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L dlE Bl A FgelA A7k oAAelA Foldt,
o A Aol whek WEEAY fxe A% Aol HUHY P wet wlols 4 (tapered) o
E = So), Sae] AE Fole AR HHel Azd o)

Q. AAFE A, AZD5305 Ei= o] ¢kA|EA oz >
olH|ElE| & olAHo|E % XMElFoz Mg T T=

%ol

AN AAIFE A, AZDS305 T o] oFAEH o R 8V d 9 AT FoldEnh. dF AAFHA,
AZD5305 = o]9] ofAlstH o R FErHee A Al Fol Feolth. AN AAFE oA, AZD5305+ 1Y o)
°F 60 mg(dlE E°l, ol °F 5 mg, ol °F 10 mg, Hd °F 15 mg, Hdl <F 20 mg, HN °F 25 mg, o] oF
30 mg, HoH °F 35 mg, H °F 40 mg, HoH °F 45 mg, HH °F 50 mg, HH °F 55 mg, == Ho °F 60 mge]
AZD5305)¢] o ® FojgEth, AR AAFEA, AZD5305% 1Y 13(QD) FoHTh. A AA el A,
A7ZD5305% °F 10 mg QD, ©F 15 mg QD, ¢F 20 mg QD, <F 25 mg QD, °F 30 mg QD, °F 35 mg QD, °F 40 mg QD,
oF 45 mg QD, 2F 50 mg QD, °F 55 mg QD T 2F 60 mg QDY fFoE FoF},

I

A% F7h AAGHelA, AD5305% 19 AT oF 140 mg(elE Sof, el o 80 g, At °F 90 mg, A} ¢

100 mg, Hh ¢F 110 mg, Hh °F 120 mg, EE A °F 140 mgel AZD5305)9] fFo 7 Fojgtt, AR F7}
Aol A, AZD5305% °F 80 mg QD, °F 90 mg QD, °F 100 mg QD, °F 110 mg QD, °F 120 mg QD, & °F 140

mg QDe] §Fo 2 Folet),

AR AAFGe A, ofnlZHE oM HOIELE AT FojEul. dF AAIFGe A, olH|ZHE olAH o EE A
A Fo] Fefoltt, AR AAFE oA, o]2] olu]zlE| 2 olAEo]EE < 1000 mgd] &Fo = 19 131(QD) BT
X AAFHE A, 1000 mg £ 27019] 500 mg AA| EE 4719 250 mg HAAS ¥E3hsi),
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AR AAFEA, e mPSE 7|57 AAET: ADE305 EE o)9] hASHoR HEbse P P
stz AlL opAlehs] 24E: ohulgElE ohdEHelE 2 HgHow mAsUs EE ZdEUsEe e
Kol

2 RIS 2HE; W ALY A2 A 2YBL FEIE Ao UE HYA.

2,

>

Mol e AAe v FHz ditsrAy dojd dyddS Addn.

2oz AEAGHSPO) L et A 5o A i = 2 oA o) Aol JAlEE AY
s} =]
o

Mol H2¥ W4 AYHTMHSPO)S AAe] e P2 FAHAL AU, FERA FFEO| ga E
oo 2g oAl o) ol AHE AYHLS AR @,

Aol A AR AR @ORPC) S AAe] e 9w SAE AL HolHln, AAle] hErAl f7o] v
S UL HES 5 9 ASOlE A% Agehs AYage AFw,

Ay ANFHeIA, AR F2E-BE FLE(LRD) E5A B ARAS A8 Ani 58 Bx7) @
AAE wme AuE nHEAES WA e 49 BA6) Fold & vk LR E5AelE Frgvte|s /R
a9, nAR, EYEd, §asdd @ Radde] ¥FEY. LIRH AgAlols grlaes aeses
HZgettel =, ERevloln W AZRHE obdHoEsl AT, o Fb AaAL dA EF AR
Tolg 4 glv}

o]=Zol gimo]i AA = AT, AZD53059F olulHE]E ofME|o]E Q] £FHe PARP1O] DNA E-rol A9 3t oo

5 AR EA9 ARel 9%t A TdHe G FE ZZJX}OVI ] 2ol <1y
Schiewer and Knudsen 2014). A& o2 A7ZD5305= ¢t==27 84 HA2ZE o
AEle|ES a3E B Ao|t}.

T3, A2 TEEANHA)E AR AZAES JAEe] HRR 2 FEdFES -

2017; Goodwin 2013; Li 2017; Polkinghorn 2013; Tarish 2015). A% A% B FAA AAA < gz
Fol APMLIN 218 AR A_mmﬂ woate] A 2AHE Aow Uekton A AR A5

= A A AEdAde] FUHekE Wb NHA X e AlEet T4 AHAE HRR %ﬁx} o] Fashs Ao
UElRTE. ATA o R o]Ee ¢ H olal A& kA wk NHAS ¢]3 HRR A3 #3 1
Z7HAA Aoltt,

A A G A, ANB8HE AdPHAge A5 AFFHR) oFA DNA DSB H &4do] 353 5= 9tk HR ¢

£ DNA DSB 5 AE2E AT HAYUES F3 DNAY o]F 7Y "W (DSB)E H3te] A4l DNA W&
A& et (Khanna and Jackson 2001). HR 2]&A DNA DSB H+ Z=ol FA2AE  ATM(NM_000051),
RAD51(NM_002875),  RAD5IL1(NM_002877),  RAD5I1C(NM_002876),  RAD5IL3(NM_002878),  DMC1(NM_007068),
XRCC2(NM_005431),  XRCC3(NM_005432),  RAD52(NM_002879),  RAD54L(NM_003579),  RAD54B(NM_012415),
BRCAL(NM_007295), BRCA2(NM_000059), RAD50(NM_005732), MRE11A(NM_005590), 2 NBSI1(NM_002485)S 3 3talr}
olo =X ¢=t}. IR JF4 DNA DSB &5+ Z=Zo] #dd g dilde RSYe} e =4 AAE £t
T} (Hughes-Davies 2003). HR T4 82+ Wood 20014 % 7] A= o] Qlr}.

9tl. (Schiewer 2012;
g slsto] ofnlgtE| & o}

o 4y
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rlr
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_|Zi
= r
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¥

ﬂJ

A A el AZD53050 thek W=

oft rzi

b

of vls)l =L FZE %3 DNA DSB H SEo] 7HAEA

HR 2]&4 DNA DSB E ZAshdel Adxge A4k A
= A, =, HR ©]F&4 DNA DSB & =9 24

U glodl sk olel o A

o 37 St olabel o MEel A zhiu ALk

_‘,3_

HR ©]&A) DNA DSB 5 A=o] shut ol4e] 4 ase] @42 HR ©<EA DNA DSB - A4 dHdeS 2t
= JHAIS] skt ol MR Al A =! %W.thﬂﬁmA%BE??&ﬂﬂ?%ﬁ

AelA & EAstE ] Jom(dE Eo], Wood 2001 Fx), A7 AW FAHLAE £33},

Ay AAF el A, AHAeh M= BRCAL B/®E BRCAZ 234 S 7HE & glem, =, BRCAL B/®Ee
BRCAZ o] A EoA AEAY FastET. o] ndFEE gt

BRCA2 A4l &= glom = WMIWF”:W%LJm@EUE_éyﬁ%#%;?J%iﬂﬁwwl%ﬁﬁﬂ
T gl o8, £t 2d AAE dFdee §3A, dF S0 BRCA2 24 RS ¢35 delE ENSY A
e FE, =d T vgydAdd o8 AHdd MxeA FIAEAY FastE ¢ Jrh(Hughes-Davies

[
S
)
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2003) .

BRCA1Z} BRCA2:E= 2 &l T oA §AAA ), o] fdxte] ofdy gydf-AdAE oI TR BiAte] T4
oA A A" h(Jasin 2002; Tutt 2002).

A AAGElA, A= BRCAL B/Hs BRCA2 Hi= ofe] ZAAe] Eqine]l ® v g2 sy o] il
Holo sl o]F g delrt. BRCAL 2 BRCA2e] Wolo] HES Al & 4&HA Ao, oE 5o EP 699

Janatova

754, EP 705 903, Neuhausen and Ostrander 1992; Chappuis and Foulkes 2002; 2003;

Jancarkova gg3)e) 71250} itk BRCA2 2 1Ak BMSYS] %] AHE Hughes-Davies 2003¢] 7]4H]

o[Al, 7] HlAIgAl A E st
AAle] 1. AEE ] HANA opv e
A E=

o AEFE A7 ATCCAlA A

P ey sad AR AEl AR #0| HaFdl
LnCAP mHSPC AR+ T8T7TTA AR-FL Cunningham and
You 2015
C4-2 mCRPC AR+, ARV7, AR-FL, ARV7 Cunningham and
ARS8 You 2015

MEF 28L& CellCheck 77 (IDEXX Bioanalytics, Westbrook, ME, USA)& Ab&3dle]l AZHAt. E AEF

+ MycoSEQ 77 (Thermo Fisher Scientific, Waltham, MA, USA) H+= STAT-Myco 77 (IDEXX Bioanalytics)<

Abgste] wpole 2z wlolmEetamt e 9de] glE Zo® AFHIAT., RE AEFE 10% Aeleld A (FBS) &

Za3k A9 10% £ ~E7 FBS(ThermoFisher Scientific, 12676029)¢} 2 mMl ZFEFIo] HZ% RPMI-1640 A
H]#] (Corning 17-105-CV) ol A H] ¥ AT},

AE F2 FY W EF ol A

e 54 =

3849 = 96 Zdo|EQ AM¥EE ZHZF Echo 555(LabCyte, San Jose, CA, USA) B3 HP D300e Tjxd t]jA3l
X (HP Life Science Dispensing)E A3t Fogict. X8 A % A7 3 (X8 794 )9 AANE FE= AxY
Aol Ao we}l CellTiter-Glo(Promega, Madison, WI, USA; G7570)E Al-&3to] AA U},

By

| AEHLE Davies 20120 AHE hE Sytox Green AAS ALgdte] AAT AL ACHS AR, HSA(H L

e 2H8-A) A28 A= Bernenbaum 19899 whak AlALgITH

g?g
MEF AZD5305, uM ole|2HEl =, uM
ACso ACso

LnCAP >1 4.94

c4-2 =1 281
T 12 AYMY MEelA AZD5305 E ofH|EHE X5l tigt tlEAQl 6X6 FEEE EYA JEWS K
. = lat LnCAP AIE X Rol| t3k JJEWS HolFa = 1bE (4-2 AE X R 3 JEWPS Bt
HSAE HSA 7Hibd mdls 7wto @ 71k 2ol o4 s ARt ¥ 2 AMtd 7o) 348 vekd,

AAd 2. YA f AU B opH|EE| & oA o] ES} 233 AZD53054] FE
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[0086]
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[0088]
[0089]
[0090]
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[0092]

[0093]
[0094]

[0095]

[0096]
[0097]
[0098]

[0099]

[0100]

[0101]
[0102]
[0103]

[0104]

INCaP A1 (1x10' 7] A% MatrigelolA 1:1)E 2374014 vhs

ok 25~30 g, Charles RiverollA &F)e dgld I3f

& Apgstel

o1 at}, Fgol o

G710 NOD SCID wh$-2=(5~8F 5,

ZIHSd 10-2024-0170958

A

150 mm'o] =2 w), sbg w2

4719 F4& 71 40vhE] 9 u}%i—g— otel] ol A W2 TR gl I3}
o n A= 2% g
1 10 | H[3Z
2 10 | OHH[2{HIE 200 mg/kg QD
OFAIE|O| E
3 10 | AZD5305 1 mg/kg QD
4 10 | OfH[2}E| E%* + 200 mglkg + | QD +
AZD5305 1 mg/kg QD
% - OtH|2tE| &2 AZD5305 OF&! 22F 1A|ZH Hof £
Fo] A
Hd =g
OHd| 2| = =4 = 1% Z2|A2H||0|E 80 20 mg/ml
OLMIEH| 0| E
AZD5305 A 0| 24~/HCI pH 3.5~4 0.1 mg/ml
o7
upe-2o Al 429 Fot T, 3L Fo] gd fE FEo s Atstar, 10 mg/kg Fo F3joltt
=% 54
Z4S gAY ZAYHE AFRSle] F 33 A3, U] dolet YH|E SAHE L e TS AHEdle] v
Z AArsit:
53 = (o] x Yul')/2.
A&
Ao BE mpf-29] AFE F 33 FHS] V|FETh. o] ARG ALE5le] 7} FEd g JEE £35S A
kgt

AAle] 3. mCRPC & mHSPC X

SE 938 AZD5305 E o}H|E 2 oM Eo|EL] ¥l thdk I AT

wotok #tt.

x Aol APAL A FAH7F EA3tE oMH|FHE olAHO|E X H FHol, Ho| AEHE w A7 T
CT/MRI 2=7Hell A Aol shrte] FAste Hold o= gojert,

* e e 9y AAMRA, AT X859 A HA &5 3 (<) 28 oUd] dH HAEXHE 3] <
50 ng/dL(< 1.75 nmol/L)¢l 7. &5 1 EAES BX &2 39 S GnRl 554 = AIAE ALE
3k A& 2 ADTE 55357 Ha 25 Al ZiAsoF sl A+ 713 W AlsoF st

s BAE B F HUE Ak Bk
(a) Aold AM AFHY AR
2L B F skt o

(i) 4+ 474 Aol = 15 Ao HA 379
238 W Al PSA g > 1 pg/L(1 ng/ml)o

o
&

mCRPC 3kA}+= 47138k ~=324
o
191
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[0105]

[0106]

[0107]

[0108]
[0109]
[0110]

[0111]

[0112]

[0113]

[0114]

[0115]
[0116]
[0117]
[0118]

[0119]
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_U
w2
=3
N,
o2t
Q
_l
o
)
X
5
S
=
[eo)
G
w2
—
N
S\
-3
k=)
i
re
BN
»
i
ot
o,
ok
M
>,
2
»
™
Og\:!"

(ii1) PSA Q19 o sk wAIgle] wl 2ol % ) ol g FAske Az W §uo] g Wl Folel WA
CELS

WCRPC 4 A4 A% BANA 14 mE 24 AR slelof drheldel < 1A AN ARE wgkolop
). dUR AR ARE AR F ARE 4FHA gEn. Bt 4B B2E AP WA AU
Rl AHEHAY EAEAL AR F ARE HFHA e,

(iii) A= 243 34 A A8 B a5 Weks F 9don
=

« obel AOE bt Pol AAW F7] L FH J1H(5F A 1Y ohfl £¥ EE A A% Aol i 3

)

EES njetoj g a“
et HE==al 2 10.0 g/dL
SN S 2 1.5 % 109/L
HAim 5 2100 X 10¢/L
Zt ] Q&M ZHE S22 Z= 2R
€15 X ULN; <3 X ULN
ALT 2 AST ZEHO0]9] EX] A[< 25 X ULN
ZF H0[2] =4 A< 5 X ULNs
IR > 3 g/dL
INR $15
HI-HIEIRI K 22X 25 2S10H =
E0j2ts 8 XH= INRO| <201 H 2
SEE + UL
k] Cockcroft-Gault0j| 2|5+ A AtEl 2 45 mL/2
32 OtE|H A S

s ZEHO|7F 9/ ALT/AST7t 2.6~5 X ULNS = A&

ro
o
o
Of
e
u
u
r
1
A
i<}
A

(&3]
X

ALT = €2t EHAOIO|LLA|; AST = OfA T2 EUAOLD|LLA[; INR = X &E3}

H|£; ULN = ™4 AtshX].

% ECOG PS(Eastern Cooperative Oncology Group Performance Status): 0~1, A 25 Z<F o3} gl &,
71l o > 16,

ofH]ZFE]FE o}AEl0]E, ZalEi]d B AZD5305 §3F FaF

AZD53059] A1ZF g8k 19 13](QD) 60 mge|th. olH|FE|E olAHo]|EE 1000 mgS 1¥ 13)(QD) Fodsti, =
Y=UEe 5 g BE 10 mgs 19 13](QD) Folshn, AZD5305% 7] 19] A|1YR-E ofn|zte| & olA|H | E9t
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[0120]
[0121]
[0122]

[0123]

[0124]

[0125]
[0126]

[0127]

[0128]

[0129]

[0130]
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ZeyEd 29sto] FA] Foldt.

T EYEe] 2 Ui Aesdl e

* mHSPCS] 749, olu|ghe| & olAEo]Ex Iy =Ud 5 ngd 37 12 13 Fol3)
* mCRPCE] 73-5-, ofnletel & obAlHlo] Ex T = 10 mgdt 3 19 13] Fo &

Ao A F7] Aol 28YUo|, AZD5305E 1Y 13] Folsta
ol ZtE| & ofAlE|o|E Bl T =&
o] 2He| & oAl H ] E2] 1000 mg 8%

Fo]3tt}h. AZD5305,
212 A FH A

AZD5305¢]

o)1
(=

S22l 60 mg QDE Av+=

Az 8
OW HolE £22 1000 mg QD2 A5}
£S5 40 mg QD= FrFsit).

-+ AZD5305

4
AZD5305 832 o] 140 mg

[e]

ohultel e obAlElo] B+ 1000 g% 1% 13]
FHo| Bgeln, B 243 A3 147 Fol g

=}
< 500 mg BERY AA F N2 HE&I

AS, oo w 8-S 90 mg QDR FHE = o (o gHE
TP s 82 5ag BE 10 mg ODE X&), AfHA Ea= 4

ot WA FE FHE & ek,

AZD5305 &2 Wefd oz Qla] e Y &3] a3l Aoz yeld 4%

20 mg QD= T=e 4 9o,

2 AZD53059] WAl €A BA E

12 82 ol Fe] BE GAH §F FF Y/EE T FE(
e AZE obdA, Wk Z/%E PK dlolgd wE 249 4 ok
FaE3
Ry w2 ouwa g ok v FES U
l-gatqlth. oleldk ool gk dA] 182 ofgfol] Al
e
HAZ3 Doi
Armstrong 2019 | Armstrong AJ, et al., J Clin Oncol. | 10.1200/JC0.2019.37.7_suppl.687
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