DEEIE/N—NTRWZ7F4)Ly 7 O (£ A ERE) NOBEELIZK LI A (50J/cm?X(F100J/cm)
(CXDEARMREL T EBZNGTERDRE T OREL. R O77 1 LEFB O THh I ED
5. BHOEEGRADILAE (MFDL) (F. REMRZE CIEF50)/cm? B EMRE ClE 771N\ —K1cma/zl)
100J&UTz,

OB/ TarE5tER (RM-1929-1015888) DEBIE/ N —NTRESNIZMFD (640mg/m?) RUMFDL (R1EM4E
JRZE TF50)/cm? CRIERE CIF 771/ —K1cmdr/zt)100)) 2 WL T Elatl/ \— e Uz, 8.
EANESEIHEEER (RM-1929-102508%) COEI—DRAZENUAEZRAL,

A EE]/TatBit R (RM-1929-1015888) DFETatl/ N\— R Tl 7Ly I A2 AW ERBBEDRBMEN R
1TV FENEE CEDBENRR Ty NERUIEBEERREL T 4~8 B ECRRAT AN ETAREHE
TRETDHZEEU,

AEIDRERSF VOIES5E1HA R (T2) 2ZRED58.5REERET DL F-AID 12.68] BFR.
FTRHEEBIIKGFT2EAFNEEAEBVN(FELBNETREINBEREZES TIThNIh. NeEz4
BERCTRETIEFEHEEZ SN,

4. BiERUREICEET 3R

7. BiERURAEICEET 3FR

7.1 tOMBUHEESEDOHBICSV T BT FHEILTOAL,

7.2 BEEPHESNLBVESICE. BB EOBREZZE (T T RALOFE AR Z U@ T N0 L —
TREREALICHRET T D &N TED,

7.3 AEBREE(ICHESONBZENHBinfusion reactionzERS B D720 AFIERSHIICHMERII AR
UBIBRERILEBIDIHREZTOZE.[8.4.11.1.3 BH]

7.4 KRN EEH(ITBEZNE LU TERT B EE2BMNE U TEGRSNIZPDTHERL — 2 ERALL — RSt
HEIIDCERP L —HBEHOEREEC DV TIT. YEEKS DRI EESIBIT &

(FENOHEICEET 2 ERDRTIER)

7.1 OB REERIN SRR A AU B DORARAIE FEONTHS T . B - 22 M FHEZELTLVE
WCENBERTELT,

7.2 KB/ L —FHBRINEEBE S IIEET DEOOT AT ILED LR O QY1 7L OREEIC DL TIE BN
ZE1/MatBitER (RM-1929-1015188%) DEMatl/ S—MNDIER AE/ L — S RBE D EE 1 7L KES Nz
EBEA/ 19| TCRAZBOHEN D DHEZEBE I T DR MENROENTHIERE L.

7.3 REIF FATETE N EFHERTZEE (EGFR) /70— (1gG1) Thd Y+ v TICEBR
IR700&4EE S BIEE R THD. EYF I T CHEVWTI EABT > T2—I3a> ) 773> DREL D
V) B DRERRCEVTEERFIRS(CEBinfusion reactionzFBh9 2720 ARIDITBSHICIMERTII
CEINOBIBRERILEVEIDEHEREZITHON TV ENSEH Uz,

7.4 FEIDES%(ICEASNSBIoBlade®L—H'Y 2 F AMERICH > TDFESEIEESCH U,
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5. BRPRAE

(WERKRT—5/\wr—2

(PR
=_E .| 258 RB®TH 1>
x== | g R Fok/FAE wE
PR FE AR
BB 7R A 72 /B P FS 5
IR R B B T7HE I YT RP640mg/m?a 2858 | DEARANBEIREF
EREMERER EnpEEgs | LA TRESIL Day 1) | LRBRECHISY
(RM-1929-102 | B& | 1 $igz§?-%f=3%ﬁ S8 TH2488%(C(Day 2)L— | FvILyIRA%EL\E
25) TSN HL2F LAV TREDENET | FEBEOREM. %Y
BREICL—HHESN (REMR | BE. FHOBEY
Z 1 50J/cm2 EEERZS £ 100)/ | M. RERM OB
cm) ¥ BBEE 1A T ILEEL.
EVEVACHN
SR HE. SR AEERR
SAEO7FvILYIZA®160.320% | IR REER BB R
o | ([3640Mg/m>(3+3ABEIEAF— | DNEABERREF
DRSS | £)2285MLl T CRBEIEL | LREREICSTSY
T L pmems | (Day 1) RSETHI2AGEEC | FrlyI A ERLE
BOENE T BREICL—FHREBH | RERVRLMETO
o (RTEMRZ 1 500/cm2RIEMR | 771 )LOsHE
BHEE]/Tatdst Z : 100J/cm) 9§ BBEE 117
b K@ | 1/a e

(RM-1929-101
i)

Zlatd/\—h

YIBRABES B
BFDBEELL
RV LR ERE
30BI(AEN)

L s A IFEREER

7 ¥ )Ly T 29640mg/m?7 25
Bl EAFTrEEREL (Day 1)
5 T#24858%(C (Day 2)L—
W27 AERAWTSEBEDIZNET
BIRECL— R (REMR
% 50J/cm? GRIEMRZE 1 1004/
cm) 9 BiaEx 4~ 8 B/ERE CRAS
HAIIETCERRUZ,

YIBR N BES BT F
DHEANBEELRF
tREEECBTET
F4)Ly 7 2%640mg/
m2(FEIHE/ S —NTRE
UIER8) EHATS
KNI ADREN
OXRBEORDMES
O771 )L DsHi
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(2)

B PREIE A BR
1) BE e ER

OEMNEIERE (RM-1929-102:88) (HA )V

S| i)

VIR BES BB ROBAR NIRRT LRBEERE CHTET7F Ly I AV ERWAREED
T2 YRR, TROSEWLE. RR RO

BT

B—JER. FFEREER

Xy R

VIR BES BFTBREDBANEELRF LEEERE - 34
(7HFI YT A% KRG U2 BE T EMERTER (TTED) RUR2 TR REUR)

FRRRE%E

() MEHREEN (S RNBMESAE STIEZEEDSERE(ICAIG T ARENREEDER
AW EIBBEA ML /- B RIEEENE C. R LB THhD N HEMFNICHERINT
Do

2) BERNBEESAIC I B 2B EDEANRER. LIHRSNBVEBBENRIEAHIRL
1B EERE  IREEECH U TR EICBERNBEEBAIICLIEF LR EERTTY
éo

(3)5&-‘5@?@%@%@%&%(:3&)\%T&éhé%ﬁ‘ﬁfﬂmﬁﬁﬁ’éﬁéo

(4) F#n1 8L EDBL LIEBEDE ?I?&EPR(JT%?LEPT%OT(JQBE”(}E‘?LEP’C“%D‘C

HERT)—=27 b\b/’a%ﬁ%h%&ﬂhﬁF'%E%L?&EPJJ:T;*é%‘,EE\ HDEBE(FERE) . EFHIC

SFE OB BT AT WRMCSKITI B [HATHEGE XIFREE SN TV BRILE B [

Ol FENBESEER. FERBIE S AT Al X IFEIERBEE UL (IRRE THD L ZMAE

T B AV T DS OBRER 5% BEEIT Y 5. B3 DEZHRIERL<1 27

B EBBAGVREEERIND BEREDBG(F AT -7 HOERERS5%67

BEEZNICHFBIUREGBEETHD BN T7EZRAVSD  EBRETEITIESR

UVo

ECOG PSA'0~2Td %o

I__l% E‘L—%%—g—éo

ERERNEBEE

ERI4ERLAIEREE. TYF IV TS NIRHEE L2285,

EE RIS CEEiRas) [C2ET28E. 2170 BIER LT 27-0 (CIMEICERFE M. X

TNEBE. XIINBIEERZIT> TV B HEE R,

(4) &R ERULECTRAF v (CTHARNEY ARG EHR) ZY AZERUZMR) (CH W TES
ABEEICRRSNEV. X IEEH BRI SERNER RS,

(5)EEOME MU SR N B CHRN B EEE Rt TSR UL EE,

(6) FTHEEREE . 973 B ALP (FTHIEER) AST. NIFALTA IERE RO 3E% L)L) hDFsE)
)Lt/b\zmg/dL%i@é%%o

(7) BHEEICIESZE I 28 (ETJL 7F Z>h 2mg/dlz_EE13) .

(8) I NO—IIARDHIFEEEE T DESE,

(9) ;B SDHRABELINIC. BVNICRE T & TSN DERHRE . SR i1 NRIERE
BEDBENIIEEZNEETDESE,

(10) 8BRS BEEZNEHZESTTEEEN BV N(HBTF TERUVES,

(11) ;8B IBHEADERICEDE  BENERER SICABERE SR SNBASH ORIRTICEES

R =

(5)
(6)
(MY YT BEARAINfusion reaction (7L —R3LLE) OBIFREEHE T 2EE,
(2)
(3)

iR K

7:\:17)1/“/’7X®64Omg/m2%2H%F‘ﬁL,U:7)\('J'C,‘iﬁa%&b(Day 1) IS TH24E5E%2(C
(Day 2)L—H> 2T AEAWTEREDIRNE T DREICL— RS (RIEIERZ  50J/cm?,
/7:<7_|§EF7T 100J/cm) I %881 1 7L EfUI,
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F @ 1B B

EFEFHMIEE
M
BIRFHIDIEE

EYERE SO 771 EPRRORB I M- /LERICED<GEREMR (modified RECIST
ver.1.1. ChoiB2 2R U'PERCISTICE D) « e RIER It HEEDHA [ADA]) &

modified RECIST ver.1.11CHBIFTDREDFHIFEFRECIST ver. 1.1IZEHLL THL) . KB
[FEFAE CHDENS AEWRZEDEIRTEICDAEENBHINIZ.RECIST ver.1.1Hh5
DEFERIFLITOES THD.

[modified RECIST ver.1.1]

- RBE CBBEUCREZIZENRE . A8 CABEUBH I REZIFENREET S,

- KBECEEUCRE(FINTEINREE LU CGEIRYT 52 EEURECIST ver. 1.1 DIZRRE
DEE (EMRE SV GEIRT2REHIF 1 EGE He R 2RED DESTRASRE . 2R
ZHREIE) /BN DRZE CER10mmBLE > /S EOEZR 1 5mmBl L) (FERL
A AN

- ZEHHIFROES R\ R EIEFRE (ABE CRELUICRE) IFENRE (A 8E CaE
LaHo71oiRE) ROFTHRZDEEOFHEICE D SHRENITHIET Do

- IEZRRZE DEESHE/| W RIFAEE CEEUICRZE DIEEE/)\RIRET B,

f# A 5t B

FELEEMREmModified RECIST ver. 1.1 (CEDWTEHiEL .

1S s

(Z2H)

BEZRIF2R34)(100%) (CT7HRBHESN. CDOE13HFEEEBEEDEEN HDEHHTSIN
. EEREEBER.ACNOEERILICESIEEEERFRHSNEN >/, DLT (Dose-
Limiting Toxicity) #1E28R8th (Day 1~Day 7) (CDLTOFERFRHSNEH D1z,

(EYEE

THER Iy T APDERYENRE

VI 1. MOREOHR (2) BT CHESSSN/IcMRE]DIESER

[VI. 11. ZOE]DIESHE

B
nEERR [EXEFHDIEE]

3Bch26IICER Y 253 (PR) « 16l ITIREMEST (PD) A SRDH SNz TN OYRZE > hO—ILIFED
(Z3BP26ICERHENTz,

) ABIOERSNIE - AEE. V. 3. BENOHEZ|0ESR.
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@B E]/TatgaER (RM-1929-10158k) (HEAT—9)?

EILEVARRIN

S| i

VIRRAREL B BHEOABEANBRBEE R T LRBES(CHITE7FvILy I R ZBVAEED
HEERSBORENVREMETO 771 LD

BRI

ZiEsE. IFER. AEERER

Xt R

VIR e BB REODHNEAERBRT LEEERE | o8 (FFvly I R ZR_RSLc2BEZ
BWMERRTNR (Treated&ER) RO R MR L)

FREREE

(1) 18mALDBMEN (T2,

Q) BHEICE) HEREEN FBERNBMERH SO REDBEIRA AN+
grenic BRIBRES R LEEEET 2.

Q) BERNBEESAICIBEFEENRER RSNV EEEAREN M LI5S
ZpRE RSREREE TN T B EERNBIHERAC L2 B 2BEDBEEN 55,

(4)/BBRIBHERNC K FIRSNDRBAO6HNFB THDEHIKTSNTL D,

(5) IR SHEA P TR D DEZNICFF B O fed B A2 WRIVCERITT B ETER
BETHD . XIIEARBDEE  HIROIAEMED H B X FEIR AT CTH DD REDAR R I ELE
H120ARBL T ZE ST FIRTTREMDH DT Y F T T RIIBREDR ST
(3R SPIEBRIGLELOHBB EFNICHFB U BT EEEAT CECERLRINE
BE5BV TR EYF YT NSBREDKR SR (RS PIERDGLEE20BE B
TBRULBVLIEICEBLR TN BSRE BEFEZNICHFESUREBE THD 8/
77 EKE17D XIFETERRETH Do

(6)ECOG PSHO~2T&H Do
(7)BRHRENEICER L,
IRBHNEE | (1) YEI YT BEKRGINfusion reaction (Z'L—R3LIE) DEFEREAB T 2EE,
() BFAIOASBRMNICEZEE. TV Y T RSN IREHRE &2 (/- 8E,
) EENAME CEENRDE) (2B T BEE 272U BINERRIET B7/-5HICMEIC T M. 2
T NEBEXN I INREERET > TV R HEZER<
(4) CTRFv > CEEAHEICRRSINA L. NIFBEEN RN CRIEREEREE,
(B)EBDONB R UESHEN B CHRN SR SEE R TSRV EE,
(6) ALP (AFRgEER) . AST. X(FALTAIERE_LFRD3EZ L A DR LE A 2mg/dLz
+EzEE,
(7) BREEEEEE I BB (MBIL7F N 2mg/dlz LED).
(B)BEARESTEZ NEHZBTI DEBN GV N (HET TIHRVEE,
(9);8EIBHEENDHI M CE DS AR SICNERE THARSHDIRTIIEH T 2EE,
(10) #xf o E U< I HEEIME DR ERME DS o MMDARE AR TEMROVE ANEEIR. M (FEERD
EHETAEFHIRET 20864 D & D MRES U [FH 2R aE 00> NO—ILARBDH
GFEREEEITEE.
(11)8BERSHRABELNIC. BEHEE AR RIREREGED BV EICIRE T 5EE
ZAENSBREN I EFaNEET 585,
2B 5 A | SHEDT7FEVILYTR®] 60.320X(3640mg/m? (3+3HEFBERAF— L) Z 205U EANTT
SUBEREL (Day 1) BSETHI24858%(C(Day 2)L—HY AT AZRAWTSABEDIZNET S
SRZ(CL—YERRET (RIEMRZ © 50J/cm?GREMRZ © 100J/cm) 9 2568% 111 7)LEhE
(/=
FRFMEE  FEFHMHER
oo = e
B EHIIER
- EMIEHRE O 71 )L
- BHENORBINO—)LRICED<TEENE (modified RECIST ver.1.1.ChoiE#xK
O'PERCISTICE D =) . £ EFHIR (OS) RU6. 12,181 BEFR MIBEA FHAR
(PFS) . =20HR (DOR)
- RREMERIG (ADA)
modified RECIST ver.1.1(CDWTIZ[V. 5.(2) iGRZEIEH B | DIESHR
2 M 5t H | TELIESEREmodified RECIST ver. 1. 1(CEDWTEHIEL=.
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(Z2t)

BEEREF29(100%) ([CRRDENTz. 2IFIBERBEEEEN HDEEBRNRHON.Z
DEBEHD(FBEABBAIRRE3BI(33.3%) Tholc. EELBHEBR(F4FI6H (160mg/m? & B
KOEHELANILOE T ERERMEATA. 320mg/m? & EE&RRE. ORI, 640mg/m? : fEEZHm)
(CERDHONT. FEEROTBEP L ICESIEBEBRIFFROHSNEN Do, DLTEHEREAR S (Day 1
~Day 7)ICWIFTNDOAEICHEVTEDLTORIRFFRHONT  7FvILy T XD SO REL R
FAE(3640mg/m?&UTz,

(RYERE)

TFRYI YT APDEEENRE

VI 1. MOREOHR (2) BARFER CHESSSN/IZMRE ] DIRSHR
IR700DEY)ENRE

VI 11. ZDfs] DIRSHR

(B
nEERR [EXFHDIEE]

ZMF160K% 0V 320mMg/m? TIEERHSNT . 640mg/m> TlE3IFIH 1 HIICERDENTIZ /B~
O—)LIE160mg/m?>T3fIh361. 320/ 0°640mg/m? Tl ZnZn 361t 248D 5N 1z,
¥ 1 640mg/m*D 1 BlFAEE R DERIREZ R T BR1ICFET U,

) ABIOERSNICRE - BEE.[V. 3. BENUORZI0ESER.

2)E PR

[V.5.(2) 1) BEM4HERIDESR
[V. 5. 3) HEMNERRAER] DIES R

3)QT/QT s AR

ZEMGL
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(3) A& MR

BV L/ TatEaER (RM-1929-10158) HEAT—9)?

EI VAR

[V.5.(2) 1) B&FM4HER]DIESR

FBlatg/ t—h

S| 8y

VR BE R BATBEDNEAESRSR T EEEERE(CHTE7F /Ly X®640mg/m? (E148
IN=RNCREUICASE) EHAT DN TN IV AOREROABEORZ T O 771 )LOFHT

BT

LhEsH e IFEREER

X ES

VIR BB BFTAFEODHNENRRES R L2EERE | 300
(TR T AR S U2 BETEWMHEFATIR (Treated£l) RUREHFATNRELL)

FREREHE

[V.5. (2) NZABEMEHR OBNSEI/IatE7ER RM-1929-10158) NEAT—Y) FIE
IN=KDIESER

ERERNEEE

[V.5. (2) 1ZBBMHHR OBHNBEI/IaEEER (RM-1929-10155) HEAT—9)
N—=KDIESER

ELE

G S S

7% )Ly I ZP640mg/m¥E 28I LD G TETERSEL (Day 1) 854 T 592485754 (Day
2 L—HS 27 LERNT ABEDENE T HRZCL—F IS (MR | 50)/cm2 FEH
RZ 1 100J/cm) I %68 =4~8BER R4 17 ETERU,

EPE L=

TEFHHIER

- e

B EHiER

- EMERE O 77 1)L

- EMERNOYRE I NO—)LR(ICED<TERME (modified RECIST ver.1.1.ChoiB# R
PERCISTICEDEEME) . £4-17HARE (OS) 06, 12, 181 B4 ZR EEEA1ZHIRT (PFS) . =50
H#ARE (DOR)

- BERMERIG (ADA)

modified RECIST ver.1.112DWTIE[V. 5.(2) iRREIE B | DIESHE

fE 5t B

IFELEEMEREmodified RECIST ver. 1. 1IZEDWTEHEL=,

15 xR

(L2

BESBRE23061(100%) (CFBHESNTZ. BEERAEBRIE1341(43.3%) (Fik3HI. FEELM24)
F) (CRDHENTFETICEDIZATERII3AF BB [29-17)L] (EIREM [3517)L] fhisk [4
FAINICEB) BDHSNIEA . WFTNOBRIBEEEEG LE SNz BBEDPIEICESIEH
EBXRESF (EHEMU 7] REERN 7Ll ML 7 F =8 217 )] Bk
HMM B3I FEE B3 TLIICE16) RSNz BREEEREEN HDEEBR(F 250
(83.3%) [CERHOEN. TR BRSEAEFIE R AN O MES. MRRESE54(16.7%) K
WIFE. R 578 DPRIRERE N O R BES 44 (13.3%) THhol.

(EENRE

THFRYI YT ZPDEEENRE

VI 1. MPREOER (2)RARFER CHESSSN/ICMPRE ] DIRSIR
IR700DFEENRE

VI 11. ZDf] DIRSHR

B
NEBHR [EIXFHDIEE]

SEEEME(E13.3% (4/3061) Z=2h2K($43.3% (13/3061) wBI>hO—)LE(F80.0%(24/30
Bl) Tdrorzo

E4FHIE (OS) [EI/REHBIEE]

SEFHBOPRIBF.301B TH o7z, 6nFEFE(L63.3%(19/3061) 1 20 BEFZFA6.7%
(14/3061) . 181A%77=E(F20.0% (6/3041) Tholz.

EIBRAEFHIR (PFS) [BIREHEHIER]

PFSOHhREIF5. 1618 TH ol

) AFDOEGESNIZAE - BEE V. 3. BENURAZE]DESR.
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(4) IREEHVFHBR
1) BN ARG B
VEED2GRFENT SO2BEL LOBETHRIANT D NISETHERD SN BT B FRBRRES R
FRBEREENRICEMER O T2z T 5 ERHEEFEMEEER (ASP-1929-30 15158 ZIR7EEN
P TH Do
SBRT 12 | FBIE. RIERL. 8 IFER. EBIIRER

Xy X | 1BREOEEEEENT SO2BEL LOBE TCHRAT O NSETARO SN/ BATBHER
B LIRS

Rt T E BHE - KEESTCHENE

2) & talER
ZEERRL

(5)BE - JRRERIEER
ZHERZL
PEED FOBKEEEEZE T 2328 WO CHKEEEESZE I 2E2E (FRKRHEN SERAINT LD,
F7z . ERSIERER (RM-1929-1025488) M OSBNES]/Tar85 5% (RM-1929-1015:E) T 7FvILy I R®
[CRBDRBEZN TN LR FABIICHIBUICAEERORIRES N OTEEZE#5 (65 E[22
#.53.7%1 RO 65 (1961, 46.3%]) (CETLIcEC A BEERBEEER BB GEDIEICESIEEES
R RO CICESEEESRORIRASIC.EMICLDIERIERDOONEBH . ROFILKESNIEAEER
[FEFHTHV) (65mARTI1.6%. 65 £27.3%) . ZDMDEHEE CESNIEBEEER(F.65mAE ClEO
BRI %R (26.3%) BFEERAIRRE (21.1%) 2iE (BAE [21.1%] CBAZEAI[15.8%] ROTRBEM[15.8%]) KO
B NEE(21.1%) 65 A ETEEM (27.3%) GO EAIBAR R R FE. 0 NEE N OHIH (F
22.7%) Capolce
) ABIDAEGEINIZRE - BEF.[V. 3. BIENUHE|DIESE,

(6);6FHIfEH
1) ERAREEE (—RRERRERA . SEERNERE. (EARELRER)  BERT’ T —IN—ZHAE.
sl TRERABRONE
(—ix{ERMRERE (EFIREE))
VBRI BERBFMEIT X (LB BFRDREEERE TN RIC.AF DEAERE N CHT2LEHFEHSH

(e
(BOEIRTERERPREER)
[V. 5. (4) 1) BWMHAREIAER] DIESHR
2) ERFRHEL TR TEDATNIIEELICHE - alBROEE
GRS (TR

2. AR TOBBERNEH TRONTN ST ENS . BEEIRTH. —ER ORI HDT — 9P N
BETOBIE. SEH TSI BRRNEREEEET 5o E(C L. ABDEREEDERBRELE
T BEEBIC ARDREMROBENECET 57— 9% SHICNEL ARDEEERICLELEE
Z#ELDE,

3. PR L B RO EEDEEE TR CREPOEIERRICH I HAEERLSEEENE
SMROREMIC DOV T. EERSICEY)C BRI T 5o,

V. 5. (6) 1)ABEERAIROTV. 5. (4) 1) BRI OESR

(7)ZF Dt

®3& (IR700) D&£45¥HM
[VI. 11. 2O LEBEELR700DILEFRE] I DIESE
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VI. EXNEIE(CRI T BIER

1. FEFNICEE®H HEESYN ML EEF
T/70—FIEE

2. FEEA
() 1ERERAL - 1EFRKEY

THERYIYIT AP FATEFEN ERRERFE S (EGFR) €/ 70—F LA (IgG1) THEEYFI Y

T ERRZ B THBBRIR700EBE S BINF-HRZ U BEGH TH 5. BEENEICH(TREE

(F. T7F Iy ACEEEHZEDBioBlade®L —H' AT ALZHAT 2INETERFRLBBBITEZ Chdo
BEIF (1) 7FVILY I ACOREERE. (2) 7F VLY I A G UIcEB iR\ DBioBlade®L—> X

TAICEBREOIONMDL— KRR D 2EFE T SND . 7F 1)Ly AW EE R DHHAEE_ICFKIR

FBDEGFRICHEG L ORRO690NMDL—FHERFIC KW RIFESNIZIR700 D b Z R vEke U T EE i

DHfREBET KRR ERT EEZS5ND. UK L. GFlGERRERF (SFIASNTULRL,

KEEOBARUIERERE 1RIUX)

THYILY T XD EEE BioBlade®L—#> X T AICLD
L—H5¢8R5¢ (R&R690nm)

1l & =
— ) —
wYEINT BARIR700 EGFR FEEilia
inlilics

THEYIYI A E R ET D TEVILYTREH L—yaREIc k)

BEHBOEGFRIC BRIR700D I LERIGERILT.

B59% EEMEOMEREIEET 2 &CkN

RN RE T
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(2) Eha BN I T DL ERANIE
1)EGFRICX I BfE G HRA MR O HERETR R
OEREGFRIURICH T BRM-1929DFEEHRAT 14 (in vitro) ¥
B - 753
IR700DAEE LD BIENFE T T /e FBRENBIRARACVEGFRTT L O— N7 v FL—hE

RM-1929 (&EIDY M SEREOY MUY ILGLPEASMERICH TREROYN XEtYF YT ZA0. BER
TG RERIRERIEE (ELISA) ICXWRIELT,

EEES

RM-1929K% Ut YV+<7(33.13ng/mLHh5100ng/mLOBEEHEICH WV TREICIGU/ZEGFRICH I G5 %
FEZRUTC. SO RAMEETRFANETENR T 2EWEE (ECs0) BIFRM-1929T22.5.21.4%019.6ng/mL. &V
F YT T22.7ng/mLTEH oIz,

EMEGFRITRICK T BRM-1929DFES#F01E

(450nm)
1.0
0.8 |
0.6
&
T
B
0.4
ECso(ng/mL)
02 4 - tyFITT 22.70
' —W— RM-1929 (&FIOVR) 22.49
] RM-1929 (BEZ40V ) 21.40
[\ === —V— RV-1929 (FILGLPBRISHEERCH T HERDOYN) 19.63
0.0 — : ——— ‘ ———
0 1 10 100
- (ng/mL)
==

RM-1929(3 7 F v Ly 7 A B L 2R A B/ BB T B IBBREE Tdr Do
20



QENROTHTFIVEGFRICH T 2fEE M (Ky) (in vitro)®

B8 - &

TR-IgGREEERDIn vitrof&EaFxT1 7 AN FG5N5ForteBio Octet 2y 74— AZAWL FERENR U7
THIIABRIENEGFRICH T 2RM-1929 (SEZEDO YN H)LGLPERSEMERICH T HEAOY N UTEBREREH
OV ROtEYFIYTOKERE U,

HBR

RM-1929M030v N O Y #3577 DKABRERT107~150pMRU582pM. 7H4 L T191~247pMB O
579pMT. EGFREBRIN KA IS EAIEATR U= RM-19290 30y NR O Y437 7 DIRBEERE A (Kor)
fBIFERNT3.31~4.95 1/sROB.17 1/s. 7H7HILT0.85~1.45 1/sRUM0.1 1/5TH>1ze CDTENS.
RM-1929. b5ty £ v 7 (CIR700% S LT, E NEGFREDIBEERICRR N AL BB E
MRIBSNT,

ENEGFREIRESA R XA (CH T BESHANERUFMF R T 1T X

. L Ka £ SD(PM). Kot £ SD(1/5).
7187 H—=TT71YNET I =3 =3(10%)
RM-1929 _
(BE@EOUN) 2:1 149 + 46 4.95 + 1.02
RM-1929 .
(4L GLPERIB BRI 51T B ROV M) 21 10720 3:31+093
RM-1929 (GAEREEREIOY M) 21 150 £ 0.6 410 =033
YEL T 2:1 582+ 112 517 + 3.49
7H47 )V EGFRHIBESI R A1 2 (C T 2SS RIIER U BRBEF R T T X
it H—TT0oRETL | Kot SD(PM) SIS
RM-1929 .
(BEEL£OVN) (n=3) 2:1 247 £ 169 0.85 + 0.46
RM-1929 .
()L GLPERIE MRS BEROVN (1=3) 2 191 £ 74 145024
5\23977\ 2:1 579 + 134 10.1 + 0.31
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®EGFR> 7'+ )REICX T BRM-19290D1EH (in vitro)®

B - &

IR700IC R BEGFRIKTFIEDHRIES 7 F IUmER S EMEIRET T 27 6h L NE_ERZERHBAE (A431) RUE N T IREE
Az (FaDu) SEGF (100ng/mL) U RM-1929X (V#2777 (0.0.05.0.5.5.0 % U'50ug/mL) ZF L),
EGFEMEICKDEGFREC >V BIEICH T 2EEFAZEIEIRE LT EGFRUVEEIRREICH1TH1173F 0> 25
BIFENCHREG T oRENEZANAL TEEBEEIN-Cell ELISAT7 vt (ICRAIELTZ.

BR

RM-1929K 0tV # Y 7T IFEGFICKNFEBIN/ZEGFRECE VBt = AE(CMUTHELZ. EGFROKEF
BLDH > TIVETAETH D ENS AEARIFRFRIITELISADS 7' FILFEGFREC > BIEDL AL EEEEN
BTENTRESNIZ,

RM-1929(C K BEGFR> 7'+ IUGENDFEE . EGFFEICL BEGFREC > B4 (PEGFR) D EFih

\ A4314883 | FaDu#fi§a \
EGFRECV > E(L EGFREBCZVEEE
(%) A (%) -
E 100 A E 100 A
.l T el
80 80
R | R |
B 60 B o
5o 5
S 40 > 40
i J [ J
t . t 5
0 0
EGF -+ + o+ + o+ o+ o+ o+t EGF - 4+ + o+ + o+ o+ o+ o+ o+
ug/m. - — 50 5 0500550 5 05005 pug/m. - — 50 5 0500550 5 0.50.05
TUFTT RM-1929 wYFITT RM-1929
¥EGFR (%) $EGFR
120 -
(%) T | o
100 100
| T e |
(Ea 80 E; 80
F 1 F
R 60 R 60 -
g 40 & 40-
20 20
0 0
EGF -+ + o+ + o+ o+ o+ o+t EGF e T S S S S
pug/mL - — 50 5 0500550 5 05005 pug/m. - — 50 5 0500550 5 0.50.05
TVFTT RM-1929 TVFTT RM-1929
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@EGFRZ/T U HBAaIBSE(C X9 2RM-192901EH (in vitro)”

By - 5i&

Y F YT DEMIETEDOREERENRM- 1929 THERFSN TL\ D HVEFHIT T 2726b. FaDuflifaz L 84 DIRE
DEYFITTRIFRM-1929 K M#DOMBI4FER OHRREIC DLV T Adenosine TriPhosphate (ATP) E4%
BET2HA AT ACEVAIEL,

LEES
TYFITTRORM-1929(CH (T 2RREEHDECsBIFZNZN42.7 K U35.7ng/mL T ) BB DRE
BEE BT ENREINT,

FEHDRRIETEICXS 9 HRM-192901EH

(%)

100
= |

80 |
%
b
E
#® 60
a
*t
¥ 40
)
2l
g8
= ECso(ng/mL)

201 YFITT 427

—— RM-1929 35.7
O T } } T AL T AL T T
B -4 3 ) -1 0 1 2
" log (ug/mL)
IEE
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GRM-1929(C L2 TR IERBRES (ADCC) 1B (in vitro)®

B - 5&

RM-1929MADCCEMICDWT. EGFREEHRIEL TLWDA43HIRZAV. TV F T TNIFRM-1929 (5E1Z

EOYMN FILGLPERASMERICH T BERAOYNRUTEOREA - ZEMHRICH(T2EAOYNIBERDFCY

Rlla TS SHRICLD S T HIUGENRUADCCESZE IS 77— UR—9I B FOEE(CLIFHEL,

LS

TYFITTROEOYRDORM-1929(C81F5ADCCEMHDECsofEFZNZN10.9ng/mLE T 14.1~16.1ng/mL

THolee CDZENS RM-1929(F Y F 7 T EFEEDEGFRADGEEEMHZE L TLSALIR700DMEELTLWDT

&ETForRIla THIRRZ BAEDBEIERANEEEL . ADCCEM EIRIFNRARIL) MME LTV B EATREEINIZ,
RM-1929K: UMY+ <v 7 MDADCCE

(%)

100
80
60 +
=>4
PN
"
40 A
20 e
i —- RM-1929 (IHIDEEI- REMRBRICH T BEADOVN
—A— RM-1929(BZ@#£OVN)
- o RM-1929 (44)L GLPBFSS IR (85T BBV )
0 -+ } ‘-““:ﬁ T T T T R
A 10 -9 -8 -7 -6 -5
- log(g/mL)
RM-19298 U0tV ¥ 7 7 DECsoBERUHEMNERARIL
JUE ECso(ng/mL) M ERASI
e S 10.9(15.6 by Promega) 100%
RM-1929 o
(WERORE| - BEHRBRICH I BEROVN) 141 65%
RM-1929 0
(BEZE£OVN) 16.1 58%
RM-1929 N
(HILGLPEFBERERIC AT ROV 15:5 56%
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2)RM-1929% R\ =255 DIEFIRERE N OSSR E A
OEIFIEN O EGFRITREZEFIZL TWLSHI3ADER (in vitro)?

By - 5i&

RM-1929% AL\ e ASBRR DIRENEIR I O CA B R TR G il R iR = 558 9 20 e s i L7z  HER2FRIR <™
A HSRHETEAIRE (NIH/3T3) ROEGFRFEIRA4A3THERZICRM-1929% /0L 1BSREES1EE U1z, 690nmL —1%%
BB (27J/cm?) 90  SHIFEDEIEIC DLW T 2IBREDELG 2 BERE AV TEMRNOFEMiED = L e
EIfF(CA&HE T BLive/Dead Cell Double Staining Kit CHIEE L7z,

R
RM-1929(FEGFRITFRZFRIZL TL\DETHOAA3THERRDMIBRICOAGE L. RS F1 32 IR RIS Th ol
DICTU ABEEIODEICIFALITHRENMEESN MREIEEBHEBRTCREINDELDICH I —F.
NIH/3T3#HR2FEBEZZ (TR VIRREEZ MR L TV o I EKW  RBE(ICKDFMIR/EA (. EGFRZFEIZRURM-
1929 & LI MlfR I SBIRICEEE SN 2 IR D# B (2 (SRS HIRREIFEA RS L TV S EA RIS
Nnize
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QHTINIT AR OKENBEDEEE (in vitro) 10

B8 - BiE

BEICHFBDHTILIRU/cm?) EHEABE (MW/cm?2) DFTEEENDE L% iEEE L7z, b NESEERE
(HNO) itk BEE CHEENDEGFREZ HIF I 2B EIREMAZ (BXPC3) ZHUL.RM-192908F1EE (10
ug/mL) RO BLANILOAEAEE (50,150, K% 0200 mW/cm? : BRER CERSNEDEIILNIL) [CRUFHIL
1o
SR

RM-1929% AW\ = ASBEIC L D35BEREZ VLT X (J/cm?) S8R A R L. X EHBE (50,150 &
200mW/cm?) DEDsofBIFZFNFNT.7.8.9. 8 0'9.3J)/cm2THh o= LI LKW HTIN I RAIRELINEEE
1BINTA—=ITHDIN  HHNEEDRMBIEBNDFE(F NSV ENREBEINT,

FHINI ZARUHENBEDFE (24057 DR HRER)

(%)
100
80 A
b
B 60
3t
|
=
40 A
20 | EDso(J/cm?)
—@— 50mW/cm? 7.7
= i —- 150mW/cm? 8.9
200mW/cm? 9.3
0 — ‘ ———y : —————
e =S 10 100
KTLIVR (J7em?)
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QHBRBEGFRADSEE DIAE (in vitro) '

B - 5%

RBBEDFRMIAERCEAL T RM-1929NEGFRICIEE T Z2MEN H B MR LIz, EGFREHEE(ICHKITT S
BXPC3#lifaz AL .RM-1929DEGFRAEEZEET 27D BEIEDIFZFH Y+ <7 (100ug/mL) T
EGFRZEIFI U720 RM-1929 (1 ug/mL) 001 B IC690nmD L —H K885 (16J/cm?) &7 o7z, 18 Bt
BBE U THMEGFRIMAD/ SZY AX 7 BEtE IS U CEGFREMBE LAWVWE /70— )LIgG 1k (F3) 2L .

R

tYF T TIEFE FIZEGFRICEG LB VF3DEE T TR ABELE 2485 B % OMIRFET=E(387.7 X (&
88.8% Cdr27co —73 . RM-1929EEGFRDIEGZEPRE T B7eDIC Y F YT NIV AT TEFUIZBR DA
TR AR DMIRBIETER(34.9X(34.4% . REBEDERDMFZIE T (L5, 1% T o7z LU E K  AERDIZHL
{ERICBSLT.RM-1929EEGFRDIEEN ME TH D ENRE SN,

EGFRADHUFMEE DHE M (RM-1929Z AWV =ABEIC & BF%liBAEA DEFES)

(%)

1007 g7.7+4.2 88.814.1
80 1
e 60
il
§E _
T
$ 40 -
20 1
. 4.910.3 4.4%0.1
O ,
RM-1929 (1 ug/mL) + + + + _
HILI>Z(16J/cm?)  + + + + _
#148(100ug/mL) - LVEIYT  ISTYATT F3 -
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@AEEE T UIZRM-1929M1ExI58 (in vitro) '

B8 - Bi&

RM-1920A%5E L7 L \iAR (FES MR D ELEHERE) ERM-1020A0 5 &9 2R (FEEMAR) (CX 9 A8 EE T L
7=RM-1920MiE M % LB g 576D . EGFRE FHIR T 2BXPC3fllaE AL T RM-1929% & B> FILIE DN
BELTWEBWH > PV (EFIICEYF IV T TRERGESZRBISER) (CBT2ABHIER s DIEE 115/
BICHTIN I ZAEIFE1680°32)/cm?T690NmAREET) Z5Hml L7z,

SR
EGFRICIEEL TV AEWNIFEELTWLBRM-1929M2& (165 0°32J/cm?) DAEXNEE DECsofE (L. ZNZFN
177.60351.9ug/mL. X(F13.67%022.58ng/mLTa!). 10000f8%BZ T IR Uico D ENS.EGFR
[THREULTLBRM-1929& EEE L TS L TUOERLRM-1920(F A8 EE N U ERNME FLTWB S EANTRIBS
nr.

BEZTUIRM-1929M18x138E

EGFRICEBLTLBRM-1929 | ECso(ug/mL) EGFRICEEELTLARLRM-1929 | ECso(ug/mL)
—@— 32J/cm? 0.01367 32J/cm? 177.6
(%) —- 16J/cm? 0.02258 16J/cm? 351.9
100 ~
° [ ]
80 -
@ 601
il
3t
T
£ 4
20 -
[ —
y /B
M- —
O T } } T T T T T T
eE 3 -2 -1 0 1 2 3
log (ug/mL)
BE
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GRM-1929BER UK VNI AOHEENRUBEKFE (in vitro) ™

By - 753
SBEOFRMIMERICDVLWTRM-1929 8B VLT ADEE &R UIZ. RM-19290FHE & #itEL T 27 &N
HTIIT X GEEAI[8J/cm?I K U8aF0 [32/cm?]) TOOONMIERETE E L7z,

R

KIIWNIZADBEAEFMLNILD3I32)/cm?& R E1B8J/cm?Tld.BHEEDRM-19209 TH LA MR/ ERZZER
FBDEN TGN DIco T RM-1929BE N EIFIL NIV LW EEWVBE . HEIDIEINC KV MRS ER A &
LI BB ZBDICFEGFRAZR(ICEBSNANEN H D ENTREINTZ LA EKY  RM-1929MD 3% A2
ER7ZERAIE T DICIF EGFRZEIFIT2EYEEZTEN T D& THBHATIN I AZRBET D ENNETHD
EmEENTz,

RM-1929RER UK TN I ADFZRMBIER\DEE

(%)

100 4
80
@0 60
i)
)4
T
x40
201 ECso(ng/mL)
| m— —@— 32J/cm? 7.3
_ —— 8J/cm? 28
O T } } T T T T 1
0 0.0001 0.001 0.01 0.1 1 10
(ug/mL)

=E
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BESEEN A ARAKI C X I SRR ER DFEE 1 RM-1929% W cABZE DR (in vitro) '

Bt - 757

SEBEORMIRIERICDVWT T I AEZWMREOEGFRFEIEL N)LEDMHEEE ST U, EGFROFEIEL N)L
PR DR C X T 2R ER % L& T 5 7=6 . HNCEFEOFaDuflifa & O'SCC15 (& NRFE _E =) .
HNCHIRR#R A & L TAL3 T #IRE K O'BXPC3flifaE L. 70—t hARNJ—(Z L EGFRIAESEE (ABC) %2
e

fBR

SAEDORMMEMERICDVWT. 2B THTIL I AEDHBBENZEH SN ABED MR /EF DEDsofE(F.
EGFREHIZES VLN THRITT 2A43 T TE1.44)/cm?2 Tl ) FaDuffiiaESCC 154 ¢7.00~13.68
J/cm?2 HNCHIRE R EFBIDEGFRFEIRL N2 HB T BBXPC3#lAE(E7.78)/cm? T o7z, EGFRFEIRL NIL A
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@RM-1929MD EMFB D/ DHUAICW T 2EBRDEE (DAR) (in vitro) '
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3) 77> NAKBEEADE90NMODFEDEBE (in vitro) 16
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SR TCERT L —'Y AT AICELDRM-1929%FHLVoEE « Y IXABRBERIBICHTDIMEEE(YX)'®
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RM-1929%F RWVVEARTBERDN D AERERABICH T EAZFHID I 27 TR FH BB DERFIIRE(C LD
Bx70—Y ANUERERE EUICEROIESHE#BADREEIRET Uz, GFPEFRIR T 2BxPC3 iz iR E
(NU/NU) Y IADEGHEEDRE MCBEL. BBER10MmmISET $F CBIBS B72. RM-192983 kAR5 (17T 2472
V)100ug) DFI2485E % (IC. ARERIEE(C300J/cmX(E100J/cmDFE 7 I T2 A 400mW/ ecmDIEHIEE T
690NM DI EIRH Ul (ABEEY) . AIERIRES (SEDIER S BRRICRIELIEA SR E Lahofc (U IREY) . iB5
T XTH I 2AEEDMRIFERM-1929DEEIRAIL 571, 690nmDIEEREIAT. 690NmMD I IRET# N OSBRI T
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Fo WRBREOERE R L T ASEEDEBOHIEZR B F A5 AN < Ny T X (ECM) DRTHFE R U D BE.
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VI. 4 EhRECRe9 BIEE

1. MPREOHE
(1)8FE LBEWRMPRE
ZERRL

(2) BBPREBR CHESR S NICIIRE

RM-1929DIMEFRE (F. /N T —NEADENARBICLBAREEERVCERRETOTNT T 71—

(HPLO) [CKWRIE L7z,
1) BOHR 5 TORE R BITBFEOBANRES R _LEEE) '

VIR RER BT BFEDOBARANEES R L EERE 3G e N RICERLZENSIEEE (RM-1929-
10258) TOEYF Y7 09082 F NI LDEYERE/ SSA—I RO IIEFREDHER LT
EBNTH I B T7F Iy T ZA®640mg/m2(3 28R EHNF TEEERRAIR S U R S THI246F

B#&(ICL—Y T ARV TEREDIRNE T DREICRE U,

AIERHNS 7 F )Ly I XA DAEGRAE TH5640mg/m> DR SICE  EGFRZEIHISEHEEZ 5NBIMM
BREYF VT REICERETZEEXOSNC GIFIRETOEYF YT LT HRECEDAUC (3

#12,000ug-hr/mL29),
7FvILY T A®640mg/m*E

BOEIRAKRSUEEDEY X277 0908 F NI LAOFEYERE/NTA—T

JOSH—T T2 Trmax™! Crnax AUCo+ AUCp26™2 AUCo.0 CL Vs
(hr) (hr) (ug/mb) | (hrug/mL) | (hrug/mL) | (hr-ug/mL) | (mL/hr/m?) | (mL/m?)
B 3 3 3 3 3 3 3 3
& 60.5 2.22 370 14300 5280 14700 439 3070
SD 9.94 2.17,2.28 17.2 1490 529 1790 5.26 223

71 1 dhE (&)
%2 1 2B D RS TR 24657

7HF Iy T X%640mg/m?%

BOESIRAIES UIcEEDE Y77 09082 F N LAOMEFRE-FFRIHER

(ug/mL)
1000 4
] FELSD

- i

104

1 T T 1
0 48 96 336
(hr)

144 192 240 288
S
R85
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2) BRI U RERS TORsT B RF LEEES) HEAT—9)2
BRI _EEEEEOH (BIAE/S\—N) RO304 (Blatl/S—N) =2 RICEFEL/Z /BN B/ Tat85 B
(RM-1929-10188) TOLYF> <7 HO90H>FNIT LDEYENEE/ NS A—I RO MEEED
HRBIILITDEB) TH o/ BH . BIE/ S~ NTF3AED 7F LYy 7 2A®160.320X(3640mg/m?* %
Day 112265 ED (F TEEEERNIZS U Elatl/ S— R~ CE7FvILy 7 2%640mg/m? &t 17 )L 1~
4MDay 11220 EMN T TEIRNIRS L. LWIND/N— IR SR THI24BER%ICL —S X7 L%
WTBEDIZNET DRE (RS U,
EJEVACEIN
TEYILYT ACOAEENMBICEELIZEE(160~640mMg/m?) . Craxs AUCo. M TUAUC- N ZNZN
4.615.7 3BRO7 BT B 7 F VLT APHAGEHE TH5640mg/m>DI”SICK) EGFR
HEIFISEREEZ OSNZIMETRYF IV T BEICRENETDEEZIS5NT.
7H Iy T ZX®160.320X(5640mg/m?%
BOEIRARSLEEESOEY XY O0908>F NI LADOEYEIHEE/INS A —9

R | /%5 | Tin | Tme® | G | AUCoc | AUCo2e*2 | AUCoe CL Ves
(mg/m?) | =% | (hr) (hr) (ug/mL) | (hr-ug/mL) | (hrug/mL) | (hr-ug/mLb) | (mL/hr/m?) | (mL/m?)
B 3 3 3 3 3 3 3 3
160 FafE | 37.8 2.10 59.5 1580 810 1840 89.1 4250
SD 12.0 12.08,2.18| 5.15 425 514 377 16.4 493
B 3 3 3 3 3 3 3 3
320 T5iE | 48.6 2.07 130 4070 1790 4350 73.7 4440
SD 2.50 [2.00,2.12] 153 134 170 124 2.13 432
e 3 3 3 3 3 3 3 3
640 e | 77.5 3.17 271 11500 3910 13400 56.7 4840
SD 348 (217,415 56.7 6980 1090 7480 239 958

1 0 chIRYE (FBE)
2 1 2D RIEEST R 2485/

7FvILYTZA®160.320X(3640mg/m%
BOEIRAKRSUEEOEY 77 0908 F N LAOMBERREE-FEHRE

(ug/mL)
1000 4
] ——— 160mg/m?
——— 320mg/m2
—~— 640mg/m?
F5{E£SD

- i

1 T T
0 48 96

336
(hr)

T T T
144 192 288

iSiE|

240

PSS

) ABNOARSNIZFE - FAEE. V. 3. BENUARIDESR,
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Elatl/\—h~
HAII2.3RCACH T2 7FvILy T A SRFDRES (Crax AUCo.t. AUCo-26« AUCo.00) DIEFIE K
OFEHEOZL(F 171 TROSNIZEHEN TH O,

7E Iy I X¥640mg/m2%

BOXFREESEFIRAZRSUIEEOEYF YT HO9082F NI LOEMENEE/INSA—T

17 IND T Tz Crnax AUCo- AUC26™? AUCp- CL Vss
X—=5 (hr) (hr) (ug/mb) | (hrug/mL) | (hrug/mb) | (hrpug/mb) | (mL/hr/m?2) | (mL/m?)
PIEL 26 30 30 28 26 26 26 26
1 e | 56.0 2.23 296 9300 3900 10600 71.2 4370
SD 19.5 |2.05,4.00| 73.0 3920 1090 3120 47.8 1370
BIEL 7 9 9 8 8 7 7 7
2 Ti5E | 51.8 2.18 300 9190 4090 11100 65.1 4200
SD 16.9 |1.67,3.25 63.2 4550 1270 3680 25.8 1690
e 6 6 6 6 6 6 6 6
3 e | 35.1 2.23 334 7180 4480 9350 71.7 3020
SD 19.8 |2.02,2.43| 657 3270 665 2320 15.8 1120
BIEL 2 4 4 4 2 2 2 2
4 9B | 55.0 2.21 283 6050 4930 13300 49.3 3330
SD NR 217,317 52.2 6390 NR NR NR NR

NR = not reported

1 1 dhRAE (E86)
2 1 2D REET R 24058

7E Iy I X®640mg/m2%
BOXFREFRNESLIEEENEY X277 09042 F N LAOIMERREE-IFRHRE

(ug/mL)
1000

Cycle 1
Cycle 2
Cycle 3
Cycle 4

b

100
FELSD

il i =
Ll

0 48 96 288 336

(hr)
AP SE A

D) ABOERINZFIE - RV, 3. BERUBEI DESR.
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. EMRERI/NDA—Y
(1) EEAT 7375
VAV IS— R X NETIC R EH U=,
(2) IMGEETER
B2=102\A
() BKEETH
ZHERGL

(47752

VIL 1. (2) BRAREER CHESRSNICIITRE I DIRSHR

B)omER

[VIL 1. (2) BRAREER CHESRSNICIIORE I DIRSHR

(6) ZDAth
NGB RS E)RE-2)

EREIEEER (RM-1929-1025088) X OSBANE]/Tat85 5 (RM-1929-101588) o3 oN 1= ENRED
BRZLET D ECR) BERAEBRALDANDEREEDRENERZRFTUICESD. W NOZEYE)
RENTA—I IOV TEH BEABREDEIINEAMBRE LSV TEROSNIEDELEAN THolc. £/o %
5288% (B 17)L) DIEDTE (ADA) THIEILZRBRMEF. CNSDORB TFHiiLcEY X277
OY0hA>F NI ADFEYENREICRHEERFSBH DI,

BLERY EYBEROREFREDERNS. EYF YT HO090H>F NI ARRENGHAERMEERIC

TEEZTY HAERBLARNETHIEEISN

NAEMEER
ZHERL

. BERE (RE21L—a2) @i
(1) #7304
BEM (RE2L—2a2) BT REL TLEL.

() NIA—IZEHER
ZHERL
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5. 931

(1) IR RSP hEE 1%
ZEERRL

(2) i —ReERRIFT @B
ZERL

() FANDBBITIE
ZERL

(4) BERAN\DBATIE
ZIEHL

(5) ZDAEDEBAN DT
ZIERL

B DI

(6) M
&

Wit =21 )L 36T (5 18IL) (C1) > BB AR IEK GAIEER) . RM-1929 40X(380mg/kg. 6L
IFEYEI 7T 16me/kgk 205RIHN T TR ERIRNIES Uz 4818 IRM- 1929 DB ABIED ST /=
HEHI(3EE ; RM-1929 40mg/kgDd&) K URM-192005EB DT DFHEI 1= 18 S&HMBDE
#(1588 ; RM-1929 80mg/kg) (CIBENHSIRENUT= . £z SHABHD/ v T 75> RO T
RO—)LELT Y37 712584 (S 20T) H 5 48 A RE U T=. RM-19290DD R R OSEE 4.
1) BB B DB E D700nm THEII. 2) BCEBET A OAEIZ—NERIOS L BT X8
D700NMOEHRF+> 0 3) I D700nmTOEKA X—I> 7 D3BED A THEL.
BITEET) £.RM-1929 40mg/kgig 5% 3BNEYICHIT2RE AL AL A BFE. BER RS>
)T B LA A B R U S8 TR SN, RM-1929 80mg/kgi 54 15SENEMICH T 2B E:H
FLAILIE >/ SE (SRR, BRI ) R OB C B EL AL R OB B RSN, 5%
SHOEWHSIKEL 2R D DREH(S. THEN'45,925Ug THRIBSBN38.4+1.6% Thol. 18
5% 1580EYH SIEB UL BEN SHEEUEHRM-1929(. FHENT,130ug THRIESED
2.8440.75% Cdo1=. AIEE2) £ 1B 5% 30 DEYICH T BRBEHEL AL M. . AT, fBE
RORE FiBPR) T SEL AL MBS RO AEE BB CIESNZ. B 5% 1 5HOEICH T,
HEESNRM-1929B 32408 T 1 ug/ghi% (IR S BN 1 0% FAREIN) Toh) RM-19297"
DI CE R T RSB 2BELUNICEB TN SMA T BT ENRBEIN AIER3) £ 8 5% 380
BB BRBEKL AL IES >/ . BT B 5268 (RURANA) RO C. REL LA, 5
BROB CHESN. 185% 1 SEOBY TIE. SRSl LI, BB, + I8 R OR RS BBt
) T RELANLIFE R B FEE. FEROT CAEINL. B 5% 38RV SBICMBLLEMNS
B LA P DR AT CBRAEIIROONT . 2O ST EDEN I E I CERE RSN 5
B BPTICIREL TV . AR OB CRE SN SR E AR ESHERICBEL. FHET
[FEKF PR AR SN FFRE TIPS E DI T E oz, SR MEDB/ RN B, B
R L. A EROARENER. BRONER. O RES,N SENT,

BULE &V RSN E DD (GBS COBRMDEGFREER?29 & —FL TV =S a5, K DMEES
7HIFEGFREAMADRM- 192005 BHET BT EMARE SN,

= A2 P Y AT
RECRGEER

&R
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6.

s
(1) BB AL R O SR S
ZEERRL

() (RHICB5 T BB (CYPH) DD FE. B 5%
ZHLAL

Q) OBBENROEERTZDEIG
&Z3Le W

(4) (RHDOTEH DR B L
ZHELEL

. Bt

ZHERL

. NS AR—9—ICEET BiEER

ZIERL

. BNFIC K BFRER

ZEERRL

10. HENERZHIZEE

11

ZEERL

. TDith
DBt EYIR7 00D IMBEFIRE]
IR700DIBEFRE G /N T —NEADEIIREIC R BPMREEE ALV cERRET ORI 5 71— (HPLC)
(CKRWRIELE.

(1) BOHR 5 TORRET (VIR e BPT B RO B A NGBS R _LREERE)

YIBRABE2 P BFE D BA BRI R L ERE 3FEWRICRIELIZEASBIHLER (RM-1929-102
LER) TOIR700DEYENEE/ NS A—I RUMEFREIRSEERD 1B R DA TRIETAE Tl Cradk
OTnaBHSN BRI TOESN TH oIz, BEH 7 F4)Ly 7 A%640mg/m (28—t (T T O
BEIRAIR S U IR S TR 2485 (CL— 2 AT A AV TBEDFNE T 3RE(CHRF Uz,
YR T HOYIOHFRNITLROIR700DD FEZZNZ1N. 1500008 0°1950g/MolERET S
EEIBRBEUIZCradBDLE (IR700/7YF 77 409002 FRNID L) FH0.7%E&EHSN. MPICHE
£ 9 5B ELIR700(3244AMD 1 %K CTaph) IR700 DB (FBREN T D ENTRIESNIZ,
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7EXYILY T X¥640mg/m2%
BOEIRAIR S UIEEEDIR700DEYFNFE/I NS A—T

INTA—=T Tmax™ (hr) Crnax (ug/mL)
e 3 3
H1E 2.22 0.0342
SD 2.17,2.28 0.00135

X 1 hoR{E (50E)

77X Iy I X®640mg/m2%
BOEgiRAIR S Uiz & EOIR700D IS FRE-IFRIHTE

(ug/mL)
10 4
] F5E+SD
11
m
=
B
th
JE8
=
B
0.1
OO] T T T T T T 1
0 48 96 144 192 240 288 336
(hr)
o B
AR 7 27
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(2) BORURERS TORS VR BFEDNENERERRT LREERE) AEAT —5) %

VBRAR e BATB R ONEARSEERT LR REE 6 (BIAE/\—K) RO 306 (lat8/ —N) 25K
SEhLIoEN S/ TatEaER (RM-1929-101588) TOIR700DEMENEE/ NS A—I RO TIETRE DR

FUATDESN) TH o BB BB/ S— R TIEI3AED 7F /Ly 7 X®160.3203(3640mg/m?ZDay 1
(C2BE R EA T TEROERMNIE S U BIatl/ N\~ TET7F VLY T X®640mg/m?& 1 7)1 ~4D
Day 1IZ28F B EMNF TEIRAIRS L. WITND/ S — MRS TH24B8&(ICL—S X7 LZRNT
SBREDRNET DRE(CIERA UTc.

EIREVACN

IR700DEYENEE/ VT A—S (3320 0640mg/m?BS5DH TEETRETH oIz, TYF YT HO50

H>FRNITLRTIR700D 3 FE%ZNZN. 15000080 1950g/MolERET HE 7FvILYyTI®

320~640mg/m?%=18 5 Ul &S DEIMEEUIZAUCTFIEBEDLL (IR700/YF2 <7 #0904 Fh

U L) FEAET0.2~0.6%EEHEN. MP(THFET DR EIR7 0032 AN 1 %KiG Tdl) IR700MD

BEEEIPREN TH D ENRESNI,

7H¥vIyIZX*160.320X(3640mg/m*&
BOERAIES LIS DIR700DFEMENEE/ NS A—Y

A2 (mg/m?) INTA=Y Tmax™ (hr) Crnax (ug/mL) AUCo.(hr-ug/mL)

e 0 0 0

160 e ND ND ND
SD ND ND ND
e 3 3 1

320 B 2.07 0.0407 0.105
SD 2.00, 2.12 0.00664 NR
e 3 3 3

640 s 2.37 0.0629 0.947
SD 2.17,3.27 0.0113 1.27

ND = not determined
¥ o choR{iE (06)

i e =)

7F Iy T X®160.320X(3640mg/m?%
BOESIRAIES L& E DOIR700D MIESRE - R RIHER

(ug/mL)
10 E
] ——— IR700 320mg/m?
—~— IR700 640mg/m?
Fi5fe+SD
1
013
-
OO] T T T T 1
0 48 96 144 192 288 336
(hr)
S
BER#7>7

) ABNOARSNIZFE - FAEE. V. 3. BENUARIDESR,
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FElafg/ v —h~

TIBRELZIR700DAUCTFEHMEDH, (IR700/t Y4377 O908>FRNID L) (417 )L %=EL
T0.2~0.5%EEHEIN. FEIE/S—NEEEHRIC. MBPICFET DR FIR700(X2ED 1% FKim Tl
IR700D 8t (FPREN TH D ENTRIBSI NI,

7HFvIyI X¥640mg/m?%
B[O X (3REEFIRARS U EDIR700DEYENRE/ NTA—Y

TN INTA=Y Tmax™ (r) Crax (ug/mL) AUCo+(hr-ug/mL)

B 30 30 11

1 91e 2.18 0.0591 0.283
SD 2.00, 2.83 0.0192 0.328
S 9 9 2

2 FiofE 2.18 0.0491 0.618
SD 1.67,3.25 0.0189 NR
EES 5 5 0

3 FiHfe 2.08 0.0414 ND
SD 2.02,2.37 0.0126 ND
e 4 4 2

4 918 2.21 0.0505 0.165
SD 2.17,2.28 0.0194 NR

% o thIR{E (866H)

7FvILY T A®640mg/m*E
BOX (FREEFIRARS L= E0IR700DIEEE-IRHE
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(ug/mL)
10 4
] ——— Cycle 1
——— Cycle 2
—— Cycle 3
: —v— Cycle 4
i ] FiELSD
&
4
N
=
E
0.1
L
OO] T T T T T T 1
0 48 96 144 192 240 288 336
(hr)
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VI Z=£4% (B LEDFESE) ICRITSIRE

. BERNBEZNERH

1. &sz_ﬂ:

A F BRFC T OB TESREEMR CH VT AAFEEN O IR IZNEEAC T O BAH B5e
R OEMDHET AR DR SHMEYEHIMTSNBDIELCDVNTDAE ST B & FoJBRBIIAICKEIIS &
BN (FZORECEIMEROBREZ +HHBL. ERZEE THEIRETHIE,

(:450)

AN/ L —HIREDERFEICH o> T DA LB AN ORI A LT MM s BB a FF DEERIC K-
T BEEROBHERCEBREDOEYERIGHEINDNEL H Do,

O T BRI TN TERERMERICAV T AEBENBYEHIBSNDESNC DVWTDMERAINDINE
WHBDENSHRE U,

K%i%%—rﬁ'ét&)h A/ L= HIREH BT B RM N O AN B AN NE TH L) AE/ L —FHIBED
RHEICEI T 2EB TV A/ L — I HREERIET DEEMCT LT OXRA/ L —FERBHOBIAER.@
L— ﬁﬁ‘éﬁ”%ﬂu@ﬁﬁ@%[rﬁk SCEERL —EEB. T 71— — Z—RNILHT—FILE) OEIR WL . OZF/L—
RGBT 2 RN REFONE Z BEHRIBH T 2FDWIET D A/ L— B DB IERSRIEDI=H(C.
MAEFalBEL CERNUOERDEHZRTET Do

Fo RBBEDEMEICHZDTF. BEERIKICREBEDNR.GEIDBEEREZDRKRICDVT (2578
L. HE%“: STHOEEMET D&

2. FRABEZOEH

2. ZR (ROFBEICIIESLENIY)

2.1 FRIDOED IS ULBEEDEIERED S 2EE

2.2 FENRA DRES = BN R0 SN HEE BB/ - EIECHSERIRE M ESHMA S S5HNSZEN D
3108.1.9.1.1.11.1.1 Z8]

(BRS%)
2.1 Kﬁﬂ@&ﬁ(;ﬂ’ﬂiﬁzr DEFERN D5 E AFIRSICR)BEENFEIRT DT EMEN TN CENSRTEL,
BEICRUTIE. T9REEZZITVL AR DM D ZSORE U CERBUEDEIREREN WD ZTESET 5
& ARIEBR T DRI EYFI I T THY . BYFIITICRUTEBIEDEEN HDEE(ICIRS T B
BRI &,

2.2 EANEIEEER (RM-1929-102:88) M OSENSEL/TatBzER (RM-1929-10158) (CHWL T HIMEHEDHE
EERHNRESNTH . EERISZEL TV IEREZEIDEEICHVT AB/L—F HBEIC L ES
e/ BRI (CAEDOERIREM. BB EMA S SHNDTREEUN HDENS ABI DRSO L — HHEGE
E g NETFE0zsHEcE U,

B E1/TatBEER (RM-1929-1015088) O=FETatB/S—NIH W T 2GradeDEmE8/304(26.7% . &
B34, BARE M. B, A m. LBk B, fHEHMm. S, EEEE MmN O OFEREmS 16 (EE s
I))IZERHESNTHY . Grade 3L EOEMDFFBEILLTDERDESN) TH B,

101582 DFENTatl/ S—NIH (F B E MDY B FHEIREFEE O P 5R1E (FEH) (£. 198 (1~34H) Th ol
BB/ TaEsER (RM-1929-1015858R) (CH(FDGrade 3L EDHI

ST S SO{J? 5 fEE M 4 1 5 8 old) [=1E=)
500 | & fEZEHm 2 21 1 17U T
60k | B fEE I 3 2 1 6 AN [SI7]

FElatl/\—~ | 5018 | & BRI 5 3 34 1 17U (A
801 | B A 3 4 30 13 U “NBA

FIRESHR I 7 Fv )Ly RSB S OB
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3. FEENIIHRICEEET HEREZ DIEH
[V aRICRT BIEE] 2SRT 5 L,

4. FERUHECRET ZFREZNERH
[V eRICEIBIRBEIEERI D,

5. EREREAIEREZDIEH

8. EELEARNIE

8.1 SEEIR LB, BB BN H5HN D ENHED T AR SHICEHIR-FBIRE\DER2EDERZ+
PHEERT 2E BT ABCLDBEPEIEEDREDEHRCEIRBM. EBREMDOEROERZ 5
[TITDCEL[2.2.9.1.1.11.1.1 B8]

8.2 L—HFHIBREBLLUCH VT B KB -HEDEBN(IZETEAHOHONDZENH DD T AR SHIIC
BB IHBEADERSHEDERE ORI 2EEE I AFIICLZDBEREIBREDIREDE R E
LOEB B EROERZ T9(17528.[9.1.2 L 11.1.5 B8]

8.3 IHFBEIEZIC_ I &N HDD T AFIRSER7BELEICEO—IBICH L TESE A FZRE L. KE
RIBDHBERINER TCE2ETOB. XFAFIR 5% 4BEEIBHREAZTR T2LOBETIE,

8.4 infusion reactionh&5HNBDENHDD T AF DR SIFEEDinfusion reaction(ZfEx TRE2EF
([CHD B ED T2 HE (T oz ETRIBIT D E.[7.3.11.1.3 8]

8.5 AEIDFERICH IO TIE BB E—MREBHIFELILTVWB Y F YT EORERISEET D&,

(a5

8.1 BRICHEHFH LIzEHV) . ENFEIEEER (RM-1929-10255%) M OSEMNE]/TatBii iR (RM-1929-101558)
(CHEVT HMSEDOEEERNRESNTH EHIRICZHEL TV IEBZE T DEREICH VT AF/
L—H SRR (C RV BB/ \- IR L DTREIR B I BB B IIA S S DONB T REMEN G B ENS AFID
BENUOL— AR EEET NS TIFRWeHEEH Uiz sHlFRTZES BRI Do

8.2 L—HXERHEBMIICH W TELL. KEES . KIREER . BRI ASRIRFEN H5HN B TR N G D ED
5. KEN RN DES = HeE I FE(CN T HERMEC L (aEHL.

8.3 AEIF HRZMEYEESHELTHN BB EIEZRIRT 20 REMN HHENSFRHNNE T EET
FHUT
BRPREUBR N O FFERPREBR (CH T D IHRBBUE DR IR EU T DES THB.
BHNEI/TaEi R (RM-1929-101588) OFEIE/N—MNIHB W T . £Grade DX EBUEIF /946
(11.1% : Grade 2MDIARBEIMERIGG) [CFRH SN0 FETICE DI ARBBUE  EELHARBEAE N O
El/L—HRBEF DO DU (CE ST SRR FRDSNEH DIz,
BT/ TatB5 8k (RM-1929-101588) DFELatE/\—NIHW T . £Grade DN FRBHUEF1/3065]
(3.3% : Grade 1DFAREEUIERINBI) ICFRO SN0 FETICE DI HARBBUE  EELIARBEFE N OA
El/L—HRBEF DO DU (CE ST HARBEE FRDSNEH DTz,
BN/ TatbalE (RM-1929-101588) DFEIE/ N— N UETatE/ S— NI S (2 AREBE DY D FE IR
HF. zhen 2BNRU4HTH o1z,
AEIDEOIRSEICEHRKRAL — Too0nmL— KRR UL H =71 HFILICH T B R ENE M BRA R
INTzo DA TIE ABIDR S 2405BE (T ZEICH U TL—HABHSINIER. L—H KRG EBAL
(CBVTHIB R OTFENRBOSNIZHDD. LI NEHOEMEATERIN TN S,
ENEEOERICDNT(E. ERESBIHEEE (RM-1929-102588) & OES ]/ Taffst 8 (RM-1929-101
B (CBVTEMBSNOEABRICRDBEZSEICHRE Ulc. KREBNRDFLUWIBRE. EE@(T5:88
BRI T7 X vy I AP rUEE L — P ARHC L DIBRER (T RBRESAN~IRBEIEIC DV T~]ICH
BHEHLTVWR.BE@IVIT YN SEMETRETH S (https://rakuten-med.com/jp/pts/
Akalux/) o
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8.4 AEFIYHFITTEBRIR700DIMAEEYESHE (ADC) THY  ABEIDEHAD THDIEYFI YT T
infusion reactionMFEIBAFEBFIEINTWVDZEHD S ARIDIRSITERL Tinfusion reactionMFIR(C
(FFENNETH). infusion reactionlCH T2 TR SICEAL CFRIBRZTOMNEN HDEHNDRTE
U7z ENEEIAEELEER (RM-1929-102588) (CH UL T infusion reaction(EFERsHSNEHA /=D SENSE]/a
F858E% (RM-1929-101:8%) DFETatl/ \—MIH W T. £GradeDinfusion reaction(31/30%1(3.3% :
Grade 2M;FEAICHED I ICEROHENT=. FETICEo7zinfusion reaction.E&E7Rinfusion reaction& O
BN/ L—FHRBE DI IEICZE Sfzinfusion reaction(FEBHSNED e BH. T YFI T CRDF L >
VBEICDOVTE BYF YT DERSICEBULTF Lo IR EHHEINTLEL (Ann Oncol 2017: 28:
100-18) CEFEN S HHIREDEFBENEEZ D,

8.5 KEIND—M2FYF <7 HO90HFHNIDABGTFHEER) THY . YF <7 (BLFHEIRZ) &
FBLILTWBIHRE L.

<EXEE>

BEQ ABEETR(TDLODBEFOH T I FR . REOKE. H T EZRETDNENHD. Fo BTk
(CLEEORPCH—T URE REODEBNINELLDEGEHH Do

BEBTOFRAEREL TN TLYRNPA 74— ARO 2 NAEME LR L TV 5. /o BE[ITweb
1~ (https://rakuten-med.com/jp/pts/Akalux/) ICEEHREBEL T D,

6. HENHREZHIIBREICHTIER
() GHIE - BIEESFDHHEE

9.1.1 BER-BIRE\DEREZSBENRBDOO5NSEE

BEIRA\DIER BN ROONDBE(CFRES LBV L. BERENDEREZEDHDEE(CE AFHDE
WEROBREETDICERULC LT ARICISBEDUEZIBECHKT T 5 & B\ 2IECHDHE
BB EERMAHSONBENH D, [2.2.8.1.11.1.1 SH]

9.1.2 HEX(IHEANDERZENROONEE

KRB (IHEBEANDER 2EDHBE LI AR DEMNERU BRI Z T2 CEERBLE LT AREICRDEE
DUEZEE(ICHMTT D & L—HHRFEBAIICH VT IEBIL KE-FERDEBE X RN HS5HON B EN
»%.[8.2.11.1.5 &8]

au

fEER)

9.1.1 BRICEH LI ESWAFIDRKRER CHWTHIMDORBARDOSNTHY AF/L—HF HBHFICKRE
B e/ )\ RIS BRI B HMA S SHONB O REENETE TSRV CEN'S . SBBIIR-BEIREAD
EERENROONZEECNTHERBIEEL &L,

9.1.2 L—THRAMBALCH VTR KEER AERES . S ERIEASRIRFEN HS5HOND RN H DL

MO KRBXIIEBRENDEBREZE T 2FE TN T R R eE U TEELc.

(2) BieEREEE
EBEINTLERN

() Fr#eErRsEEE
EBEINTLEN

(4)ETBpE= B9 2&

9.4 £iEREEHI 25
IEIROTBE QISR U T AFR S PR ORSHE TR —ERRBEBY BT Z{T DL IIEETDHE.[9.5

Zin
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(#55%)

AHFETERE SRR EERBL CHS T BRI RNEL TH VR TEEETINENHDENSEH L. A
BB T 2IMAETH2EYF YT COWTORE FEEANRESNTVRILEREX AFICHNTH
R RECHEZ NI IOURRMENHDEDIBFREL CEE L. BYF YT RSV O RIRFEEAN
DEEICERT HHRICHVTOREMURBIRFECORREED LRV RESNTH) FEERZETEH L
OHRIBRDSERASN TV EN S BRIEANDABEDTEERE T B1zD AH/ L — 1 HRH(C L ZEE
B—EHEE BB EITORDIEE T D EEFRE UL ABHHE TR OBHTHABE U T RO gEa 2%
B REBEOABEE T IO BLEL7HBBZERET B BHEBHERBIICDVWTIE FDADHTI >
(Oncology Pharmaceuticals : Reproductive Toxicity Testing and Labeling Recommendations) #&
Z(CEHLU TV S GXERDOFRHI+615H) o

(5) itz

9.5 Wi

RN IR TV DO D H BT FJ8E EOBRENBRITE L2 EHIMSN25EEICOAIRS
FBEAREBRT B TYFIITZRVEEYRR (FIL) (CHEVWTORERURIBFECOEISEED LF
PMRESNTLZY.[9.4 BH]

(A#55)
VI 6. (4)4EIEREZE BT 2B 2SRRI D,
(6) 53w

9.6 &3Im
BILLBWCENEFELWV . ERNTOIABITICET BT —I (VA ENgGIFAAPICRITT BN T AH
HERITI 2O RN 5D,

(FRER)
AEIDOE NI PADBITOT —IIBLIERHIRNELTHI I RIEEERT INENHDENSEH L.
(7)INR%

9.7 INEZ
INEFERREUIRRFBRISEEL TR,

(FR35R)
ERNEEIHERER (RM-1929-1025888) ROSENE]/TatBitER (RM-1929-10151888) TIIBRASNTWLRZENS
SCEL=,
(8) En e
EBEINTLERN

7. {HE{ER
(1) HAZREZDER
SRETSNTULVRL

2)HEFEEZDER
EBEINTLEN
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. BIfEA

11. BIfER
ROEMERN HEONDZENHBD T EEETHIITV.BEDROONICHBE(CF RSP LT 2R
EEYRNEEITOE,
(A#E5t)

AEIDEEREBRNE CE DS EREZEZOSNZENER. ZDMOBHERZEIZELU Iz, ZDMOBIWER AR DA
ERUOASTEASNIENICH T SaERRREEZOE(CHEL,

(1) EXBIEREAIRER

11.1 EXGEER

11.1.1 SEBpAREIM BBERER) FEE I (5.6%) [2.2.8.1.9.1.1 B8]

11.1.2 ERERR (13.9%) . {REEFEE (5.6%)
G NEE. HIRR#FEHEDIEHNHDIOTERT D E

11.1.3 Infusion reaction(2.8%)
EEMinfusion reactionNHS5HONIEBEICIE BB DRESEZES(ICHIELGBYBLEZEITOEES
([CUERNOETDETEEDREEZTDCEHRT D&, [7.3.8.4 B

11.1.4 EE DK EESE (58EAH)

11.1.5 BfL. B - *GERDER N (FIHRIE
L—tHBEEBALICH WV TETL (2.8%) . ZEEE (5.6%) ALREE GEEAR) . K EIRE EEA
BE)  KSRRIESE (BEEABR) N 5hNdENH D, [8.2.9.1.2 B8]

1.1 BEICESIZBEEBR . AF/ L —FHBHEORREBHENSE CESHBVBELBEEER . ARIDER D
THHTYFINTICBVWTERNMNBESN TV EEERE2RETL. EHIRE M. BB M. SER.
REEFAE. Infusion reaction.BE DN ERFEE.EfL. KE-HLEREDEB X (3R EXRGEIEHELTE
F U7z, ENEIHEEER (RM-1929-102588) X OSBMNEL/ TaB5i 58 (RM-1929-101 5 88) TAFIDAE
FE CERSNIERICRIBUCRIERZEE S L CacEi L,
- SEEARE . fEB I
B BEELGEANIR. EEIR-FRENDER2ENROONDEBEDIEDFES TSR TS,

- SHERR. IRTE)FAE
BEPREBR I CHB VT AE/ L — I HIRFHC LD FENRREL TEZONSFEMSEES = HKIEUISEAINER
HENTNDZEENS AE/L—HRBHF IR TR BRI TR H DR FESDFEIRICIIE
BENNETHDIHcE L,
SBNEEL/TafEatER (RM-1929-101588%) DETatl/ N\— N O ENEIFEEER (RM-1929-102:518%) (CH T DIE
IROFEIFBITIFLLTDES .
5551/ TatE5K 5% (RM-1929-1015858) METatl/ \— N U'BEINSEIHEERER (RM-1929-1025K88) ICH (TS
IERRDFEIRIRR

PT (MedDRA ver.21.0) Eﬂ%l/ﬂagﬁ?fg}@é%ﬁ 1015K5%) EIW%I*E:Iﬁﬁ(Ré\A@|J1 929-102515%)
% Grade Grade 3 DI E % Grade Grade 3 Bl E
EAEFAE 5(16.7) 1(3.3) 1(33.3) 0
AR 4(13.3) 0 0 0
HFE 4(13.3) 0 0 0
PR 2hE 3(10.0) 2(6.7) 1(33.3) 0
EREBALEE 2(6.7) 0 1(33.3) 0
HER 2(6.7) 0 0 0
If%EE)FhE 2(6.7) 0 0 0
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« XL

BHERICH (T2 ZRE ERDMEICED TUEENERASZIT O & UBEMISZECEBRN RO S5SNI
BEICF KEFEDHZTNDH 2. RPHICEIBRERIL TR S RERR (KREVIF) S0BEUEIG
IO

« Infusion reaction

HIFEEFEELGEANIRNIEZSRI D&,

« <Infusion reaction> *EFIFES5 L) 248ERLIANICIRN D BHES DAER DFEFR
R B=
DFEYSEEER (FELTE/7O0—FH)UINE) 5% (CIBNSInfusion reactionld fllaA EESNSERET
EUB. TN DREPHENESLTVDEEZSNTLSH. FRIFRETH .
FER-BAFTR
YR I VT ESTD FIENBBEESIOMAABIRS(CHEDInfusion reaction BHEDIER-SAFTR
- B -IR0L. &SR, B8R . . sHFE W BB B\ B2 . AR T 580k, (IR . (mE. BBEVFEE. M
BFE. RIEFE.[REXER RBERE. FIRAD. iR (BEME- 7L IILF—%) GEORMERFEE. K.
SRR 5
« COEFHMGBEYEDRIEMEIRE LT KU, % Bk EMZ . 2 DR BEEALH. YN WIFEIZER. &
AR . SEER BE ST 55D 1IE6<5A OBPFEOLON RO FEE. RE ER.SH
HEOHNBDZENH D,
YR I NV T BTN FIRNBBEES IOTN ABIRS(CHEDERA]
MR EEYROZESE -
HIBFICE FTIERIZ VBN OBIBRERILEEIDEH . B IhRE. BT HREE DHEER®
DENEZY— BRRABELYNIEDEEYRNNEEBDENH D BEHICHSH UHEEMU.
WD TEERATEDEDICTDNENH D
BEDONOESHOER | AFRSDOTZI) 7 RS HOZBERNEHS5N 5.
- BEDKREEE
BEPREER I CH VT AR/ L —HBEI C RV FIR UEREBRIGIEVL I NEGrade 2R THo72EDD . DA
B/ L= HBE K —EDHEIRERTHEERILN58HOSNTNDE NOQARBIDERE D Thadt Y+
Y CBVWTEEOEEIERNEIRINDIR T THEEEERT DEAE/ L —FHBEHIC K RERIGDFER
MEESNDEHDSEEE L,
< BFL. RS- FEIR OB X (3IEIE
ERNEIERFERICBV T AEBEEDRRERHEE CIBRVETL. KB - HHE DS X (SIBIE(C B E T DAEH)
HAGI(EE26. FEEE 2. 2022F 381688 R) HESNTH . L—HFHBEEBLLICH W T ARSI
FREX IHEBEADEEZHEDERZ T ORI DEEHIC AL DEEDIEEBEDIREDERDEL, S
B IBSEOEROESRETDIITODENHDENSRE U,
BE PR EE CEY B/ TatBaER (RM-1929-101588%) R O'EMEEIAEEER (RM-1929-102588) ) TlE. 374141
(7.3%) |LBA, . REEBENERHOSN TV SH . BEEHNGrade 3L EDERROKEBEEDARBERNSE
TRV EERBR(IERDHSNGH DI,
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(2) ZDADRIER

11.2 ZOMOEEH

20%L £ 10~20%Ki 10%=Ki
amme | EFSEW |HETE. 2. ERSAT| WE A
. e o W I . 518,
ShEE N I B . . R
e _ R S RBRERS. SBREREN. MRS
HBHRUK MERIES 12 Bk RS
MEBEO >/ A= A
TN 6] OREEsR M R
.
BEER SEEL . Bk RE R ALT (GPT) 8710
ZDfth
=T

(A#5%)

11.2 20OEMER BERNSEHEEER (RM-1929-102588) KR OVBSEL/Ta858 (RM-1929-10158R) TA
B DORENUAE TEASNIZBRICRRULCRIER TEHAIFRIRL TV 2BIERESIZEUIZ. BIFER DR
EICBIL T3 ERARFER CARIDASIHE TH2640mg/m*eis SSN/IcRE ICHRIEUIC2aER D FIR
WL MR
7F vy Z2640mg/mHAE SO 2EHERDRIRIRST (£364l)

PT (MedDRA ver.21.0) [All Grade[=Grade 3] PT (MedDRA ver.21.0) [All Grade [=Grade 3] PT(MedDRA ver.21.0) [All Grade[=Grade 3
2EIERA 31(86.1) | 15(41.7) |IFIRSS. MBS UHREIES EREE

— 2 EEES L0 SIAIDRE OFPIRGER 4(11.1) | 000.0) | mrzmEs 1(2.8) | 0(0.0)
EFERMIA 8(22.2) [4011.1) | BHk 2(5.6) | 0(0.0) | FEptEHEL 1(2.8) | 0(0.0)
PAE T 6(16.7) | 102.8) | smE= 2(5.6) | 0(0.0) | ##EEs 1(2.8) | 0(0.0)
) 6(16.7) | 000.0) | WwEZE 2(5.6) | 0(0.0) | F@JIaioRhE 1(2.8) | 0(0.0)
EFERIEAE 5(13.9) | 0(0.0) | IRKEEzIE 128) | 00000 | ®FxIB 1(2.8) | 0(0.0)
HEfS 411.1) [ 000.0) | mREE 1(28) | 0(0.0) |MBHEASIUESHREES

RS 2E 4(11.0) | 2(5.6) | F&Esy i 1(28) | 00.0) | %&hss 2(5.6) | 0(0.0)
REHETRE 4(11.1) | 000.0) | WwEHMm 1(28) | 0000 | B 1(2.8) | 0(0.0)
fEfR 3(8.3) | 0(0.0) | =6 1(2.8) | 000.0) | 7L 1(2.8) | 0(0.0)
FH 2(5.6) | 0(0.0) | mAsMkEEE 128) | 12.8) | HEkRmm 1(2.8) | 0(0.0)
EFEBAIIERR 12.8) | 000.0) | wmaEmE 1(28) | 0000 | FFE 1(2.8) | 0(0.0)
I 1(28) | 000.00 | =5 1(2.8) | 000.0) |BRESFIUTERE

BE 1(28) | 000.00 | &F& 1(28) | 000.0) | hroomz 1(2.8) | 0(0.0)
RIE 1(28) | 0(0.0) | mwkE=s 1(28) | 000.0) | #=E 128 | 128
HEBEDRAE 12.8) | 1(2.8) |mFr@aE OEh> Y9 1(2.8) | 0(0.0)
YR 12.8) | 000.0) | 75273 /h5VR] e | g0 | IEEMEE 1(2.8) | 0(0.0)
BhEE 15PN ) T | mESEO U SREE

B S 5(13.9) | 26.6) | FRIXSHYVETI/N 4 s | 000) AL | 383) [ 1(2.8)
OIRPIsE 3(8.3) | 2(5.6) | F¥ARIIS—THEM : © =

HFE 4(11.1) | 0(0.0) | #ERED 2(5.6) | 0(0.0) | A& 1(2.8) | 0(0.0)
Orsk 3(8.3) [ 1(2.8) | mepL7F=2EM | 1(2.8) | 0(0.0) | REsEETiE 128 | 1028
BT 2(5.6) | 0(0.0) | MELF 102.8) | 0(0.0) [rEwmE=S

SERR 256) | 000.0) | y=ZLIILMTZR| 10g) | 000) | TE 1(2.8) | 0(0.0)
BB 2(5.6) | 0(0.0) | 7z>—tiEM ) ' TR 1(2.8) | 0(0.0)
FoE 1(2.8) | 0(0.0) |BH. BHSIUFMEFBEOHEY BbLOREES

T 1(28) | 000.0) | fEBERE 4001.1) | 2656) | BER | 2(5.6) | 0(0.0)
OEER 1(2.8) | 000.0) | mEmdm 2(5.6) | 128) |DEES

R 1(2.8) | 000.0) |BE.hE6I0NESHIE BERR | 1(2.8) | 0(0.0)
OFERTRER 12.8) | 000.0) | FALHESER 1(28) | 0(0.0) |FrBERES

EEE 1(28) | 000.0) | &&iEE 1(2.8) | 000.0) | FrigaeEs | 1(2.8) | 0(0.0)
SOEHEE 1(2.8) | 00.0) | m@EgHm 1(2.8) | 0(0.0)

FES LUK THkES MBICEBZBD 1(2.8) | 0(0.0)

B 5(13.9) [ 0(0.0) | MBCL2%mE 1(2.8) | 0(0.0)

e 4(11.1) [ 000.0) | A—<BBRE 1(2.8) | 0(0.0)

SRR 2(5.6) | 0(0.0) | Rl&HHE 1(2.8) | 0(0.0)

REE IR 2(5.6) | 0(0.0) | lstim 1(2.8) | 0(0.0)

SKARBEIE R 1(2.8) | 000.0) |fREipLURERES

WEREBREE 2(5.6) | 0(0.0) | ik 2(5.6) | 0(0.0)

REES 2(5.6) | 0(0.0) | {EX7 =S AMIE 1(2.8) | 0(0.0)

TLILF—ERIER 1(2.8) | 0(0.0) | SHLTAMIE 1(2.8) | 0(0.0)

ZOEREE 1(2.8) | 000.0) | &HUDAIME 1(2.8) | 0(0.0)

2RI 1(2.8) | 000.0) | {EFNUTAMAE 1(2.8) | 000.0)
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9. EARBRERBRICNIFTHE
RESNTULVERL

10. BE#ES
RESNTLEL

1. BALOER

14. BHLOIR

14.1 EHRIBRREFDF=

14.1.1 AENFHRUTERLUBW S,

14.1.2 thDOERIEDEEF LBV &,

14.1.3 ABNFHICARLTERDO T BIERE. BEBEN. H2V IREBBAZ BT TRET S,

14.1.4 BEEEOERFE—CRY U EREZDKRARITECHICERET DS,

14.2 ZHRIESEOIE

14.2.1 AE|EHICALEBRD T BISEX NN —CrilEs £/ \v I ZRE I 20 ABIDKRSZTOER
BOREHA—T T T1URETEDIE AR DR S DRI 25EFEXNN—TTF1>Tr
WI— Fai—TEEWET D&,

14.2.2 0.2X(30.22umMD1 > 24 > 71\ I—=FRT D&,

(BRE%)

FESEIO—REFEECH UIc. A IHBRZM N HDERITH D ENSEFB/RFOFEEIE. EHE
SROFESEEELE Uz, £ I /NNTBEMRTIRYBNSENDEN DD ENST 2 TTT1ILI—D
fERA%ZECHE L,

12. ZOHt0FER

15.1 ERAREERICE D15

AHN T DIMAEENRDONZBEDEIE(F9.8% (4/416]) THY . ZDSBIBICHVTIE AENITHT
SPFHINEZFRDTZo

(FRER)

MtYEI 77 HO908 TR OFRIRIRTIE. TR TOERRRERICH VLV TRRSISNZ MY+ <7 4090
N ATADFHEN TIRE T o7z E (364 DDE.4H1(11.1%) THEYF Y7 0908 A EHSIN
1o FEBIBUIBRENTWLDEDD . SEIBHRE L CELH L.
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X. FFERARESRICEI I SIRE

1. ZEEEER

(1) FETHR
VI SRR RS T BT VISR
() R FITH R
BIROR S MEIEHBRIEIEL TLBLA I VOB S IEERBROTHHES EHAAALCLPERY LS
MBI R LRI,
REMFEHROFHEIEE ZHAAATZGLPERS AR (L)
BYE I
IR (T2 RM-192912 58 RS
R A
- KN =71 L 40 (F80mg/kg & 2B T TE | o)y
DMEFEE 36 (51810) BRI S wEEL
PIRBER A
(3) 2 DS
BRI L

2. SR>
(1) RO S5SEER
LYFIYT HOY0HYFRIDADTFEBRD 7 INEGREE CHDN . MEPICFETE7IT—
PICR  BROFTLBEZNPOEESE T BIR700DER 7 )L A > B (IR700-CO,) EL THIAD St
I 2EEEN Do ZZ T RM-1929K U IR700-CODEOIR SEBMEC DV TEHEIL,

BOigS5tHEEE (L. SV

AERDIER

e
(L25)

RM-1929% 58

TER

RM-1929

GLPIEE SR
(Flimstsa)

HEHZT1F)
jus

32mg/kg (IBSRDD
MTIERTF35mg/kg)
z=1. 8N TCERmE
RMig S

- RSB EREF TEREBERNERD

snic

GLPEMAFER

gD =T 1)L
36[L (&18[L)

40%21380mg/kg% 285
D (T CE ORI
5

- fREMS 1 80mg/kg
- 2B DS (—RURREER SR BR

R RIS FIRE) €SO0
FTNOEE - RETHLRS(CEE
LUIeZ1E(EERD SN h o

- DEDHEN R OENEEDSIE

AN15HBICEIRULI-ERABED
MTRDENT (BENBED
25% K01 5%E18)

- DEMABROEY TR OREDIE

WROENEEDEBEHASN
9 EET HRIBEBF TR &
O BHREICEDDMERE
REICEREN HONBH DT

53




HERDIERE

e
(L25)

IR700A)LR> BE{E
(IR700-COy) 58

TER

GLPIEE SR
(Flimalsa)

HEMHSDZ YN
200t

2.6.7.8¥(F26mg/k
= BRI RIRIZ S

(0]

BRICEEFETIEEISND

HHEREASNEHDTE

- RBEX([EIERBEADDIZREDE

EA—EECHSNTE

- RRUBEBOREN—BIECHS

NIZH R 5% 2405EE TICFER
ey gRAVA Y/

IR700-CO,

GLPEAFEER

MEEESD S
80Pt

10.30X(%100mg/k
= BORFIRANREIR S

(0)9]

- |EME  30mg/kg
- 100mg/kgBDALATET (3

UC: BT 10T @ PhEER.LITN
HRERIGFREBEBZENICFESN
TULV7EWY)

- BYRSICEELIERIE - EE.

BREORENUBER (1588
FTICEDHINISIER(ICOHE)

- —MIREEDZ{E © 100mg/kgEt

TEENMEE T RO FER T EE)
(OEMFBRBYIC(EERDHENT
W7EGY)

-BRRREZNEL ALTRD

AST EF (158BFTICEE)

- REEBFHZE(E © 100mg/kg

B CTN\—5 —RDRIE R OIEFE.
IR AHADOKENOZE L. 18
EREFEMOZ 4 . FEEIRAAE &
OO DIIEMROZE 1 (B 145,
BEY - 15HBICN—Y—RD
BENZEHENT)

2) R ERSS MR

RERSHSHETRIERL TVEBV AFIDEBRIRS AT 21— LE1ER S THY . ENRUBY TOEY)
BETOT7 1K FEEREEHBRORSHEFEO TS E TN TREEZEASNS. BH MR EES
EDOFEEEARFHICBIT 2R (ICH SOHTRST >  EREAEFK000451 S [FM22F6H48]1) ICK
BEBRIRS AT Y 1— I H3~4BEIC1 ERSOMBEBEEDGS FERRE SHBEE 1 TRS5TYO
ERRE B E S CE B ENRSNTLVD,

() ELEMEFER

1)IR700-CO D ifiEma AL\ BB IFRAZ EER (in vitro)

EIREREEABCHUVTIR700-CO(OYIESC71020-03) DERF M= RET Uiz EEFRMEHER T
(FADDHXRXIF 7A@ (TA1537. TA98. TAT00K U TAT535) M (C 1 DDREZEE (WP2 uvrA) %
EALIz. Ca/MgZe 2 F WS )Ly - PBSICBHELUCEE2.5mg/mLDIR700-COEHK . HESR A ER
(CIFRE.25mg/mLDIR700-CO 8K ZE AN THELTERUIZ. ZERMEER(E Aroclor™ 1254
THREUIZYNFIEDOSONEE M ERDFFE TR OFEFAE N CSHAE3mMEMmU,
28R ERE TIE. TATO0ONRUWP2 uvrADE#ZAW= L —NAIZL . IR700-CO,M1.0.5.0. 10,
50.100.500. 1000%0'5000ug/plateDFET 1 @HEL. B—FBOTL—N£37.000/L7 2
DH7Z307BERF UIZBFOBN Uz, ST L DRIE (BENKIC—BPEEU/RHZ8EL. LEDIRAZ
307 BRE U/ZZBE(CS5000KDEREHSHI37,000/L 7 ZADFEFRGY) (CEEH ) e ACHE M L RFHE
TROFEEFE N TRBRYEERDSNGEH DIz HICEDMETIRETHRWVES. LWITNOEK TSN
(65 - Background lawn 0/ X(FEFZEEFHIOZ—HOED) [FERINGH oo KBE(C LD
MEERREDZE WP2 uvrADRBENEMHELRIEFTE FT50ug/platell FDRER UK BIEMHLRTFE
T T100ug/platel EOAE. TATO0DAHEEMEREFIE PR UIFFE NMIHF2500ug/platell b
DAE CHlEs N REINT,

HICKDMRIRETHRVEEDOEEFMHER(E. IR700-CO,M 100, 250.500. 1000, 2500% 05000
ug/plateDAETTL—NAICKWERUIZ. LHIEH ERFE FTROIEFE FOVLTNOEK COILER
YN (S HERREEME(FERD SNED DTz, RIHER D HIERE R AHEMH ERFE P ROFFEETOE2TOH
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MEREM CRRIEERNEONTZEGE U,
HICLBEIREETOEER 4 ER(E. IR700-CO22.5.5.0.10.25.50.100. 250/ 0'500ug/
plateDABTTL—NAICKWERUIz. RBHEMHEREFE PR OFEFEE FOVLTNOEKR THILEYIG
SOENBH DI MR (E AHE I ERTFE N CaBRERTA1537M25ug/platell FDAE. AU
SEMHERIEFTE N CHEBEMKTAT537RUTA100050ug/platell EDBAE . RBENEHELREE FAD
FEFE N CHRHEREMRWP2 urvAD50ug/platell EORE. BB LRIEFIE N CHBREHRTA1535
NUOTA98M100ug/platel) E ALHNEMHLRTFIE T CHREREMRTAI8(D250ug/platel EDAE. I
VICRBIEMERTFE FCHRBEMTAT100KR U TA1535M500ug/plate DFIE TERER SNz, KICERE
SNOBERMROBFREZEEIO_—HEE I CBESNAVBSENRBORFBZEREIO_—HEEETHo
I2o UH U RENEMHEERTFE N CAHBERTAT00DBIER BT L —RDD52 7L — NI FHEREHF AR
MESNBH o7z  BELEEIT O JICKDIREE TOHERERTA100DHEEREER TIE LY
gEINAH . 50ug/platell_ LD R TSSO SN, BERSN MRS UL BH
ERREE HICERYE(CIRESIN/cEEMBackground lawnk U/ XIFEREZEEFH IO —HOHF
INCER BREISRRAN DD EN TSN,
WITNOINIBETHWBRYEREICLZERZEIO_—HOF G BERRE &L TEINLEH D7,
2SR OAITELEL RE N OFFBRE DKM TRBEIE LREE FNOIFFE FOETORBREK
(CRRMEHSRNBONIZIZEEE U,
TBEN BN O BB DT —9 KW RBEEIHLRFE FROIEFE FHEEMEOER R MER
HI2AHBROZLMEERENBY) TH D EN RSN,
BLERN AREBRZEHTICHBWVTIR700-COLIFRBEMLREE FMRUFFFE FTRAIF T RAEK
TA1537.TA98. TAT100K U TA1535. T KIZEMWP2 uVrAICEERMEERIEVEEZ SNz,

2) ENREIMIZE ) >/ VERZ R WD/ 5L ER (in vitro)
IR700-CO, (OYRES C71020-03) S RMEHNEMELRFE FNUOFEEFE FCERRMEMm! >/ VERE
SE0FRE (40FR) R OREFRE (2485R8) 7 > FaNR— NIz &SN/ BEER IS DV TR Uz, Ca/Mga =%
BWS LAY - PBSICARUIZEE12.5mg/mLDIR700-COB K ZE ANy I AELTER Uz, B NRAE
m')>/\ERZAroclor™ 1254 THFELIZZY MFIEDSORHNE LR DTFIE PR UIEFIE N C. Y
B SN RYEN (HBERBEMLE Uz B DI XF )L ZILARF T RBE1% (v/v) Tholz. S
REARBRICH(TBIR700-COMEEIF.0.977~500ug/mMLTH) . REREFICHAT T > ZTHES
NTUVWVe SNBRE T TIBH Y NI UL THI37,000)L7 ADF% 309 BB L= B 6B L7z, HC
FEMEDERICENST (BENHIC—HIBREL/EZGZBEL. LEDRIFZ30 BB LIZBEI(C
5000KDEREHSHI37,000/L7 ADFEEE) . WLWTNDILE TEMERYE DRILIE TILEA) FERER
INBH o, AERTHBR CORMRICEDE /W CEODNIZNRERF . 0B T62.5~500
ug/mLOREEH TH o7,
HICLBDMEDBRICEHNST RBFEHEERDEFE FRUIEFE F LT NOLE TCHMEEENR UL
B FEREINBD e, LIED > T/ DFHIIC [ B SNZ3DDOEEBED 125,256 10500
ug/mLICHAT > ATHBEIN TV DRERE) MBIRSN/C. SUBXRMH TOBE FICLDMENDH
MOMmEM) XIFVBRE TOBMERIR (ISR DMEEU) 2 ML TBELEEESTODV/I\WEAREDER
([CDWTEMTUTz . I\ S =R T RE CHNIFERE X721 2000B D 2%l & #i52 L CsHiL 7=,
WITNDORBREH T TH HBRYE CUBSNIBERE BENBOIZERDE T\ WaeH I 5115
(S—tN) (T2 EER EREEROSNAH oz (Fisher's Exact 1-Tailed Test) o BIERFREE RO
B RBREBDER L BB EREFEE TNOFEFE T CRBARERFRENORBAHNERFE R
R8T D5 RN FZ MM EFREA RSN,
AEEREM FICHVTUIR700-COLFRHEMEALRDIFE N UFEFIE FCTENRIEI ) >/ VERIZ/) &

FBAELBVNEZZSNT,
(4) DA SRR BR
ICH SO RS TRV A ARMESERFSERL TV,
(5) B FA 1R

HIEFRAESMARIIERL TVEV . BH. GLPERS MR ICH T DMEEN =717 DETESS DFRIEMHEH
PHREHS . RM-192918 5(CET 2R (FERESNGH DTz,
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(6) BFrRIE M ER
BEHOBFARIBEREREERL TOBWS NT1FT 7 /00— IAEERDIFRRICH (D2 T
(ICH S6RT) TR EBEAF0323551 S [FPR24F3H238]) (CELT.GLPEMASE M EBRO—ER
ELTITo72EC A RM-1929% 8 S UIEBIYI DR SEBALIC RS CRIELIER ELFRH SN H Dz,

(7) FDDYFRE

1)ASP-1929% A =71 )LICE O CRARMNFF IR 5 UIc B DA IC KB FIRIRREIC U B S DIEES E 2 1L
D&Y
AHER(F. ASP-1929%40mg/kgDRE THZ 71 LI 1 205 RIS IR IR 57% 1 BT o7= & ICE i
ROTKO771 )\ &1#%539 27z CEfELIZ. 8 5WB%ZDay 1&UL. RE5# 2438 B ICREBEZT
WIREZRITE Uz, B1EiBR(FDay 29(CERDI=DICKEEIREL TR T Uiz iR =711 (5E8&I(C
EARIHa)) 45 E BRI CER U #HERYEF1 200 A T 1 ER S5 U,
MRNOBBIERCLU T TKUERRBIEDERR RS RT . B DETERR . USBRR DT AE . 1B
2. RFEREE . EELZIRE . MAFIRE OREREE. RIRE. MO R EEROREEBZIRE
BRI, TKY > FILEDay 1HhSREERIAL IR SHI 18559, 2.6.24.48.72. 168K 01 926%
R | TR T= o RESRDIEE > 7 )LEDHT L TASP-1929BE AR HT=.
2TOEYPHETBEUCRRERNOY > TIIRNE TERFUC AR BEHE. RRZHRE . RIGE . EE
TRRBE(ICHEBRYE(CEEURE(IASNED o, MR FIIERE FEEERE T PIRE FIEEIREL 1>
JNEREL. BIMBREUN OTEBEREY) 6 ON CERIRRIERHIA&E (AST . L7 F o+ —E. 707U RUOA/GL)
([CEMHOSPEEDELNROONTA . CNSEFERT —IDNEHANIFESRT —IICLHRIGIVET
BoT=T=th B E B INAD T, IR700DEEFAETEEBL AL TlEEA STz, HETERLINT
NDOEBAIEARIRHTRE(FFRDHSNEA DTz CHIRBET N O YHARIEBRELAL . KIRBBEINIZED
HARBBAI TDASP-1929(CRHE L/ RIBIEHF N b U T OREICEBEESNIZ L BIDERRERLICERDH S
NI E—HU TV ST REEDHDBRERRE DBEFEMEHRIC. REND/ XIFES LR OB S
fRIBTEA RSN,
BLE&4) ASP-1929%40mg/kgDARE TlH =71 H)LICBERS (1209 BE RS ERS) Lized
2. £ EEMEROONEHI,

2) A DZ & EHE

NNO—ZKAFRM-1929RFCZEN DRI TV RM-1929DEERIEEEAE (640mg/m?) (C
HIFBNNO—2KFY (1 ERS5E - 317mg/kg[19.008mg/day]) (FEZERRYE L TOERHH
(NN\O—=ZKIYDTHRAERE - 3.6mg/kg : 216mg/day) z LBV FAYICEEHET e
SZEMFHE T o7,

RoNO—ZKIYP DT HEREREL T IYIAROZYNDBOERRAE SE 4R YV AD 2 BER S E
R NZ7IFILD26EEER S EMHRGECENHR(ERERZEAR LABREB KRN OV LR
BR) =T FILDRE - BRIBREELOCHERTIN O HERDOFAE (ePPND) (LB B BN EESNTLVD.
BOR SHEMEERICH(TDHIEOBILE(F1000mg/kgZxiB R TH JB LIt HBROGERF2METH o7,
N/NAO—RKNYPDOIAR ER S SR CE RSO EAREZSHEEL T1000mg/kgE TV
A2 BEERR S UER S5 DB MEEEROSNEH Do HZ 71 F VBV 26BRESIRIR S5,
B CIE A/NO—ZKAELT181.6mg/kgDAE TR 0. 26 BEE TR S SN FEHIEASN
I —RAER A E BEE BRRE BT R URIE R F IR BT S (CEHELICE M IR 5 nEH o
oo F Iz MEMEATERS M OB/ N DA (CEE(FFRDSNIED DTz N/ \O—XKF Y%= 181.6mg/kg DA
SCETEHER20BNSHEEFTH=IHILICIRSUIePPNDERERICH W TE - BRIRFE HE . B4
BOERF HEROBRENUOFEECKEFSRDONGDI D/ —A M/ \O—2AZRIRIERH Y ANO 71 —F
HF(THAE(30.000mg/day) CRERSUERREER T3 [MEEF 7 )L I—XREDEN G LF RO RYE
MEHE AR SNED NN\ O—RE S(CEHEUCEEBR(EFRHSNEH D1,
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2~8CTREFTBDE,
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ISR T D& EHEARDIZD AHSIAFBICANITINETRIFIT Do

10.

11.

B EZHBIZDNATINIT N IRICHASNITRETHEIC ATV S,

. BERTEM

BEOTEEZATR : BU.<FTUOLEY @ B

BEREM | [7FVIILY I A AT E L — P RHIC R DBEEZ (T BESAN~RERIEIC DL T~]
(RMPDURT&RIMEEEIDIZDITIER SN TV D ER)
[1. T2 (CEITBIRE] [XIL. % 2. ZDOAOREEER]DIESHR

B—a7 - el
B%E  ©YFI VT BLTHEIRR) . RN T (B TFHEIRR) RATOVIY T (B FHERZ) ROT7
Z>('°B)

. EffsEESF AL

2020%9H25H

. HERGEASFAERURSRES . REEENSFRAB . BRFEhHsFEAE

SLEIRGEAGRE AN 1 202098258
HEERES | 30200AMX00942000
HMELENEFHE : 2020F11818H
ArFeRweFRE  2021F181H

. FIRER IHFRIEN. HiEMU AEEEEINFNEAERUZORE

B2=]922NW

BEERR. BIGERARFAERVZONS
ZHLEL

BEEHRE
2020F98258~2028F9H24H (8F[)
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12. IREHEHIRICE T 2158

AN IR (D) 3R5) B ICBI T DHIRIEEDH SN TULRL,

13. &J—K
BESDSEMEENE | BHEESI—K e Lt N
EERI—R (YJO—F) HOT(SES S EIN- T
42994061020 4299406A1020 1991109010101 629911001

14. {RBGAGT_ EDER

REF1117 B35S (HH25118178) EAEA OZAM (FMEZE) D—EBUEFIC DOV T ERE)

REFNDREEN FMRICEET D ERIC. [MER A RBEZDRENDGEN TGS EICEINSD
BEZBET DL ERHSNTLED T AF DRSS HEE MU BBz 2 BRI HEC5H

ITBDE,
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Xl. 3Z#k

1. 5|AZ#ER HRNERES
1)#AER 1 RM-1929-1025888 (2020F9H2584GR. CTD 2.7.6.2) _A&GREsHIE R AKBB-R0004
2)HWEH | RM-1929-1015188 (2020F9H258#ER. CTD2.7.6.1) _&GRESsHIl&E £ AKBB-R0O005

3)Mitsunaga M et al.: Nature Medicine 2011;17(12):1685-91 AKBB-R0024
4)HARER | ENEGFRIARICH T HRM-1929NDfE & IHRAIME AKBB-R0008
S5)#AER | ERNNO T AT ILEGFRICH I SFE SR AKBB-RO009
6) tNE R | EGFR 7 )UmECH I DRM-1929D1ER AKBB-R0010
7) &R} | EGFRZTT UIoRERRIEsE 28 9 2RM-1929 D 1EH AKBB-R0011
8)#tAEHR | RM-1929(C kB F kRIS S (ADCCO) 1EA AKBB-R0012
O)+ER | BN UEGFRITRZFHIZL TL\SHERRADIER AKBB-R0013
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13) &R | RM-1929BENUN T I ADOHAENUMEEKTE AKBB-R0016
14)HNEF} | BESRETEEMRRA O T SRMIRERDFEE | RM-1929AULcA6ED®RE  AKBB-RO01T7
15)AERL | RM-1929MD5FM4HFED/ZH DIURICH T 2BRDLEEEE (DAR) AKBB-R0018
16)HHAER | 77 NAEBADO0NMODIDZEE AKBB-R0019

17)HNER | TOREEBIEICHITHNANAEM (202098 258#ER.CTD 2.6.2.2.3.1)  AKBB-RO007

18) &R | BRIKCERT DL~ RAT AICLDRM-1929ZFVVoEE | YUREERIEIC  AKBB-R0020
HITDTEEEME

19)HHAEH | BRAREIEFERRM-1929-10258% (2020F9H 25853 CTD 2.7.2.2.2.2) AKBB-R0001

20)Fracasso PM et al.: Clin Cancer Res 2007;13(3):986-93 AKBB-R0025
21)HRNER | BRAREIEEERRM-1929-101588& (2020598 25H#ER. CTD 2.7.2.2.2.1) AKBB-RO002
22)HARER L )LEBEORSEMRER AKBB-R0021
23)Nanney LB et al.: J Invest Dermatol 1984;82(2):165-9 AKBB-R0026
24)Playford RJ et al.: Gut 1996;39(2):262-6 AKBB-R0027
25)Yano S et al.: Anticancer Res 2003;23(5A):3639-50 AKBB-R0028

20)tNER | BEARFEIEHER:IR-700DEYENAR (20209F9H25H%FR. CTD 2.7.2.2.2.1K%0°  AKBB-R0003
2.7.2.2.2.2)

27)7—EIv I ZACFEGHE100mgEFRX
28) HHNER} | R MHERIBHER AKBB-R0022
20)HANER | BT AKBB-R0023
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