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KFR] HEiF. BRHTELVA FEMTE L, Eniahid, —XIEZRL
FORF-RRZEREEESATVLTE LV, BB, Hik TRIEKE Bk
C TIVFIVE. PILSZVE, TILFZE, o7 IIFLE o007
WorZIVE, »oa7FIE 7Y-—INVEFEZEUCHITHDE, U T
RibKFR] ZEORBERFHISFICHR I N, #HRRIEKREDRE.
BE1~20, FELLIEFT~15, BIIFFELLRET1~12THY. BRK
RIBKZEEDIFE, BHE3~20. FFELLIE4~15, BICFELLIES
~12TH?3, 6. FIRPRLAWVWERY ., HEX IKIEKER] EO—XIEZ
L EDKRRFA. FREOBHRETERINTVWTE L, RIEKEDNO—X

p. RTagld, TENENHEWIIA—-—TH>TH L, ERDT

i
7
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[0038]

[0039]

[0040]

[0041]

EZU EDRERRFA, MBUIS CEEOATORFICEZTMA ST TW
THLW, ATORTFOBBERFIRINAVWS, fl& LTIERRET. B*R
RF. MERF. VVEF. TARREFELET LN D,

- BRREANE. ERERELFFVE ERBANVRZILE BREFF DR
ZVE BRBEANRZLFFOE BRRET7I/E ERRBT7I/ AR
“IVE, BREBHIVARZILEBRT IV E BRBRERFA—ILE BRER
IWRZIE, BRBAFVAIKZIVE, BRBANKZIAFOE,

2T MERER] EiF, BATHELVD, FEAMTHE L, VI IIEE
 XRBZUEDRBR-RRZER/EEEATVTHE LV, REFMODIZE
FEMHZAELTVWTHEVWRSTELL, Tk S ERR] ERFBERAT
FEBRATEL. BRADBALIIBEARATEENMIRATEAEOR
ATHLW, HZ ERE] EORBRETFHRIIFICHRI NGV, BF
SPIE, XiF4E, XIFSUETHY., o BE20LUT. XiE1 50
T, XIE1T2UTTHD, 5% HRR] BILSEINEIATORFOEEIZ
BRI NGV, fl&é L TREREREF. BRET. MEERTF. VVETF. 7
1REFENETONS, ATORTFOREBFICHRINAWDS, BE 1~
8. HFELCIET~5, BICWFFELLLIE1~3THd, Y ERR] EN
2UEDATORFEZESUHES. CNODATORFIEEWIEA—TH>T
H L BRoTVWTH LW,

F/o. FIRROBHRED D BEROEN, TOMBRTYEILZHEEHEF
BYZRYICEVT, BICRIEOEREDI B 1 XIZ2ULOEBDEICE
YEBBRINBRESL., ARBICHITZ IBRE] L8Fh2E0ET 3,
BB, HIERENBERELET 2HE. TOEKE. T OMBKRTYEL
FHEENTFETTLARYICBVWT. FIREI MRV, T, BHOERE
BBEETZHE. CNODEBEBREIFIEWCIA—TH>THLL, E4>TW
TH LW,

—BR L ICBVWT. BARY/ XIZEBOFEGRRIEKREIEIEERSE
REAENERELET2HE. BREOHII1DTHLWA, 2DLULET
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Ho>THLW, BARY / XIZBBOBERRKIEKREXIIFEHRERER
EN2DOULOB#MEAET 225G, ChOoDBREREWIE—TH>T
H L BRoTVWTH LW,

[0042] —f&xL1ICBEVT, BARY /XIIRBOFBEHKIELKREXIEFERE
REBERAEHNEBREAETRIH5E. ChH0BREDIB2UEFEVCES
LT, BARV/ XIEBEMEETIREEKALTVWTE L,

[0043] —RERICENIE, AREBOERMERMICE T 2EEFMERDIE. UTOXR
1 ICEREHDOLEMOFHISBIRI NS,

[0044] [3R1-1]

fR5e& BRFT A
w5 | tans (XIFFAFEI—F) &5 feans (RIFFAFEI—F)
1 serabelisib ART-001 21 pazopanib JARJIUR
2 axitinib A543 22 regorafenib RAFIN—H

3 afatinib AR 23 lenvatinib LoE<

4 erlotinib EII0 A 24 lapatinib BATIT
5 osimertinib BTV 25 ruxolitinib TUxhE

6 gefitinib ALyH 26 encorafenib ES7hE
7 dacomitinib Eor7nm 27 dabrafenib RILT—
8 imatinib FYRwy 28 vemurafenib TILRST
9 dasatinib AT 29 ibrutinib A LT ILEH
10 nilotinib B+ 30 trametinib AF =X
1 bosutinib Ral)7 31 binimetinib AORE
12 ponatinib FTADINLYT 32 abemaciclib RN—T=F
13 alectinib 7Lt Y 33 palbociclib AT
14 entrectinib oxXYy—kL4 34 quizartinib Hr N4
15 crizotinib H—a1 35 gilteritinib VAT
16 ceritinib ChT4T 36 miransertib ARQ-092
17 lorlatinib a—JL+ 37 taselisib GDC-0032
18 sunitinib A—T2k 38 dactolisib BEZ235
19 sorafenib ROYIR—IL 39 apitolisib GDC-0980
20 vandetanib HhITL I 40 voxtalisib XL765/SAR245409

[0045]
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[$R1-2]
RTH BT
&S feans (RIFFAFEI—F) &S feans (RI(FFHAFEI—F)
41 gedatolisib PF-05212384/PKI587 61 ZSTK474
42 PF-04691502 62 VS-5584
43 omipalisib GSK-2126458 63 GSK2636771
44 LY294002 64 AZD8186
45 pilaralisib XL-147 65 GSK1059615
46 buparlisib BKM120 66 olanzapine AV,
47 cabozantinib | XL-184/BMS-907351 67 ondansetron Voo
48 tofacitinib vy 68 | topiroxostat DIT TV
49 idelalisib Zydelig 69 triamterene ~JTL
50 cobimetinib Cotellic 70 nogitecan INAHLTF
51 alpelisib Pigray 71 prazosin IZTLR
52 pictilisib GDC-0941
53 copanlisib Aliquopa
54 fimepinostat CuDC-907
55 sonolisib PX-866
56 duvelisib IPI-145
57 umbralisib TGR-1202
58 tenalisib RP6530
59 samotolisib LY3023414
60 MEN1611
[0046] —RERICEINEE, AFEAOERMEXDICE ITHEREERDIE. SN

[0047]

[0048]

[0049]

DT TRV T FPIFFZT FT74F=ZT RRAFZT, PLIF
=7 NIWIRS )T AT RUCINV ) THHERIND,

—RERICENIE, AEPFOERMERDICE T HEXRFERDIE. E5NY
STRIETIRY) S TTH %,

BB, AEBOERERDIE. ChOOEFRFERZOI BRANN 1 EE
BRTEATVWTH L, 2EULEZEROHEAEDODERVLEETZATY
THLW,

—RRRICENIE, AEPFOERMERDICE T HEXRFERDIE. XFEPOD
EEEXMPTRE L LERBEZHRTLTHEST. —HIFEKBELLTWS
RETHD, SYFBLERICENE, BINDERFUEXRDIDIT—TRY Y
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[0050]

[0051]

[0052]

[0053]

FUTEELDZFEHEECEMTH>TH. AEBAOERERIHTIE. H
DNEEEREEMIr — A9 v XV TEELTHELT. EDFHOBI L
FFRETHEET 2, Ab. EREFUERD ZHFRBEOREBTHRFPICERSE
BZFERIIOVTIEERRT B,

AREAOEEMERMICESITIEERFERSOEEXRIE, EXEERD OB
e, Bih. FIE, BRERBEORBERMHICS L TEERRILELL, —
BRICENE, AFRBOEZERYICB T 2ERITMRDOSEXRIE. Flx
E2BE%U L, XIE5EBEBULE, XIET1T0BERULE, XiZ1 5E8E%
UETHY., T, PIZIE40BERUT,. XIF35EEBUT. XIiE30
BHE%LUT. XIZ25EHE%UTTH S,

BRE. AFEPOEEMEDIE, AEBOBE @M LEWEEICE W T,
p HREMDRBR IO 7 AN EBTHEEFMERDICINA T, p HikEMH
OBEBTOT77AINEBIRVWIEBIZ2EU LLOEBMOERFERD =2
ATWTH LU,

- %9 DES -

AFPAOERMERMIZ. BRXIIEROBEEET S, ARRICBVWTE
M ISE#O (B Sk, 7AbY (HY) 2#E5LE2EEXXIEROLE
1 (WbWw3TLYRTy RBE) 2BKY 2, BRICKEINZHDTIER
WA, AEBOERMEXRDTTIE. Fr2BIAEEFERSODFEICNTE
LTEETZIEICLY. ZOBRBIO7 74N p HICKOTREIT S
LD EHRAIND,

—RRRICINIE., ARBPOERMRMICE 1T 2EIE. HIRINZEDO T
WD, BEBER (pKafE) Mz IE4. 20T, XIE3. 1T X
2. 2UTOBTHD, b, ARRICHITIBEMEN (pKafld) &
. BIREEEHAIRY . KRICHITIBMEREREZRE®RT2E0E L, BD,
ZEOBOZEICTIE. KERAF V1 ENRE I N2 EEERGICE T 2B AR5
EH (WbhbwdpKa lB) 28B%KT250D&7T 5, BEBER (oK ald)
DRI LRUTTHZEIE, BEMEOEXRFTERSOTO M MEERRICL
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[0054]

[0055]

[0056]

[0057]

[0058]

. PHIRGHOBRB /O 74 V2B T 2EEFEXRD EZTRET 2,

—RRRICI NS, ARBAOEFMERDICH T 2B, D TFEHENFTEDE
ERICHZETHD, BEFEMIC. BOHTFEER. FIRINDEDTIFAEW
A, BE30LLE, 200UFTHB,

AFEAOEREERDICSITIBROEAKGIE LTRE, FIRINZEDTIER
WA, —RERICE K, U VBRI VT VB ) OB EAE. TR
JNEVEE., 7IVBE. ONJBE. TRANSF U, A B T4 3
VEERUOTIVEVBENEFONDS, —RBRICINIE, BOEAEHIE LTE
VB BEE ST VB ) VO BABENEITFLNDG, —BRICK
hiE, AEPBOEZMERMICS T2BROEFAMELTE. VU 7TV
BEREERNFEITOND, b, ARAOEERMBERMIE. INODEROD D 5
MM TEEZBEHTSATVWTE LK, 2EBULAEEDHEAELERTLEX
TEATWVWTE LWL,

—RRRICI NIE. ARBAOEFMERDICH T ZEIE. BEEIEES 2 DU
FET3LEMTHE, BUEBREEZ2 DU EETZEEMDAEIE LTI,
[REINZEDTIFAWHS, 2UEOKBELZBFT2LEM (BIZIE) Vg
E) . 2ULEOALRFUNEEZETZIEY BIAEI/T VB )y T8
CBARBE) . TULEOKBEST1UEOALREFVILEEETZEEW (
Bl Z ISHBRE) REDBTLND,

—RRRICINIE, ARBOEZEMERYICHITZBOSEERIE. HRINS
LEDOTIERWA, BIZIESEERULE, XId1 0OEERULE, XIZ15EE
%ALETHY ., Tl HIZIE5 0BEBLUT. XIF4 5BERUT. X4
OEEWUTTHD, /. —BRICLNIE, ARBOERMERMICET S
EEFMRDICH T 2B|EIEEROBOEEE. EREERD 1 EEE
ICxf L. EEXISEHORN, FIZIE0. 1EE8HMULE, Xid0. 3EEE
ME, XiZ0. SEEHULETHY., T, HIXIET OFEIPLUT. XIE7
. BEEIUT. XIISBEEEUTTH 5,

BRE. AFEPOEEMEDIE, AEBOBE @M LEWEEICE W T,
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[0059]

[0060]

[0061]

[0062]

[0063]

M IIBEOBRICINAT, 1TEXF 2L EOBEMOEMIIE#DEE A
SATWVWTH LU,
- FOKMERY v —

AFPOEFEERMIE. FKERIT—42E8F7T 5, BRICREINZE
DTIRBWA, REFOERMEYFP TIE. AIECOBICNZ T, HFHihdEHK
MR T —DNEFFERDODTFEICNTEL TEOERECHERILZRELET
2Z28IC&Y., TOBRBTOT7 74U p HICLSTREILT 2H D & #HEH
Thd,

ARARICEWT IFHKER)T—] &iF. §RTKICAHET2HEEZEY
ZRYT—ERBKT 2, BEMICIE, 20C - BEEZHTTI ~1 0%KA
OREN T mPa - sUEERTIRYT—E2EKT 3,

—RRRICI NIE, AEAOEREMERDICHIT KR v —&, HIRS
NZ2EOTIERWD, FKEOBREE LT, AILRFIILE, KBE. R
WRE, TIREZEETZHEOMBIFONh S, Hin2HKERY T —IF.
EREERD O FRICEKEREERZN L TEOBERECRRILZR/HL
L. EVWTIEZORETO7 7M1 ILORELRICESLES,

AEBFOEEERMICH T IHKER) T —DEAEFIE LTIE. HIRIN
2HDTIFRVWDS, —BRICENE, RYVEZLT7ILa—. RERY, E
JoxO0—X, ARYERY, eEROF>7OElLELO—R RYEZL
ZIaA—=) - RYZTFLYTYA— - 57 bIRYT—, E7OX0O—
ZA79NVBIZAFIIECEOXO—RABBI ATV ANIBIZATILED
Bifohsd, EFENREBKRICENIE. AREBOESEERYICE T D HKER
VT —OEAFFIELTE, RYEZWLTZIL -, RERY, e7aXx0O—
Z, ERFOF>TOELELO-RERNETLND, BB, AFKPOEFRE
BIE. CNOOHKER) T —DI>BANN 1 BEEBRTEATVWTE L
. 2EBULEAZFEEOHAEDLERUVLEERTEATVWTE LU,

—RRRICEI NIE. ARBAOEFMERDICHS T 2HKER) v —DEBFXRIL
HRINZEDOTIRABAWD, FIXIE1EER L, XIF2EB8%MUE. X
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E3EERULTHY., Tk, AIAIELT15EBERUT. XIE12. 58E%
UTF, XIF10BEERUTTHB, . —BRICEINIE. EXRFENRDIC
N9 BHMAKMER) T —DEELIZ. ERFEERS 1 EEICHT L. BHAKMER

)< —p BIZIEGEEO. O2EEIMU L, XIF0. O5EEIUL, X
O. 1EEZULTHY., /. EESEHEEIUT. XIEIEEIUT. X
X 2EEEUTTH S,

[0064] 7. AEBAOEREMEXDIZ. ARIFAOBWS %% L AVWEEICSWT,
EM I AROBICINA T, 1BXIE 2 BU EDEMOEM N IEE# O %
BATWTE LWL,

[0065] - ZOMDMmEY :

AFEPOEFEERMIE. BICZOMROKSEZEBELTVWTH LWL, ZOMf
DERDDEEFE LT, HIRINZEDTIRAVWS, VY= b=, TV
A b=, BRBETEFEKT A, EREIVO-X, bYEOIVTVT
VEQREKEE ; JORARERY, YORANMAQ—RFTN) DL, TVTY
TJYA—=LEBF N DL, BTV 7—bTY T AAO—RAILY
v LA, BEREE ROFS7OELELO—-RAZ0HEER ; A/50—2X,
FANMT =L, PEANTZ7LA) DL, YR FMN)DL TYF
WUFUBE/TVEZDAL, Y9IFVEQHKS ; RBILH. BRHE.
ERNEOZOMORMMHBESFOEND, ThEDOKRDIE. AFKBBOEEMERK
MOFFEFICH LT, BEERL TERT 2 EDARETH D, AH. AF
FAOEZRMERMIE. CNODORDDIBANN T EZERTZATVWTE L
. 2RBULZEEDOHEAEDERUVLEETEATVWTE LV, B, AF
BADEZMERYICEATEEARSOFMICOVWTIE, BlZEUnivers

ity of the Sciences in Philadel phi
a, “Remington: The Science and Pra
ctice of Pharmacy, 20th EDITION"”,
Lippincott Williams &Wilkins, 2000Z&0idE A~ EHE
BT HIENTE S,
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[0066]

[0067]

[0068]

[0069]

- BFRDEIFE :

AFEBOEZRHKIOFIHIIREINT. BOKREGAELFF THNIEE
BThHd, fle LTI, BARRAICEHIN2ZEOROKSHF. BI5
fedl. A7 EIFL BRF. BF. BOKE. oy 7H KO€) —FHZF
DEFLNZ, ThHOFFIE, EETERDCRISOBEICH LT, B
BRI T L0,

—HRICINIE, AEBOEFEMEXRYIE. RS540y THOFETHS
o ARRICBWT TR0y 7 &3 HARRAICE&HINDS T
Oy 7&ll OTFMSETH->T. RABKICKEMA THBREITREL T
Oy TEICEBRTRER. ARSI RROEZIZRERE 2E%KT 5,
N3 RS4 20y T8BAIE. ZOREN - EFHEORIPERAOLZIZFD
HmT. BICNEEERRESRRETIEREEXRD BFIZIEFART-001
C TIRY D TE) ZRHET 2HEICENTH D,

RO AEZEE DEIER;

AFEAOERMERMA2EET 2 HEEFRINT, FWIKISCELEROL
MOBEICIYEETRIELW, flAE. BHETIHBICHRLT. BEET
MR, BEXIIERORE. RUHKER) Y— HTCICERICLYBVLS
N3thOMo %, DHMOBKFZEAVTEA L. BEENSOWNEEIA
niEd v, FIZIEENEFOBEICE. ERXNEREE. BXERES OO
BRGEEBAVWTERERESWAE BN TIEL WV, FFIOBEICIK. DROEHN
FEILE > THELNZRERRREMOENY A EME L TieFlib L. B oh7zieH
WKHBIISCTA—T 14 vV aBEHIEL WV, HWIE, SRIREEZRTICEY
REYMEBERITIEEICL YERITIRLTEELTH LU,

—RICLNIE, AFKBPOEEMERNEZ RS4 20y THOEEE T215
BICIE, EXREERD. ERIIEROB, RUBHKERY v— BCITE
BICLYAVWLONZMOEDEZRERE LT, MTFOIRICLYLIET 3%
(EE [AFEBOREHE] T2, ) IKI>THETZIENTES,
- AIRRENEERORSIETRE Y 2 I8,
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[0070]

[0071]

[0072]

[0073]

RIESREMEBREN T 2 TiE,

AIED R EN M EEIRT 2 THE,

BB, EXRFERDSUADERBHEDDO—BBICOWVWTI, EFRICLY., EBR
EMEDORBESWICENSHRMLTH LW,

AFRBOBERETIE, EXEFERDZ2CRESYWEZENENT S
EICE Y, EEFERDODFORECHERBEEFE L. EXFEHRS O
FEUFIRICHREORETEREIE I EDTREELS,

LR, BHICERERNIRICOWTEANICHRAYT 5, SHRIFICERT 23
BIZFICREINT, XMOEEOBEEAVD I ENTES, Hl&LTIE
KOG I = AF =, PREEY, DoOQXYVERBIFLND
o ATH, MYFLWLEDERANLIE. K. T/ —ILELRBFLND, Ad
 INLOBRBIIAND—EEZERTERALTE L. ZBULEZERDHE
HEDERVLLETHALTE LWL, N 2BEEEREKDEREL. &
RTIRRICHT 2, FRTI2EREERICREINT, RRHOEEDERIEE
AWBZENTES, Hl& LTI, MEENE BELBSRIE REBEE
RE, BREBEREENZFONS, —BRICLNIE ERDEIE. RBIEEN
ETHDd, BRENBERFICREINT. FHTIBERCBRERITISE LT
. RFAOEEDERNMEERWS I ENTE S, flE LTIE. HEHESHE
. ERENRENE SR, ERERIEEHE. REBEENEEH. BREREN
Bfond, —BRICENIE ENEIE. GEREBEENE. REEENE
BIETH D,

Flo. LEOTRICMA, BICHBINH LT, SREERS &ZERAITER
MY 2T, ERANSCPEANREEMEZEEL 2R ENAEMED
A—FT 4 VIMBTIA—T1 7 T2TiEE. BFPHFTCRANOKXREDTRE
ZEBEMLTEH LW,

AFEPFOERHERMIE. EXRFTERD OBRICIK CTLERBPIREBORE -
TR - AMEOEMN T, YRICH L TEOREIN S, AFEPBOEEBERD
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[0075]

[0076]

DRERRITFFICHIR IRV, fle LTEE M E NUADOHILE £
Ot DEMPELNZEIF SN2, AEBOEZMEKYDIRESECHSEH S FFIC
IR TNV, BIZIETEREFERS ORI, IHSRROE. Fi.
FE. REZFICHLT, BERETHEELV, £ 2BULLOERESR
DEERICEC 2BULOXFEPBOERMERNEZ, B—WRICERICXIGE
MLTHRELTHLL, HIEEEFERDZSCARBAOERERME. Bl
DEREFUNDZEURNDOERERMEXY %, R—TRICARICXIEER L T
ELTHLW, FIC, pHIRERBUEZET2E 1 OEEEMENRD &. B
MAp HICKF LAWE 2 DEEFMERD & 2RA—WRICKSET 258101
. PHIKEBRREEETZHE 1 ODEREEUENR D 2 &FE L ARBOESEE
&, SBREMEN p HIIKTE LAWE 2 DERFMRD & 8EHL Ltk
EFEXRYE AMAELET. IThOAERRICEARICIEER L THRSLT
LW, BB, ARPOEERMEXRME DEAEGHE THREINZEREKRY
. BOBESINZ2EDTH>THELWD, FIORBTEHREINZEDTH
2THLW,

i)

T, AFEBAZREFICR L TRICFHFHMICERBYT 20, Ihnb0EkAIE
HLETHRPOLDICEENICRITOANGRE T, ARBIXNMAELRZREKT
HEINSDOERBICRE I NS EDTIERL,

[1. ART—0010p HIKEMWHRETOT 7 4L DIRET]

BRAMRp HBIETICBIZI2ART—00 1 OEBEO7741L%E, LLTD
FIRICLYEHR L, BB, 6HEREXIE 1 OREKERILF M) VLKA
BERAWT, pHE1~1 0DHERNTEAHFAE LA, 50mMY) VEREE
W (pH1, 2, 7, RU'8) . VI VEEE®R (pPH3., 4. 5. RU'6
) . RUBBER (pH9) | RUBKEBEER (pH10) IKHLT. &
FEDOART-001%&mMA. ERTTEHB LA, BEREHIEEICEEL
FREAT—EEOY Y I EHERL, 1000 rpm, 1 09BDELDE
EiFo/056, LEEFEMLULHPLCICTAELL, BREBARARERLRS
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OpHBREFIUEL. BB8%L K,

[0077] ZO#ER%ETHRR2ORICTT., COXRVSHELMRLIIC, ART-0
01k, =R (RT) ILBVWT, EpHEHT (FlxidpH2., 5UTF) T
IBHTHWVRHEEETRYT GREME312mcg, / mML~#10000mc
g/ mL) OIZFL. pHAENZICONTABESZEICETL., ®pH
ZHT BIAE e HEMLE) TIRBMMHEEEE I AW (M1, 3mc
g/ mL  EpHEETOBRMEHEE100%ETEHENEI%) , TIHD,
ART—001id BHTp HKEMHEOBWAR IO 7ML EETEI &
Dohd,

[0078] [%2]

* 2:- =B (RT)IZHITS ART-001 0) pH &AfEMOREZ

[0079]

AR
b3 = pH & pH (mog/mL)
1.04 1.33 1139
2.09 2.56 312
3.17 3.33 36.8
4.00 419 5.7
5.03 5.2 1.7
5.95 6.11 1.3
6.81 6.97 1.2
8.15 8.3 1.3
9.00 9.16 1.3
10.00 10.07 2.18

[2. ART—-001KR>Sq4>Oy JEFDAR]

UFOFIEICLYART—001DRSAOy TEE &AL 1,
[0080] _- #uFIA :

(1) 42MOEEEBLAED—<TY = b= MET7—RKY1 TV R ()

) 27 0gRkUESEtEIO—R (KG—1000, /Bt (%) ) 30g%

BE L7,
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(2) Vo (EELE (BK) ) 75 gRURERY (PLASDONE K
—25, ASHLAND) 25g%B&K600 gIli@AMItr,

(3) ART—001 (Carbogen Amcis AG) 100 g#%ai
£ (2) OBERICIMATORI B,

(4) mugd (1) OREMERBBEENT/EE (FD-MP—-01D/SF
PRI, (k) "o Lvd) ICHAL. RIS (3) OHBKRZEEL TEM L
1o

(5) gt (4) THELhENYE., 6 0CTHEELL,

(6) BIEE (5) THLNALBREOENYE 3 OMOERICL YERN L,
(7) giEE (6) TELNALEBHNHO. 25 g &I T VEKMNY (BEELE
(¥) ) 0. 15 g%REL. ARBFOEZMRAICEYTZ2EHDO RS A
Oy TEEESL,

[0081] - #%|B :

(1) 42MOEEEBLED -V b=l MMET—RY1 VR ()
) 27 0gRUEREEILIO—ZX (KG—1000, fBIbEK (%) ) 30g%
wEe Lk,

(2) VoEg (BERZE () ) 75 gRTRERY (PLASDONE K
—25, ASHLAND) 25g%B&K600 gIli@AMItr,

(3) ART—001 (Carbogen Amcis AG) 100g#%al
2 (2) OBRRICMA TR,

(4) mugd (1) OREMERBBEENT/EE (FD-MP—-01D/SF
PRI, (k) "o Lvd) ICHAL. RIS (3) OHBKRZEEL TEM L
1o

(5) gt (4) THELhENYE., 6 0CTHEELL,

(6) BiIEE (5) TELNAEBREOENYE 3 OMODEICEL YEN L,
(7) ®IEE (6) TESNABWNYO. 259, BAE (L (+) —BEAE
. BEEEZ () ) 0. 05683 gkUL—JILYIUVERIERE (EX7 1
WALRNHE () ) 0. 035 g%&RBEL. ARBOEEMEXRYICELT
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[0082]

[0083]

[0084]

ZEMNDO RSOy TEEEEL,

- BIFIC

(1) FRtLOo—2 (KG—1000., fBIbRK (k) ) 4 8 gRUKRYE
7 a=)b (EoFALLY) (d—t/—J) EG-05PW, =Z&4 3
AL (BR) ) 329g%RELL,

(2) 42MOEEEBLIED -V b=l BMET—RY1 VR ()
) 160g%aiEE (1) OREMERE LT,

(3) VB (KTI2EE () ) 120gRUVKRERY (PLASDO
NE K—25, ASHLAND) 40 g%#8K960gIliE@Xtr,
(4) ART—001 (Carbogen Amcis AG) 160g#%ai
2 (3) DOBERICIMATORIE T,

(5) mugd (2) OREMERBBEENT/EE (FD-MP—-01D/SF
PRI, (k) N Lvd) ICHAL. RIEE (4) OHDBRZEEL TEM L
1o

(6) gisd (5) THELNENYE., 6 0CTHEELK,

(7) RIEE (6) THLNAEBEOENYE3IOMOEBICLYENL, &
RBOEFEMERYICELTZENDO RS 42Oy TEFNEF,

[3. ART—001 RS540y FRAIDTH]
RIECFIETRAELEZART 001 DRSOy T8EE, LTICER
TEHEIETA XICES L, ART—00 1 0IMAEYEREERTLE, A8
C WEBELT, 0. 5%XFILEILO—R (MC ; EHLETEKASHE
METOLOSE, SM—100) K&&RICART—-00 1 2%BX /8
FEHEEL., BRICA XICHEELT, ART—-0010mAEREEMET LA

(o)

BNE. BUFRAKASHNOAF LS ~ 6D, X65RIC. 118
B EDRERE %R TS o QOB SHEBRZT o, SRFAIRSHBD 3
OBRIIC, BRI TEHRVYIHZAN) Y (VT TIRY vy FHE) #HH
N5 L TBRp HEBERMICTRE L., HBR2 ~5HBR5 TIIBERKICT 7€
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FIU (BL7 1V AN HMERARHE) Z28RNIESE L TERNPpHEZH
M~FBFIA)HICAE L, Z0%,. FEFIESHBERICSEFOZERK
DEARAPpHZp HERKICIYREL TH L, HEBR 1 RUHR2 TIIWERE
BBART—001mD0. 5%MCREBEKREZ., H®R3. #ER4. RUEHRS
TIEHENEFNRART-001ORZ1Oy JTREA~C%E, ThEhdm
g/ k gDEEETES Lk, 5%, BEOKRBEFOERIRFRIRD SR
FOICHRMm L, MWHDART—-001DBE (kg / mL) #HPLCICE
YRIE L, ZDERZ LR3I ICRT,

[0085] ART—001m0. 5%MCEEREIKRS LELHARBRDI B, BWp HA
PEERME (pHIW2) ICABINAER TIX. 54,50, SEETME
FART—-O0O01RENWT. 4ug / MLEEIGEL., TORIIRZITE
L, —A. BRApHHRME~TFILA UM (pHW8~9) ICFAEIN
B2 TlE. 5 %ICMEERART—00 1 EEIFFRE LR LAD >,
OZEDBL, BRpHNMART-00 1 DRIUCKESKET S NS
AT

[0086] —FAH. ART—001ODRSA4vOy TEHEA~CEEZSLEHKR3I~5
T, BRp HOHRME~TFT7IL A MHE (pHEHE8~9) ICRBINTWSIC
b5, BB EAREORSOFEFART-00 18E (C.) KV
/5 24REMETCONTREHBGTESE (AUCoum) EnlLik, TIH B,
AREBOEZMERMICELETEZIART-0010ORSAvOy THAICELN
. BRp HAARME~TFT7ILA )M (pHW8~9) DIFETH>TH. B
Wp HAREMYE (pH2) OBFEEEKRORINTO7 7ML EZERTZD
ZEDDHN B,

[0087]
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[0088]

[0089]

[0090]

[5=3]
% 3:ART-001 5O MEHRERE
EEEMERS BRLE Crnax T AUCq 4, MRT
BEHE B A pH (ug/mL) (h) (ug/mL) (h)
ART-001 . .
. 0.55MC RUBHTAR) 1.427 0.46 2.932 1.68
§5B pH2 +0.615 +0.29 +2.064 +0.58
ART-001
siEs0 0.54MC TPEFOY 0.009 0.50 0.026 483
F— pH8~9 +0.004 +0.27 +0.027 +7.76
ART-001
s:3 | KSqoOvT T7PEFOY 1.540 0.38 4.352 2.42
BIHIA pHY +0.559 +0.14 +1.983 *0.71
ART-001
stima | KSqoOvT TPEFOY 1.669 0.46 3.907 212
s pHY +0.630 +0.10 *+2.565 *0.74
ART-001
e - TPEFOY 1.476 0.67 3.366 1.95
a|C pH8~9 +0.585 +0.38 +1.803 *0.47

[4. ART—-001 RS540y JEH O IMPZEYEREDMST

FIECFIBETHRELAZART-001D R34 >0y TEE (KREBOEX
) %, BERABHICEORSIEIRERESL. TOBRDART -0
O 1 DIAFEYENRE A HRET L 7.

5, BOSHBTIE. ART-0010ORSA>Oy J8H%E, AR
T—001&£0LT7T50mg, 1T00mg., 200mg. 300mg. Xit4
OOmgNEETENENRTOOMLODKITER L., ThEN 6 ZDRER
ABHICERROKSE Lz, 51 L%5% 4 SIsEF TREFMICKI %
T, MEBEHFDOART-001DRE (ng/mL) ZHPL CICLYRIE
Lie E/. REBSHRTIE. ART—-0010ORSA>Oy T8H%E,
ART—001&LT100mgMAEBTTIOOmMLOKISEEEL., 682D
BEERASBMEICTIHIE, 7HERO%S L. BENICRIET> 7,

BERESRBOBREN 1 RUKLICRT, RS540y TRHIDREE
c ART—001EEPNMIBRINTh, #E5HIOHR 1 BEEE CERLE
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FIRE (Ch) ICELEDS, RAIKETLE (1) . ART-0010DC
X CIAREHRETFER (AUCL) . ART—-001DREICIELT
Lk (R4) . MFEPREOIESODEDERETHILEHRZE (%CV)
iZ, CoxC3~22%, AUC_,,T16~34%TH>7,

[0091] [3R4]

Z= 4 ART—001 DRSS OuvTHBIEEERAIC
$E;§'€_‘ Lf:t%ﬁ mcmax&UAUCIast

= Gmam ng/ml— AUO\ast; ng'h/mL
H=E N
(%CV) (%CV)
1033 = 129 9844 + 3318
50 mg 6
(13) (34)
2 =+ 2 =+
100 mg 5 560 567 8393 7340
(22) (26)
4913 + 167 61681 = 21171
200 mg 6
3) (34
7523 + 699 119765 = 19066
300 mg 6
(9) (16)
8282 = 1070 157400 *+ 42215
400 mg 6
(13) (27

FEHE - BERE

[0092] &EHRESHBROBERAEK2Z2RUVKRSICRT., RS20y TRHIHDIES5
HEIKIE. ART—-0010MEFRED M VERERIREICEL. 7H
BIRE5RDART—-001DEEXRIE, AUC,T2. 4ETHo7%k (K2
. &®5) , T, BETHEHDO%BCVIE. CiuxT1 9%, AUCL,T32%
THY., BE5EMEHEBETH >,

[0093]
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[3%5]
£5 ART—001DFSALOyTRE|ZEER AIC
7 E FEﬁ ﬁﬁ*&%’bf: H%G)Cmax&lﬁAUCO*Zilh
ﬁﬁ% ]&5 E| N Cmax, ng/mL AUCD—24h, ng'h/mL
(%CV) (ucvV)
1318198 16029+4188
1 HH 6
(19) (26)
100 mg/H
2128+407 3774012009
7HE 3]
{(19) (32

THE + BERE

[0094] LIEORERHMS, ARBOEZMRAICEYT 2 K54 >0y TEAFL,
P HERFUEDBBR IO 7 71N BT 2EREEXRDO—HBITHBART —
001 DFEIFERLEBE. REOHTEILFPEREAVTHRE LS
BICEER (BE @ - Juric et al., Clin. Cancer Res., (2017), 23[17]:5
015-5023, Patel et al., Clin., Pharmacol. Drug Dev., (2019), 8[5]:637-
646) . EABDOESDOZTZMALLELEEMEREREZBTLOND I ENHELL
Loz, Hind RSOy TEEIICEL >TRHELONZ Y1 P TRELLE
MENREIL, BNMEDNPHININFPBRELRBIOOHAEBEREBZHICT S
EHRIC. BWIREEICL ZRIFRAODELES ATREICAR S,
EEX E ORI AT

[0095] AFBAK, BADFICSEVWT, FICp HIKEMOBRZE IO 74V EET
BADEEEUERDERE T Z/OICLBESTE, OB MEILITD
TREW,
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[55KIA1]

[553K1R2]

[553KIR3]

[55K1R4]

&a R D&

p HIKEMDBRME 7O 7M1V 2B T 2EXEERD & BT
OB S, B|AKERY v— & E220ROBERERY.

EFEMERDD. tHEREETIEERIEEMTHSD, HEKIE
ICECEOORR O A EZRAA R,

EFEMRDD. T— BN | TRINZ2BEEETZ2HLEMTH
. ERIE 1 X 2 ([CEREOROAERHER,
[161]

(AR,
BAIR, 1TXRE2UELOB#REZBELTVWTHLW, 5~1680DE
BAXIIEEZRE LR ERAOEEERIEKREXITFTEEER
BRAEERL.
BBIE., 1 X 2ULOEBE#REZBELTVWTHLW, 5~1280D%
BAXKRHES —RBADBEERKIEKREXEFEREREAEEZRL

Lid, 1 XIF2UEOBHEEZBLTVWTEHLV., ZEXIE=MEDE

BEERL.

pld. ONIZ1 DEHAERL,

qid. 1XiZ20E8HARL.

Fld. 1XIE20B¥AEERT, )
EEEUERDNA. ART—-001 (E5RYYT) | ZLRYST

CTIFPFZTTT4FZT. RRFZT. FLIOF=T, /SR
oNT. AT RUCANRV YD THALERINSE 1EXIE2

BLEDILENTHZ. BRET~30ANA—HICEHORORE
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[E53KIR5]

[E53KIR6]

[553KIR7]

[53K1R8]

[553KIR9]

[55K1R10]

[55KIR11]

[55K1R12]

[55K1R13]

AR

EEFMEHRIDOPpH2, 5 TOBRRMEICNT 2 p HE TOBREED
LEENE ORLUATTH B, BFRKEBE1 ~4 DA —IRICEEHOEOR
= SRR,
EHSUIAEROBEY, YU R, STV, )Y IB. BEAE
 FRONEVEE. TR NI TRNSK U ABE. B
B, JIVIIVE. RUTVEVEAILGERINS 1BXIZ2FELE
DEETH D, BFRKIE1~50FANHI—HICEBEHOROBERMERT.
FAKERY =D, RYEZLT7ILO—. RERY, ET7OXDO
—X., ARYERY, EROF>FOELELO—-R, RYEZLT
LVaA—)b - RYTFLYFYaA—) - FZ57raARYT—, E7OX
O—RI7FIBIZTI. ROCE7OXO0—-RAEBITRTILANVEE
IATIUHLRBIRINZ 1 EXIE2BULEOR) T —TH D, FHKIE
1 ~6 QM —IBICESHDOF O RERHER.

EEEMRDOEERN2~4 0OBERDHETH 2, FRE1 ~
7 O H—IRICEEEORR O E R,

EREEMRD 1 EENICH T2 EEIEEROBOEEEEHN0.
1~10EEOEHETH S, FHKRIE1 ~8DAND—IRICEHDRE
O F3 = 4 R,

EFEEMRD 1 EEHICH T 2HKMER) v —DEEEEHN0. O
2~ EEMOEHETH S, FRE1 ~9DANH—IRICEHDOERO

A= S A
RSOy FHTHD, BRKE1~100ANHI—IBICEHDR
O R EE /AR,

BRET~1 10N —IHICEHOROBEREXMEEET S
HETH> T, BERBENRD. BERXITBHORBR. RUFKERY <
—Z2UREMEENEN L, BETDZIEea30HE

FBRIE 1 2 ICEHDAEICL YRHEI N DR OBERMER.
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