) Ls/x—H§E 100mg
) Ls/x—H§E 150mg
[CRET 5 &H

AERICERBHSINEBRICEIEFRVARDEREET R S ERDBRARHITIRRE
THLDNTHY. HEFREFEFRALUNDEFBMICFIRAT S LETEEEA,

FALSERDHEAEH
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BERVEMAZE &

AT TR 2 W85k M ORI HIRE &2 DL ISR,

BIERUVEMAZ DA

al-AGP Alphal-acid glycoprotein : al-FEPEREE HE

AML Acute myeloid leukaemia : 45 #ME H 155

bd Twice daily : 1 H 2 [A]

BRACAnalysis CDx® The test consists of gene sequencing and large rearrangement analysis of the BRCA/
and BRCA2 genes performed by Myriad Genetics, Inc in their Quality Systems
Regulation (QSR) facility : Myriad Genetics £ 73 [A] £t @ Quality Systems
Regulation (QSR) YE#LfiEF% CTHid %5, BRCAI KT\ BRCA2 #in1 DY FERL
BT S KB FAE AR > D ARk D = X =F iz Wris s

BRCA Breast cancer susceptibility gene (in accordance with scientific convention, gene and
mutation is italicised whereas protein is not italicised) : LS EER T (B
HRFLHANZIE W, B FIIARHA TR T 228, Z o "7 B2+ 56134R
REHVRY, )

CI Confidence interval : 15§ X [#]

Cmax Maximum plasma concentration : = L #5E R

CTCAE Common Terminology Criteria for Adverse Events : A &5 5 i G5 HLE

CYP Cytochrome P450 : 3 7 &2 . P450

FDA Food and Drug Administration : K [E £ 4 % 3 4 5

FIGO Fédération Internationale de Gynécologie Obstétrique (International Federation of
Gynaecology and Obstetrics) : [ERSEfm AFRE G

gBRCA Germline BRCA : A5l 251D BRCA EAs+-

HER2 Human epidermal growth factor receptor 2 : & kb bRz R K752 251K 2

hERG Human ether-a-go-go Related Gene : t I ether-a-go-go BHLiEH (= 1-

HR Hazard ratio : /4 — Rt

HRD Homologous recombination deficient/deficiency : #H A2 % (E1EHEREA 4=

HRQoL Health-related quality of life : fatEEBE# D A5 DE

HRR Homologous recombination repair : FH[FIL# 2 (15

HSA Human serum albumin : & My 7 /L7 I >

ICso Half maximal inhibitory concentration : 50%PH & &

IDH Isocitrate dehydrogenase : { ~ 7 = PRI /K FE IS

MDR Multi-drug resistance protein : 25 Al it {4 2 &

MDS Myelodysplastic syndrome : ‘i fifi I BE BERE

MTD Maximum tolerated dose : iz A i £

0S Overall survival : 2/E77 1]

PARP Polyadenosine 5’diphosphoribose polymerase : " U 77 / > 5 U VRV R
—ARI AT —E

PDX Patient-derived tumour explant : FRAE HOR IR O SAE AR

PFS Progression-free survival : MEHETEA: 77 HA R
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BIERUVEMAZ DA

PFS2 Time from start of randomisation to second progression or death : fE{EZEI{F 1) 2>
O IREAT XIS T F TOHH

P-gp P-glycoprotein : P-#§ % o /X7 '&

PMA Pre-Marketing Approval : TR AlIAGE &5

PSR Platinum-sensitive relapsed : 714 B4A1 S P76

QT ECG interval measured from the beginning of the QRS complex to the end of the T
wave : QRS BEDFEA 6 T FkE 17 F CHIE L 72 DX

QWBA Quantitative whole body autoradiography : E &N EHGA— N T VAT T 7 4 —

ty, Half life : V521080

tmax Time to reach maximum concentration : #x ey HILAE F i B 21 =2 I Y

vd Distribution volume : 437 2 F&
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1.5.1 FEIZE--B=
1.5.1.1 BRCA ZEGMH DB HRINEEIZDINT
1.5.1.11 EENDE S

PNEER IR, ATV TEAR 9,000 AHA S 4u, 2010 4F1% 9,918 A, 2011 41X 9,314 A,
2012 471 9,384 N Th o7 (NCC 2016) , IIEHEDOMEITI M2 A5 & K 40~50%DIERI N
I - IV HIOMITIER CTh 5 (B ARIm NRHEE 72 2015) . 2014 FFE O EATEE O BE A
WZEAUR, TIPSR OEMERAY) ) ORBEEITN 26,000 N &#HE S Tn% (MHLW 2014)
Fo, WAMIBNT S, IRERIICKE O ARHEIZ X 28R O BALICAE L, KEOLMEIZBT
HEEDOFERIR TS FHIZZ VN (American Cancer Society 2016) , 7=, BIfEd BHIZW &
HLVEO—DTh D, EBE, IFSEEETED O L T5%IFBEICETE (A7 —Y M UL 1IV) &L
THREND (Hennessy et al 2009) , EEDRKRLEIIARBIZ L > THTIZED . EITHOEE
D 5SHEEFRITDT N 29% T 5 (Siegel et al 2017) . JIHIEIC L DL DIT E A & 1T A
BERMEIN IR OEITIC L D 5D H D (Colombo et al 2010) . KETiE, 2016 412 22,280 f#iIH3
- CON I &2 W S, 14,240 BINIREIE D72 DI T 5 EHEE STV 5D (American
Cancer Society 2016) . Z O X O ([ZHNERITARME A FEERRE L 2> T D,

YNELEE O —WRIGH & LTI, BEEME/N T2 3206 L 7= % 2 AR &2 G ie & 0 U R b2 E
FNC L D1 E Ve &b 6 A 7 NATH 2 LRI L X7 Cvd  (NCCN Guideline 2016,
Ledermann et al 2013, H AIF ABHEE 2 2015) . EFCOIBEICKT DRI BDEmWICHEDL 5
FOWE . LBERIEIC X D IBEBLATE 3 LIS 70%0 BE TR bR BHEITICE 5
(Ledermann et al 2013, H AfG ABHEE 74 2015) . 2079, FIRMIRZICK LIEREEIC X
DI B DIRENVEN IR D,

1.5.1.1.2 BRCAZEGEDBRMEEEEICHT 2HEDARRRE

A B PEB a1 (BRCA) RGO INEIEIX, F LI OB IS & 1377 5 ke
MIFFEZ BT 225, BUE. AITBWTIZ D0 FAEWFE EOFHE 2RI U T R 221 EN
RNENS OREIRTH D,

KENZEBWTIEL, 2017 4 10 ARFFR T, 4780 7 (B 7B AAI K OEER]) XIE rucaparib
(BEA) MINEIEDOTRIFERPRE & L TULTORIRE « IR TRBEINLTND (R 1) , ATV T
OFERIE, T TIZ3 LI AL B HRIEREEZ BT 5B, £72 rucaparib OfEH T2 LY A
UL EOACSEIRIERE 2 H T2 BEDORCHIBR SN TS, 72721, ALRANRS MEEE IV IC 3R
T DMERFRIEICEB T 24 T80 7 (BEAD) OERICBI LTI, gBRCA EROFGMEIZ X HHilfRIZ72
AR
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= 1 KEZH T DA S8 TRV rucaparib DFNEE - HE

St EE - TR
FI Ry T Lynparza is indicated as monotherapy in patients with deleterious or suspected deleterious

(1 7' Al) germline BRCA-mutated (as detected by an FDA-approved test) advanced ovarian cancer
who have been treated with three or more prior lines of chemotherapy.

FI Ry T 1.1 Maintenance Treatment of Recurrent Ovarian Cancer

(FEA) Lynparza is indicated for the maintenance treatment of adult patients with recurrent
epithelial ovarian, fallopian tube or primary peritoneal cancer, who are in a complete or
partial response to platinum-based chemotherapy.
1.2 Advanced gBRCA-mutated Ovarian Cancer After 3 or More Lines of
Chemotherapy
Lynparza is indicated for the treatment of adult patients with deleterious or suspected
deleterious germline BRCA-mutated (gBRCAm) advanced ovarian cancer who have been
treated with three or more prior lines of chemotherapy. Select patients for therapy based
on an FDA-approved companion diagnostic for Lynparza.

rucaparib Rubraca™ is indicated as monotherapy for the treatment of patients with deleterious BRCA
mutation (germline and/or somatic) associated advanced ovarian cancer who have been
treated with two or more chemotherapies. Select patients for therapy based on an FDA-
approved companion diagnostic for Rubraca.

AEFEHINE RS BRCA (gBRCA) EEROIRIEIZED O T, INEIEOIREIK & L TAMEL UKET
MINTMMOIRFIEE LT, HlxiX, AS®Al AR TI7F, YRATT7FY) | o7 b
TV RRA Y AT —BHES (ERTHERE) . 7o 794270 BN/ veEY
V. URY =L R LE YY) | TARUER (7 akAxTy I R) | REHETEE (7
Ly X EURIRE) | ROBUNEBLER] (X7 U 2 XR) SEOERIERS D, NV ATT
(TARAF ) b E, BB TIPGERE CRETIXAeRMANRSZ ERER O ER PRI
FEL OIVE . ORI BE) ORRE L L TAKREN TV, B, &KiIT. KEIZEW
T, A7V TPUSNDOFRY (ADP-UAR—R) KU A7 —E (PARP) FHEH|ITH 5 niraparib 723,
F4 A % 8 T b BRIE N SRR AT 0 2 2 m LTV D R MEIREE . NE SRR
HERGSIE D B BN R D HERREIE & LT 2017 4 3 AIZKRE S vz,

HE&RFEZEOFRINEEREZ O S B, #IESUL 2 [BIHOFRES CIX, AafAIZ2 5T 2
FIOE L AREC L 2 BT (PFS) O RfElL, (L2RRIEIC X DIRIRERLATLK 12 B A
Thv GEBr [2 FIPERLEEED D TN Y X~ 7 L ORI W TS L 7= iR R
JIZE VR #iPH84~138 W H) | AEMFHIH (0S) OFREITN 2~3FETHDL (B2
5HOFK 1 2M) , B, BENMIBFIZLDIART 4 v FEEZTE DX, WThoiis
PEIZOWT S FREEAHEMT 5122 T 725 (Hanker et al 2012) , F72, 3T 572N
BeH SN DALRIEDOIBREY A 7 V0T, B0 L T 72 < —RANIIREETT £ T
LA B G Lt 5 2 E1XTE R0,

ZOX Iz, BRIVAEBREICHTAERE EO=—ANRGEIETH I D, MR F 1R %
FER UIRBEITE COMMZIERT5 2 LN TE, FRATRERARET 07 7 A VBB T DR
WIEEITO Z L IXEREEECH S,
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1.5.1.2 A SR TIZTDNT

AT %0 7NE, ROBENREZ B b PARP O/ HEKTH Y . EFMIEIIZER T,
DNA OEEHAEDSIEHE Lo Z 1R & L, BIRNICER S 2 i ch 5, 4730
71X DNA 1 AE4UIKr > DNA #EEEALIZBV T PARP Z4#ifit L. DNA OEE ZH1E4 % (Murai
et al 2012) , PARP 23l S4172 DNA @ 1| ASHUIWHHRIZ, DNA HEIZ E- T, 2 REUIKrA A=
U%, DNA @ 2 AEEIEIX, @I, EfELMRR# 2 EE (HRR) (L0 EEINS, L
L7285, DNA O 2 AKEHUIK 2 &5 4 2 A EHRLH 2 EERME B E (HRD) L 7= ESHIE <,
DNA @ 2 REGIWRZR L BEEINT, HRE LT, EFMREE L RIRAIZERT 5,
HRR OEFER[K T TdH %5 BRCA DOIEEEHRZIT PARP PHLE~D X 0 5V VESZ M2 I & 72 59

(Farmer et al 2005) .

BRCA1 & T BRCA2 EHEIXIWTHH HRR 1252 DNA @ 2 REUIMIEEICKNETH D

(Gudmundsdottir and Ashworth 2006) . BRCA1 X |3 BRCA2 OREREN LD & iBIn A RN HE
MU, 7 ARRLET D EBRHE SN TWD (Venkitaraman 2002) , D7 ADORZE
B2 LV, gBRCA BB AFTHEETIIRBY A NEL D EEZEZLNTWD, —F, JEEM
flz 3 T, BRCAL 3% BRCA2 OFERERE T PARP BLEANC X DIEHTEIRIC & - Tie L AU
BRBERE 25 TND, FEEE 2005 FFITHER SAVAZERERIZ LY (Bryant et al 2005, Farmer
et al 2005) . PARP FHEAC &> T BRCA RIFMIADOMIIILLZFHFETE 5 Z LAVRESNL TV D,
BRCAI J O} BRCA2 D J7 3B AR N EA~T m #26METh 2 IEF AN CTlX HRR B HERE L T
D, A7) 7285 PARP [LENRIIRESIKTTHEE 255 (Farmer et al 2005) .
gBRCA ERAFT HRFEICBNT, EHRMMRITYSFEIR T BRCA CEROH LB 2 —%
1 DUF7enn, S Tl O 2 E—RnREL WD EE2x LD, 2D L
E. A TN T OBIRAER . (BRI T 2 /EM & IERMRIC T 2ER & D2E) 12k -
THHETHD,

BRCA DA HRR 2 & E iz~ v F RATEMIIEE 7T BN TH A T30 7163 5 %
SZMED R E 7208 (McCabe at al 2006, Weston et al, 2010, Wang et al, 2017, Gilardini Montani et al
2013, Cerrato et al 2016, Murata et al 2016) . HRR L4+ DNA &8 (Murata et al 2016, Postel-
Vinay et al 2013, Cerrato et al 2016) . B1H, X7 LA F RREEESA YV 7 = U IEIKERSE %
22— N4 28UsT IDH (Luetal 2017) ([ZREVRHOLNDHEIT AT NY TEEEZ RS 2 L&
IR DRERDBZE LTV D,

BIEO X 5 il b, 4730 7 & Al L ABKHFEHE T, DNA (SEHIC KN & A
THIEGEOIRRICANTH D 23 6 WERDICFRIEAN A TEEOFHOFUREAI L LT, &0
B G- ATHE7: PARP PHERZ R Z E 2 HEEE Lz, 7o, HAPRE S U CEEEEMEIEH 2
RBNCHERE L, ZNEFRRIEDZOICITRNKRGDVLETHD &L TREINTZZ L BRAA
ZHfEL CHEEZED T,

1.5.2 AR DEE

780 T ORRREORMEX 2 1HIRT,
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1.5.2.1 B IZBH T SR ER D EERE
1.5.2.1.1 BERE. Y. BERUVURARBRAZE

HEIGIRE ., e, B L OB BRTIEIC W TR, AEFEOMERS. S TEMYEOBEIA 21T\, 5
FRORG FEA]) OBUE L OREBRT L2 B0E LTz,

1.5.2.1.2 &7 15 ER

iz HiE LieT7 v =0 A7 U 22—l %5 % Ji L 72 A% 100 mg 2 OY 150 mg (22T,
22 EMERBR (25°C/60%RH., 30°C/75%RH. 40°C/75%RH. 50°C/R% 0 17T EIREE, K OMRNSRMET)
ZEME L (R T) , ZEMERBREGEZ I, AFETAI =y AT Y R 2 —adk
THEIRRGFT 2 X, A% 36 A LxE UME) L7,

1.5.2.2 JEER REXLER D HERS
1.5.2.2.1 3]

D EEA I+ BEER

4Z %30 7D PARP-1, PARP-2 & TN PARP-3 FERIGMEIC KT D 50%FHERE (ICs) 1. &4
ZI5aM, 1aM KN 4nM Th o 7=, JEEIEE K OB B RIES O BB (PDX) E7 /b
EHOWTERBNG, TN kT 2N AEMANC T et e LT Z R
IREI, BERARZNEN AT R TREEZEO N~ — B — & 72 5 A REMEDS RIE S 7z, BRCA
EREZGTD in vivo BT VITBWT, 473 713 ASEAOFIRER R 2 IER L (94553
HBRICATRY THE) | AERAR 5% OMERIELE LTOAHTH D Z L3RBT,

Bl R SR T A BR

R, ZBRIR, FT U AR—Z =K, T ¥ RNV EERIR0 TN G e D 239 FiSE
D in vitro JEMEY T2 REEGHRBME OWET v A, WONS 7 MO & M-k 2 B
TEVEODIRA 4> F v F V&2 O TERBRICB W T, 478 713 BRIC W T2 B B T i i R
(VA FEGRBRROBERT v A3 10 pM, A A F v 2z il 31.6 uM) £ T
BREEE RE o To, TRHOREENS, b MIEAKRME 300mg 2 1 B 2 BIKERG%
b GERAEREIMETIERE [Cnl FHE = 3.80uM) . AERIEIIEESHE R SND A
BEMEIXIZE A E WD EDVRIB ST,

TR

t |k ether-a-go-go BB (s (hERG) # VU U AF ¥ RARBRIZEBNT, A F/3U 7D ICs
1£226uM THY | BERHAE 300mg 1 H 2 FIEGREOIERE BT Cra FEIE (3.80 uM) (ZEHEART
60 fEmnoTe, £z, BEETOA XA TN 7 E2FIRNES LT, QT MMIEE/EM TR
HHENRMoTZ, TNHOREEMNS, b MBI 2 HEERFRART QT RMIMALER T 5 rlferkix
FEAERNWEEZ BN, BIZ, BT OA XA TN 7 E2ERNE S LT- & X OMEREE
PRI A—=ZZHTHEE WS, Ty MCATRY ZTE2ROKE L& &OFWMER, K£H

11
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PR M OB HERCR ISR T DB 230l L 723 BRICB W, IRMEROH AT RITRO b
ot

1.5.2.2.2 AR, >, K. HE

BR

H5 8 7 & HERR DR S50 AT A T8 Y T SRR H L, A X TR LK
KOTTYATHY, 7y hCRbEN>T, 7y NORERICIEMEENZ DA, [ AR T
HEF v b oG B EIRERE R LT,

HA[ERE OB 5 OWIITESTH Y . WTNOEMIFE TYH tua 13 2 R T CTH o2, vV
AICHBEREOHEG Le & & w3 < (2 FFREILLT) | BEEIIHEL XY bRV ER L,
FHETOWIROFNTRE SN, 7y b T, tuld 3.0 BT TH Y, BREEIIMIE S b
WIEHAENSPHETITHRELR BIZBm L7208, HE2OE AR CIIHEREZ TRY . &H
BETOWRINOSMAREINT, ZHIMEHEICBIT A2 0E@EEZENRRKREL, SAFT A T
YT A BMMEho b EEZ BT,

RAERE O £ 5-1% ORNENRBIZ DWW TIIRE B G- BB TR L 7=, ~ 7 AR VT » hTIE,
REEG#OBEZREIINTNUOHETHHIEEGICH_RTE LT L, —FH, A X TIIRIE
BHICLDBEEOEITHA NPT, ~TAKRDT v N CTORPIER UIIFEY - T o AR
— X —DFBIZOWVTITRFT L TRV, ZHHOFEEIZL D 4T3 TOERN S OTERN
UL B2 b,

b ki)

~ U A KOS X HEIFIRN & G-% O 0 mMER (Vd) 1ZEnZ2h4 04 Lkg KU 09Lkg Th

0. AT TOGIHERTNS ol

F 7307 (0.010~40.0 pg/mL) O MAEE ARG RICITFEEN DI, A XM TR BIEL
t MMIETHR b EDPoT, A XLV MIBIT2EAMBARIETERETIHMET LN, v~ U A K
O v b CIRBERGTFO R BTV 25Tz, T3 7ok MiET V7 22 (HSA) & OfE
BT al-FAMEREEAE (al-AGP) LV E < HSA AMEP O ERFEAEATH D 2 LAVRIRS
i,

Ty NOEBNEFA— T VF T T 74— (QWBA) FRER CHUREIZIAH 2RI 0 Am LT,
i B OV BE T BRI I S 9™, 45 /%0 7 MDRI (P-gp) OIEETHHZ L L &L
(TREBHR) . HHREIX A 7 = 2 BRIt Ol & 0 DT IR I L2, R
WXENo T2,

WEREZ » MR T 2 SR ORI T - 7223, MBEPIREIZMDO 23 E <. Zhi
WMED TSmO PR 2R 2 L & —B LTV,

R

F 730 T ORI HONWT, [MCI-A TNV TE2EE LT v FROE oMk ORER
B THRE L7, fARGH%OE FROT v FORET. % < OB ORI HERE S 1,
BRI T RO bz, ERMAEIMLIIENT P VRE BT A XDV TH T,
780 T ORFNIEISH TR (LKL THH ., 5 DA (Fv7 v igaek
ORI E) DTN v, 5 I AMGEWIEE LRGN S AR LIZb D THY . £
< OB IR DORHPIENBEE LTIz b D Th -7,

12
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LMD B RE I [UCl-A T 8 T2 HER DG Lz & & P e Lozt 7
N7 (IMSEFHSTRERE D 70%) Tho7-, iz 3 FEOREH M12 (BT 2 U BIBRIRD 3 itk
FRALIR) . MI5S (7 A a XU DUBRO AT LU HOKBRBIR) KON MI8 (BT U UEO 3 K
FRALIR) 23388 B, T E g G EE R D 9~14%Th > 7=,

t kR E AW in vio RERNS . AT XY TOHE 1T FHERBFICIEY 7 7 A P450
(CYP) 2535 L. EACHIEEE T CYP3A4 LN 3AS5 THDHZ EAVRENT-, B hTOD CYP3A4/5
DRBFBEICRERERENH DG, ZNRF TN 7O MBI 2HYEREDIE S &
DO—KEEZ BTz,

HEth

MEEZ ~ B R OVEA X CHEMRRBR 21T 72 o 7=, THERKIZETH o772, 7 v b Tk
ENRD DA, HEHRED R PHE R IIMED FdmnoT-, MO H N AT XY 7L U CHEfEX
NHEENE M- T2, BEIZMUCI-A T3 7T H2HERRO#KE L2 & & O R KO F PR IR
EThHol,

t hDREOFEFE R RED T2 b AT %) 7 THY . ZNENHGHFHREED 10~19%
KON 1%AK~14%Th o7z, LALLM, JRIEE R HGTEERINER X% 5N EE D 86% THh
0. AT TOFERITERNZ EnD, e VW EdVREnz, & MNRPIWZ 37 &
O (18 FEAEEFAIRE) MFRD biv, FEHIC 19 O (6 N ERFEE) MiH b
iz, Rt M15 BDIREPEEF TROLZIRBDOON (ENENERGHIFEED 6.1% &
4.8%) . MOMREIZNT IO IRF TIEEEGHERERD 2% FTHY | EEFHTIX 6%LLFTH
ST, B MRMROFEMHICEED SNMAHMTT v MREOHEF TR S e - 725N
SHHSTZN, WINLEGHHERED 1%L FTh o7z,

1.5.2.2.3 =R

R FEMERBRICB N T, M &2 2P I o723, T b ORBRICEIT DR
T, BARME300mg 1 A 2 MG TER SN DBERICIENT, L TERP -7, 2 b0k
BRCRBO LN BT R AL TICEAI LT,
o Ty MROARIZATNRY TERER 6 W AMKERO#KE Uiz L & OF i e
BHHECH Y . KM O MIRFHIRA ST A —Z OE{LE > Tz, ZhTA73) 70
TR LEBIERICEE L TV D B b, &ToRME, A7) 7EE&Z, —ED
IR 250 5 2 & T B2 R RIS EE L7z,
o M Z W IRZERZE BB BV TA T XY TITERFWEITRD Hiighrot, —J,
LA 22 VN2 in vitro GR B R B E IR CIIGL BB FEFRIEM LI LN . F
v MZA T Y T ER ARG LB/ MR T MEFRIER AR b, Zhbd
PR RIE, AT Y TOEZLEEEMTH L7 ) AORLETRENT b0 &
R AT

o T v MEMWARBAEFMERRICISN T, ZRATOREICAF Y TE2RO#KE L ThH,
HEZRRREIC X 2 BT A B igh o Te, WEIRAT R OSTEARF OMET » MoA T8 7% #
H LU CHIEREICHT 2RO g h ooy, IR - RIRAFERIET Uiz, -,
FEAIITICHET v MCA TN TERE LI L & BEWERELFHERE LRV HET,
& BRRAEFRA~DZER A OND L LHIZ, MRFHORERENER L, b0
IR« BRIRFAINCKTT 28T, 453 TOEREEMEMRICEEL TWb EEX T,

o IR OBUAIP OARK . BRI LR & 72 2 TR 2R ITRR O b s s o7z,
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filiam & LCy 2 L2 ERRIR 2 el (R GEERER, 7 v P ROA X2 nicikk 6
A H B OAZ G- 3RS, BRI 0T v b WA AR 2 S Te) ORFR
6. BRCA R %&H ¥ 2 AGMARZIEHEINEEES ~AF T ) T2+ 5 2 L owhtk
WEMT BT,

1.5.2.3 B PR S BR (D AT B
1.5.2.3.1 B S — 4 Sy e

AKHFEIZRBIT DR T — 2 "y r—V a2 R 2ATRT,
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= 2 KBEIZIBTIBRERT—2/\vTr—>
HERES HERDIZE FEEM B FHIBRITESE A= HERDE
%
FHATG & A
Bl OVt D0816C00002  BRCA ERZHTHH Ak 295 14 #E%1 300 mg bd 5 111 4/
(SOLO2) 4 B % M PR RS DR B (HARNEFH 14 1)
FRE EXIR L LEE
B I [F] 5 10T AR AR
D0810C00019  HBARZ ORI ARk 265 1l 7 7 LH 400 mgbd  H5 11 AH
7Bk 19) PRI B R kPR &
U 7= Y5056 T AR
Fife R S BRI D0810C00024  SEAID B 7w AANIxr  HApEhiE (B PKP/CSP : 18 f 7 7B IFH %14
T LR ANA AT A FHOA T/ CSEP B[ B H 50 ~
PAIAFE Y FNZK9 58 Gl :24 i, G2:9 ffl,  400mg, KEHKE :
KINA AT G3:6 . G4:6 il 400 mgbd
A7V T 4 G5:66l, G5.1:7 i,
) G52 :6 B, G6:53 5l GEAl : HEIES : 25
. G8: 62 %l ~250 mg, IE#&EG-
: 200 mg bd~450 mg
bd
DO81BC00001  H A NETHEEEE Lotk 23 {3l #£%1 200 mg bd HI1H
xtgrl L7581 ek HE741 300 mg bd
B (BEA)
BEER
FEAI 300 mg MDA T —4 (SOLO2 482 5 $EA 300 mg bd w1~
ARz o 8 3 lliR) @ 111 #H
71 7B VAEl 400 mg RN ET — ¥ 766 15 717/ AEI400mgbd 5 I~
B 19 2T 12388) ° 11 fH
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x® 2 RRFBITB T HHERT—2 /1w 7r—o

HERES HERDIZRE FEEM B FHIBRITESE A= HERDE
i

DO0810C00001 AARNETEERE & Zak 12 %1 & 7 L %14
Fhxtgl L6 1M 100 mg bd
R (0 7 AlD 200 mg bd

400 mg bd

D0810C00041  FRIEHEHEMEON B Bl Ak 162 1 DFH#E G- o5 11 FA

BB LE LIZNVERT (AANEE 13 fi) 717" /L5 200 mg bd

SFURKHONRT Y XF
TADOOFHIZEIT 5 E
BRILF R I ARERER

+INVKRTTF o+
VAR = yi%

MeERr G-
71 7" /L4l 400 mg bd

bd: 1 H 2[5, PKP: HEyHEET ~— X,

HZH)

R

CSP : Mkt 5.7 = — X, CSEP : ket G R 7 =— A, G: 7 —7
a  BEAI300 mg ZaeMEOFET —# ¢ SOLO2 lBh, #Br 24, D0816C00004 #AFR, D0816C00006 iAHR, D0816C00007 7Bk, D0816C00008 FAHR .
DO081CC00001 55k & OY DOS1BC00001 35k (EFPRAIZZ 2t 2.7.4.2.1.1.3 THER )
b B FEAAI 400 mg MDA T — & RER 19, B 24. DO8IAC00001 KBR. D0810C00001 7&ER, D0810C00002 7&ER, D0810C00007 FkiEk .,
DO0810C00008 7k, D0810C00009 &R, D0810C00012 &k, D0810C00020 #ER, D0810C00042 F&ER K& U D9010C00008 7R (FRRAI L4 2.7.4.2.1.1.4
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1.5.2.3.2 Al EM & L TIRE T S ERREER OIS

1.5.2.3.2.1 B E | R ER (GBR 24)

WAL ClE, ZHE CICIPRE 2 B Tefl~ OETHE &2 x5 & L7 DR I~ FERRRERDY 3
TITETLTWD, BT 17T KBTI, MO 7B ARIORIE I MTOII., £DOHFT,
WS B TR ICRB W T 7 /LA 400 mg 1 B 2 MR KMHE (MTD) & Siu, SRELpE
OB E 2R E L8 TAHRBRICHE VT 100 mg 1 B 2 A% 200 mg 1 H 2 [A] & bl LT
400 mg 1 H 2 [0 bHUEETEEN E -7 2 LD . DARMENHFATRE S b VRN T
XHMEL L TA400mg 1 A 2 EBH 7L AFOHREMAEL L TREShZ, Z0%, HERLY
22 UK T H DEERIDOBIFE N 2 Sh, 8ERID T TR NVANKT A ASA AT _RA TV T 4
et 258 TR GRBR 24) 235 S 4v7z, 3R 24 123\ CL BE/I 300 mg 1 A 2 B &
T, B EAAI400 mg 1 A 2 [8] & FIFLE OIEFEHE NR A RT LD | TORE SV A 2D A
WAL TRBY ., BRMEOT a7 7 A I TR EFEETH -T2 20006 (55 2 &6 5.1.4.4
H) | A7 TOREAIOHESEH X 300mg 1 B 2 [\ &5 E I,

1.5.23.2.2 EANE | 1855 (58 D081BC00001)

AHNZB T DA T ) TOEEFEHWERE T 0 77 20— E LT, &I HRANEREER
BTOA TN TEOEYBIRE, LMK ORERMEEZ BT 2ENGE TR (D081BC00001 7
B NEMES AL, AT 30 TEE 200 KON 300mg 1 A 2 [B#5-0 A AR N T O L OSSRy E)
BBV STy, ARRBROFERD S HANBEZ BN THA T3 78 300 mg DOBAMENRFT
KA ThHoTeZ MR INT, LAEX Y EERILFES O FH5ER SOLO2 35k TH W 2 4] D
FARRE, BRBR 24 OFRERICHES X 300mg 1 A 2 0] & FRE S, 4% R Bk o DOS1BC00001 7
BRCHANEREEE BV T HRRMENTFARRRE CThH 72720, AARNEHD SOLO2 bR~
DBNNLATEE &I LTz,

1.5.2.3.2.3 B E 1 AR (GHER 19)

WK C A AR SZ MR IV B E 2RI A T %) 7 (DT AA) EHERREE LCH
MR35 77 RS T AR GRABR 19) 23 L=, R 19 XA ARANBFIZSML T
WRDDS, AFREBR)N B 1% BRCA BREARFEIC )b 53, AR M I B 2 BT 5
FZ %) T AT/ 400mg 1 H 2 [BINC X DHERREIE & U CAREERIGHEN R S, ZeERDY
BRET a7 7 A NVBHFEARETH 72 (B2 54 HLWNS5H) , ARBRICK\WT, BRCAE
BERFTDHERETHROBREWVRRT 0 v MR ENTZZ Eid, SOLO2 RBRDOKI5% BRCA 25
EHTAHRELTHRIME o7,

152324 EFRHE RS 1 FAER (SOLO2 FHER)

B 7' NAEHWTZERER 19 (BT, BRCA BAER/EFRAHOEROEBE L H#E LT BRCA
25 B IR BE R Tl b BIF R R NS bR 2 0D, BeRAISZ RS BRCA 25 B
PREEARE 2SR L L, 780 7 (884 300mg 1 B 2 BIOAMME L ZeM a2 R T 57200
% I ARRBR (SOLO2 #kBR) % 32Hi L7-, SOLO2 iBRDFEREND . T HRhE - 2R A2 EiF T
HHENDER NZ 2T — B’ G0 (5 2 #5 5.4 H) , SOLO2 REBRICK W TIZAARAD
gBRCA 78 BIGE D [ & RIS ME R IV B 14 ) (FZ )0 78 8 fil. 77 &AREE 6 f)
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MBFE S, SOLO2 FRBRDEREM ML C—Ed 2 BARNCEBIT 550K ONLetoT —
A RELNT,

1.5.2.4 AVINZAVEH R T LORERFEAERGE

WettiZ, AT /53U 7D gBRCA D 2 /X=F Wi & & BAFE T 5 72 91 Myriad £ & $&4#5 2 7%
ATWD, KEIZE W T Myriad £L1E BRACAnalysis CDx® @ 17 Il Al 7K 7% H1 55 (Premarket
Approval: PMA) Z4TV>, 2014 4 12 H 19 BIZIPERpEE Zxt5 & L7z Lynparza” (473
7) DA = gl L LT FDA (DK STz,

1.5.3 A5/ TORRRUARKE
1.5.3.1 AN TDORRT 4w b

2 OOFKRFER (SOLO2 R, Bk 19) NWoBGoicT — X E2HRAT D L&, gBRCA BRI
D 4 BIAN RS2 PN B B OHERFRIEICBIT 24 7 %) ZOMRMER <R 7 0 v hIVURE T,
SOLO2 RBRTIX, ASMANC L 2FEMLE O &AL ZYE, 7> BRCA ERBEOBE %
F T30 T2 XD PARP FHEO G & Ui, AREMTIL, HBETUILLT DO U X7 D T0%IK T
L (=R [HR] 030, 95%fE5#HX A [CI] 0.22~0.41, p<0.0001) . MEEPFRIEATTOILLD
ST G L HEE LT PFS WHRET 13.6 W HMER L7 (A F /XY 7 ® PFS 9L 19.1 7 A%t
L7 78ARS55HH) . #BR19 Tix, ASRARSECHSRANT S U2 n 3w R
PRI B E & 4 Z )Y 712 K D PARP FLEDRIGR E L=, BB 19 1I2BW T, i KD PFS it
EDRRBOOLNT-DIL, gBRCA ZERIGIEIEM Th o7, gBRCA ERGEDY 7 7 Vv—T7TlL,
JREAMET IFELED Y A7 A3 83%IK T L (HR 0.17. 95% CI 0.09~0.31, p<0.00001 [fifl]) . 4=
N TR T T BAREED PFS FUEIZENEI 112 B H & 41 HA TH-72, SOLO2 3R K
VRER 19 OWVWTHIZBWTYH, T80 TOEKRMRE 7 4 v M X0 EFREEEOETEOE

(HRQoL) 2ME T 5 Z &idieinoT,

JREAEL T DGR F 7 ¢~ ME SOLO2 RER KL UFER 19 DWW CHLEMIRK 2 F£L L)
BBz, SOLO2 HAERTIX, 7 BARBEGHICLE L TAH TN TEREGHICE W CHEHBIICE
B CHRIIZEWRDO S 5 BAELEI T 2D ZRET XIS ETOHIRK (PFS2) DIERNRHA LI
720 #BR 19 O gBRCA ERGVEDY 7 7N —7"Tlid, MIEREOFHRMEER TINE THALNA
ﬁvﬁ_6$HL®E%®N*74/%ﬂ:@%nto_®E%@N*74/F L. ABk 19 O
DY T T N—FIZBWTHRRICRD il (6 FLLERBEITOL LT 15 HlD 5 5
@mmﬁﬂ%ﬁsm\ﬁmm%iﬂm\Xﬁ@wﬂsm\wmmrﬁsm)o
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1.5.3.2 FSI)TDIJRY

AT RN T OREVEROBENET 7 7 A VIS L TR Y | FEHERN M LRBIEA L TR
JREAELT £ COMFHREIE L L COFRFAIZIRAICE L T\ b, 730 712X 2B FFRITM
AR FEE S A B C P S A SO ER 22 e E R I KL D E B ARECTH D | IO IR N MEL L
B LI TH D, SOLO2 RERDT —H b, AT 8 T O8EA] (300mg 1 H 2 [\]) [ XERE
HERH Y, BEHOHERHRIEICHE L T D Z EBN RSN TV D,

TR TN K DHERFRIE Tl b B BE IR SN A EFRIE, EBEOLOUEM:, 557,
FOBMTH o1z, 6 DFESOEREFE IR I PR T, BIITMRA CTHEYE
A7 S HERRIE X3 AT 8 ) 7 O BRI L W EERETH - 7=,

U — R 3 LUETHROAEBEICALNTCAFEFRRIL, BN AEFRT 27 7 AV L
e ChH oo, BEIME) 72, BED 5% ETHE SN/ CTCAE 7 L— R 3 Ll koD
HERRIIBMOHTH-T- (T30 THEGH) 19.5%, 77 v REEH] 2.0%) .
HEHEZICLVIRRIFEZ T IE LEBEOEIS & -T2 (T30 7EEH] 10.8%, 7
7 2R E5H]2.0%)

SOLO2 RABRE VW EOLNT2A T /N TOMEFIFRIEICB T 22O X, R 19 ©
gBRCA B RIGMEERE L VS ONT-FT R ERETH - 72,

BRI REGERE (MDS) /2B E s (AML) (3 Clkd 20347 30 7541
BT A EERBAENY 227 Th D, SOLO2 RERND ., [H A RIHI AT M 8 N B B
OEHEIFICIS 1T 5 MDS/AML O3B I AT 3 TG54 L 7 Z v R & 541 & ClH
RThdZENFMREINT, 7/ TOBKER T 77 A THELNZZET VAN
O, AT TEINLOEEFESLEOMICHENL LT REBGZRIZ W EfEmo T oz,
F TRV T DA TRNAF EEROREET 0T 7 A MIRFER TH o 7, iREE (E
WA OBEIX T 7' AA L R L TEERIDIE D B@ma-o7=2, AilidA 7 /80 7 DIk
TR, HD VIS ES LT L 0 EERETH Y, BEPILEZEST DL Z L
i ChoTo, HEAITOIFHERRAE & O/ IMIBE DR BB 13K~ 72, ZHH0OFE
GUIEANZ T L — RHIRLS, BEHIERMELRLZ LITmThoT,

FHECTHRO LN L— ROBRWAEEFRTH D EL, EH LK ORI, a2 15
T HIEEHEMEN B HIICEEEZIT> TWDLHERTH D, HIEL KL, FBELSBXRNT
HHZ D, ELEKONEMNT, BEERIREIC X 2RI RTRETH VU | HltAl o
FRAMBEEIIRETH D, Al EOMIRFNZEIZ OV T, JUBHEREZ T VDA
FTHEFIT>TWD L OIT, MEFRIRAETE B OZREER 25302 AW CEMIZE=4 1
VIFTRETHDH, BBEIGU T, T8 TORE IR, g TE CELDED
W3 2 kAl B9 DEmeE) (Z KD RHERE, HD0IE, BTiEd o84
TR TOREFIEIZEY . BWERIZEBRRETH D, A7 NV TORREET a7 741
ITEHEAETHD Z LD, WEETE TREMENAIETH 5,

A7) T TRESNIZ LA A 2713, BT 98 - DIRICBI 2% T 4 v FEBET
5 EFFRAEERLOTH DL EHEXObND, ASKFIERZEHRERINEESAENICB T 24T 7Y
THEFFIRIEDIGFRIITEYI TH L L B2 6D,
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1.5.3.3 R4y bEYRVIZET 2ER

AT 80 TEEX, gBRCA 78 BG4 B4 AN EFF RN BB B 1B W T, BRIRMICERS &
O HEHIIC A B 72 PFS O KIE/RME., KN OS ~OHIEHEE 72 < SEEHEIC A B 72 PFS2 Otk
EH1e6d, £, BEMEROERFE T 07 7 A VRHFRRECEMORMAZ /e L 45, Bif
RUAIRRX T 4y b TR 77 A NVER LTS, RABR 19 T, JA#Ze A4 RE - MEERIN
BRERIC W T, 778 RISK LA Z 8 7 CRIRIIICERD & D 23 OfEHIICH E 72 PFS O
UEENRO L, BBk 19 T, BFRIICEZ PFS OIER X gBRCA EROF AL S T4
TR LT, BROTRRESNE T 1 PR BT DI gBRCA B RGIHERFZH
WCThoTz, T8 TOEREREEE SN Y A7 ORI UL PEERE O O TRESCE
5k 2EST 5O TIE RN o7z, #MEFFREE L ToL T30 713, Mz LY PARP BLEZE
DIRE SN D ATOREFHNZH UL, KEORBELEZ HAREERS D, I 7B L DM
Btk a2 TV D BEORYIF OBIRNI BT, gBRCA 78 FEGM: D 14 BIF sz M A8 I B g
BHFD 245%F T 2 FLLE, 94%F T 6 FLLE, AT 3 72k LIROIEFRIZEITL T
RN EDRINTEY, AT THRHERRIEICBIT 2 R GIC# LT D 2 LN ZattT
— A DHIHERINTWD, F7z, SOLO2 RO AR NBH BT 2 HMEOMKEICBNT, &
REEM SR — BN SN2 & 0D, gBRCA 78 BG4 IR RSz MRS IR B 12 B8 W) CTFF
DA TN TOEIMEDORRT v ME, BAANBEFIZBWTHRERICHIFF T 5825,

PLEX Y | gBRCA 28 Bi5E D A RFES B INEREE IZBWNWT, 737D Y 27~
X7 4y MIRIFTHY , FERRMICA TN T2 &5 UEHRIBC L2 RIBRAET2ETO
HMAZ LR SEORRERIETEDLE2 D, Lo T, ¥tix, [BRCA BIATAERGED
YRR ) & TIERIRE - AR E L, MREMZRET S0 a R=F Bl 27 AL HITK
T ZIT) 2ENZE BTV D, HREFEMIAETH Y . A THERBHFHET 5 =223
=AW (Myriad BRACAnalysis CDx") % AW TEEFERICEB W TAESITRETE 2,

1.5.4 EEESRE LAY DR SRR
1.5.4.1 MBEEEEEZRNRE LI-ETHEOA /N TOERKREF
PAR/AS N

ATKGRH FEE RN Gk U 72 R AR ERERITIN 2  ¥RthiX, BRCA ZE RGBT x5 L Lz
AR TOMKRERE T 0 77 AO—EE LT, ZTOMOE AL O TV FERER S FE LT
Do
e DO0818C00001 R (SOLOI #lR) 1L, —RIGH & L To ekl Z2 5 b PR IER I
R NTE N ZENEZ R L TWD, BRCA R E2HT 5T ([HEER ARBES
[ International Federation of Gynecology and Obstetrics : FIGO] #1TH#143%8 11 XX IV #1) Jp
BB E xR L LT, ML LToF T80 7 EA) ZHm&E5 L, 4580 7
DA N2 G5 72D DEEIELAAL “EEMR T T B AR E LR 0 MR TH 5,
B, ARRBRICITEANBE 14 FINEELERT STV A,

e DO0816C00010 7R (SOLO3 #lR) 1%, kD ASHA L ZL L FRIE®R DR ED 6
H EREEIT 3580 H /ey gBRCA AR A H T 2 A&RAISSZ O IR BE 2 k5 b
LT, T80 7 (B8R HAIOHINE L OZE M 2 TR Y R AR 238K L 7= AN L2
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B Ok, VAT, RTBPVERY —LEBR NS ey, ITF LAV X
B O 1 5 12X DEEREERR & LG T 5 72 0 OIE B R VR 2 bk BR b & itk 3t
[FZE ML AHRBR T 5,

e DO0816C00012 7B (ORZORA #bR) 1%, W% DO HEGHA 2 G b FREZR DR ED 6
71 A IR EEEIT 3588 B ALV BRCA B %9 5 H 4 RFIESME O R U0 B B % %t
Gl LT, EZRIIBITLFFT YT (BB AK) BRI OERAE ZMWE R O %3
i3 % 7= O OIEE RS s L F 2 IV R CTHh 5,

1.5.4.2 ZFTOMDEEENRE LI-ETHRDA /8 TDERKE
%095 L4

F 5 %) TORRKER T 1 75 M WT, BRCA ZE ¥ XX HRR Eic AR A AT HihopiE
Zxtgrl L=< OF M FAHRER b BEEITHR TH D,

2Lz

e DO081CC00006 sk (OlympiA slBR) (3. 2372 RFTVERIR & O RTHBIA L 5 53 i
MM LA T L@ ) A7 gBRCA 285451 HER2 BEMEIFHE FLE BF (O3 2 1l
MBFRIE L LCOA TR T ORI L B2 T 2 72D O MIEA L — HE R TR
Ll 7 5 & AR RS ML AR Th 2, s, 017 I pEiE. ARmn
(I A ARNEE 70 Gl EIEABIMS T STV D,

e D0819C00003 Bk (OlympiAD #k) X, gBRCA ARAHT LB EIBELE X% L L
TH TR THAN O NER O AN EATAEIR LI REIsR (h<v 2 ey, v/ L
B XIFTY T V) EHERETT B 2 O IEE R EEE Al HR i 2 iRk e R A5 T
HRBRTh 5, 7ed, ARBRICITHANERE 24 BIDEEREIF T STV 5,

e DO8IFC00001 #Br (POLO #Eh) 1T, —RIBE & L To &K%z 5 bR iE THEN
HEAT L7/ o T2 gBRCA ERZAT HIBMIEEE 235 & LT, MFREL LToA
Z %) THEN O R K VLRV 2 Etd 2 BAE AL —H SR T T R %R ik 2L [ 5

MAHRERCTH 5,
B3 AR
e D081DC00007 %%k (PROfound %) 1%, FHA /LT AREIEKIC K HIRERITIHBETL

7. HRR BB R T DA R 2 H T LB RSP B 2% & LT, A3
U7 OFIMER NZRMEZEMARIN U= o2 I RUIERRT © 7 7 1 > & ik
AT LoD, EEREEEREE N R TH 5, 2. ARBRICITHANEER 36
IWBIMTFETH D,
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NEIZH T B ERIKER

F TR0 T O T vAANE, 2017 4F 10 HRKBIFE, BN K OCKIE %2 & Tt 5L 50 & [ELLECTHEGR
ENTW5, FHEETOAGRIRMOFEMEZE 1R LT,
FZ 8 T OFEANL, 2017 4E 8 A REBIFE, KEIZBWTOAEGRINTWD, KEIZBIT D%
FRARIMLOFE M A K 20" LTz,

x 1 FEEDF /NI T (hTRILED) OERRBRKER

El4 X (dihig BR5E4 AREAAR
KR Lynparza 50 mg hard capsules 2014512 H 16 H
b NES| LYNPARZA™ (olaparib) capsules, for oral use 2014512 H 19 H

x 2 FEEDA /8T (FEFD) DRI

El4 X (i BR5E 4 AREAAR
b NES| LYNPARZA® (olaparib) tablets, for oral use 2017 £ 8 H 17 H
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FEEORTXEDHE

TR T TN OA TR TEEOFEEENZBIT DI SCEOMEEZ ZNENE 3LOE 4RT, BB, R34 7 /80 7F
T NDOEEFET —X—F (CDS) & EHITIHRMERE LTz, £72. 7N TEROEEYET—X —F (B) MOFEEICE
T AU CE (82) bIRMEEE LR TIRET 5,

x3 FEEDQOA /N T (AT HMIXEOHME

R KE
AR7e4 Lynparza 50 mg hard capsules LYNPARZA™ (olaparib) capsules, for oral use
e - 2R 4.1 ZhEE - BhR 1 %h8E - R

Lynparza (%, H&RA|ZEZTLFRIEICES) GERR X
W) AL TS BRCA R (EFEAIRARYI KO X
VEASHIAE) BBt oD 3 4 BRI SRk 2 P P 5 o MR B AR M b B2 e
OB, DR, SIS MERE IR 00 BN B 2 b BT
DHEFRRE & L CTHMER 535,

1.1 gBRCA BB D HEITIREIE DR E

Lynparza |Z, (FDA 23K L7 IC L D M & u7z) e
25 BRI BB b AEFEINE RS BRCA B %A= H T
HEATINESE T, D7 &b 3 LU AU DLERIERIC XL 5
BRI A+ 5 BREICHBE ST 5,

ZORREIL., RHEEEIC L o> TEIRKOEHMIC LS &
ARENTWD [EERAER (14) 228 . ZOZEED AR
1L, BREERIRBRICI T DERIRAI XK 7 1 > b O & ORIl
W Tkt S D alREMED & 5,

ML - &

42 HE - A&
Lynparza Z 53 554 .
Bss L. BB 2,
Lynparza O 5Bl ATIC . BHE O EZ B T
(BRCA) 225 (AEFEZRYININEZ O W h) R 5
T &. BRCA ZEARTEIL, FHOHHMAEMBICH VT, &
YRR INTmEELTHWTHET S (51 HE S
H)

A#IIE BRCA R = A4 D BE BT 57 —Z13RoN

UREA O FAREER DN B 7R EERT Y

2 Hi - HE

2.1 B DER

TR ZE J ST E RN e 5 MR 41 BRCA 22 5
[ZhEE - 2 (1) RUEKRER (14) 228 267 2817
DNEE B VR Ox G & L CEIRT 5, BRCA ZRE O
W fEH 9 %5 FDA A BB A E T 5 F Wi,
http://www.fda.gov/companiondiagnostics CRIE F[RETH 5,
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x 3

FEEDAZ/NN)T (hTEILE) FMIXEOHE

RN

KE

TW5 (B.1IHEEZBMH) |
EINOBBNZHEIL L, BRCA ERGIEERFEDOERI 7' Y
VTR ET D,

HAE

Lynparza OH#ELEH &1L 400 mg (50 mg 7 7 &/LX8) 1 H 2[A]

Okth (1 BREG&E800mg) TH D,

BEICK LT, B&lAIZEL LU A L ORKEEETH 8

M LLNIZ Lynparza % 5-% BlAG 35,

R E DT E TR ZMkke T 5 Z LRI NS, £D%

DFFH%IZEIT D Lynparza 5 IZBET 257 —Zid72 0
S1HEZZMR)

i5E3/ve
RN B > 7o, WENT T ERZNZ @ &2 R
Do

BITEA D b5 O HERE

Bl g TR, ROEMSEORWERZEHT 5720, #
HaZRL T v, 72, HEOHELBEETH D
(4.8 HAEZM) |

RS OHELEAEIL, 200 mg 1 B 2 F#EE (1 ARKE5E
400 mg) Th o,

SOICHET 2LENH 556, 100 mg 1 H 2 [EEE (1 H
I 200 mg) ~DFENBESND,

CYP3A BHFEH] & OFHE 53 2 546 o H S

GRS 7 K OVRFEEE D CYP3A FHFEAI & OOFHITHELE X7
e, RBEAOMEHEZ BT 5, B2 ILHRED
CYP3A [HEAIZOFHEZES LadniEe s eniga, M

Lynparza OH#ELEH &% 400 mg (50 mg 7 7 &/1X8) 1 H 2[H]
BO&E (1 BRELEE 800 mg) ThHhD, BHENOZEERED
WTNTHERGAEETH D,

R B OEIT XUTHFA TERWVEENRD b D £ THEFE
LS TR

Lynparza ORFEIRND D - 1256
ZRHAT 5L 98T 52 &,

N7 RAFNTEE, L OBREEET, £OEERPALZ
Lo BT RNMIERRALNATZY , RO ET AR D
S0 LIERAIT s 7Bl 2RA LW & [0
EMRE R OB (16.2) 5]

BN T E RN @

e

2.3 BEWERADER® b =560 A B

RITERE B2 IREESUIH B DR A BET D,
JEZOHELE A &EIL, 200 mg (50 mg 7 7 &/LX4) 1 H2[H
5 (1 BR#EEE400mg) ThH D,
SOITHETLZMLENRD HYE. 100 mg (50 mg 7 7 /L X
2) 1 H2MEEE (1 BREEE200mg) (ZJkET 5,

2.4 CYP3A FHEAI L Ot T 556 O AR

B 7 SUTHARE O CYP3A BHEHS & OOFHIZEET, CYP3A
FHEER O WREER ZRFT 5, B2 UTFRED
CYP3A BHFEAIE OO EET e WGE, T )7e CYP3A
FREH] & GFH 35 & 1213 Lynparza % 150 mg (50 mg 7 7%
JLX3) 1 B 2 EEREGICHEREL, FRED CYP3A HEA & OF
3% & X1Z1% Lynparza % 200 mg (50 mg 7 7 &/LX4) 1
A2 EEGISHET D FEWHEEER (72) 228

2.5 BRREREE B [T 5 A BFA
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FEEDAZ/NN)T (hTEILE) FMIXEOHE
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CYP3A BHFEAIE PEHT 2 & E1TixA 7 %Y 7% 150mg 1 H
2 [\ (1 B G58 300mg) (ZHE L, TRED CYP3A
FLERIE PEHT 2 & Z12iEA T %) 7% 200mg 1 H 2 [ 5

(1 Hi# G5 400 mg) ICHET D Z LNt ns (4.4
HR D45 HEBR)

B RERE

HEEEBHREREERE (LT F=0 70T TR 31~50
mL/57) DA, Lynparza OHELEH &1 300 mg 1 H 2 [F#& 5

(1 B E&E600mg) THDH (5S2HEZM) |

Lynparza (%, BEBEEREREELRESE L7 F=020T7 7
A 51~80 mL/%y) 2kt L CHERE 28 TICREETH
A
HEBHEREEE IRIBRERE v TrF=2 077
Y A30 mL/5y) BT DT —HIF RN, ZiubOEE
(%3 % Lynparza Off FIEHESE Su7e v, EHEE B HERERRE 5 R
FOLE, "R 7 4y EBBIENY A7 % EEH5EIZRY
Lynparza ZfEfH L CTH LW, BHEEER O EFHRIZE L T
BELZFBERSE=XV 7 TH L,

R AE

Lynparza (%, #EZITHEREREE B (Child-Pugh 7338 A) (2%t
L THEMGHLZETICRERETHD (5.2 HESZH) , &
SERE T EE TR RS E RSB T B R e i OV I 3R
i TN, b DBFEITHT 5 Lynparza Offi ]
FHERE S e,

ik

o535,
BN E T8 T ORI L RIETZ b, BEEA

1R T B RERE BB (Cockeroft-Gault 2 CHETE L 7= CLer 51~
80 mL/4y) TiX. Lynparza O HEMEI XA ETH D, HEEHE
RFSREREE B (CLer 31~50 mL/4y) T, 300 mg (50 mg
B 7 X6) 1 H 2E#HS (1 B 5 600 mg) (T
D2 ENHEREI N D, HE B MR E SOIOR B R R R

(CLer<30 mL/%y) 2B 247 /8 7 ORNEIREII MG &
NTWRW [HFEDOBEEMICBIT A (8.7) KUK
HE (12.3) 28]
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= 3 FEEDOAS/NN) T (hTELE) FMIXEOHRE
FR N KE
HB7e< &b 1 REIERE L T2 5 Lynparza Z IR L. iIRA
% 2RI RFEZEX DT ENEFE LU,
EH EOEE |43 R 7L

ARG AL 6.1 BUT R RRIZAI O W 02/ 5 it
Eo

FHHIH PR O cfc e 5% 1 W ARICRET 583 (46 Ha
ZSR\Q\) o

44 EEROERELOER
MK
Lynparza % # 5 U723\ T, SIS )T P&
(CTCAE 7' L— K 1 XX 2) OFI, fFHERB/E, iR
JAE, KON o RERBUE O ER R 2 I K O U TR R R A
AT R O MR EE N HE S5, RBlEHEE L COHEE
FIZ XD MEEEREET S ET (NEZrE Y, MM,
OB EROEDY CTCAE 7' L— K 1 LLFIChET 5 %
T) . Lynparza O 5% Bt LTI b 720, B 5B H% 12
HHAMNEIR=A T A VR OREOH%A 1 [\, ZR LT ES
R ERE A RIE L, HEGHETICRBT 5357 A—Z Ol
RN EE 2B b2 T=X ) 7952 L2 HET 5,
BEICHEE O MK FZE @I IEERNRE LN DHA.
Lynparza Z{R3EL . @Y 72 MK FRIME Z IS 5, 4 HH
@ Lynparza RFEZIZBWTH MR/ NT A —Z DBEIRE L TR
WERRTA, B L O TR O Mg s AR A
D FENi & HELET D,

BRI RIEGR, /SR B MR
BUMUERVE S oo ol & OPFREEE & LT Lynparza % 5-
L7 D BOBE BT, BREREAERRE gt a

5 BHEROEREOER
5.1 ‘BHEBBUERRE, S E R B w
JRA S BT ZE B feod D AESEAIR R 51 BRCA 25 7
(gBRCAm) % H 3 HHITREDBE DA . Lynparza O HAl
5O BB B Gk L7283 298 Bl 6 5] (2%) 1238\ T
B S ECE e A B B i (MDS/AML) 23R8
SNTWD, 1EALT T R ERERIC K 5 &, Lynparza
TG U= TR B 136 B 3 5] (2%) C MDS/AML
DRBL LT, BRAER AR TIL, Lynparza # &5 L7 EEH O
1% K0 128V T MDS/AML R#iE Sz, Sk
MDS/AML O KZ#IIBSEHTH Y . kI MDS,/FEi6%E
HAML 2388l L 72 BF %9 % Lynparza #5-41#i% 6 77 A
KD 2 HFEBETLEEESEThHoZ, TNHDOEELE
2. HERACMO DNA ICHEEL 5 2 5 AN L Db %
EEHRIRIC LD IR N o 72, ZOHIZIE, fhoR
MITEBREROBER AT 2 BE bWz,
R T A VEEOZEORIZA 1 8, SImEREERIET 5,
AR & L Cofbkic X 2 g mtEnmEE+5 £ < (7
L— R 1LLF) | Lynparza O 5% Bihs L Tl H7evy, i
WaPENESI < $34 . Lynparza 2K L, BIET+ 5 £ THE
MmEFZREST 5, 4 BEZICEELAVBZL—FK 1 BT
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FEEDAF/X) T (A TEILE) RMIXEOHE

RN

KE

My (MDS/AML) RSN TEY, £DHHDEL MRIE
CIZE->TWS, MDS/AML MHE L 7ZRBF T 54T 8
U7 o&GHEIX, 6 DARMEID 2 FBETLEIEIET
ol JEFNTHA) 72 — Yt MDS,/ JETRERBEHE AML T
ST BRI E BRI REGRE, Tt E BN 3 R O R B
FET LMD LK T2A L TR, EDREN gBRCA
ERMLFFHTH Y, —EICI IO ST E b B R O BEE R
EATHBEEL W, BEEANASRAE ST ERE L
VAL DIREER DY . 2 B3> DNA ITHEEEY 5 X
2 FEAIS0 T E 52 1 Tuhiz, Lynparza #5-412 MDS
KO/ XiE AML MR ENT-5E, BE 2 lUICIRET 5
TENHERIN D, BN R UEANRREDBHELE SN D 5 G

Lynparza OF5-%2 ik L, ok s Laenz &,

Fiifigi R
AT R T h b LT o B IZB W TR s S
TEY, —HOEETHELEHOREL H D, MR OWREIC
—B LRGN Y — 3B 6T, MBS IEZ50mN
(R DOFERCHARS . JLRERD 72 i d . WUBEIRE | (b PR 10 B
FRIEIEDIRIEIE) 12 X DR &2 Z T Tz, FERIAEE, %
Wk, FEENE OPERERAER OB 72 72 BUUTHAE, & DV I
B ECHERENEO b5 A . Lynparza ZRFE L, #H0IC
RAZAT O, WK R S 7235E . Lynparza 5% H 1k
L., BEZEUICHERETDHZ L,

IR - BeIREM
FOVERET (PARP [HE) 2oL &, 9N 72 1EIE
B L2 a . IBIBICAERERZ2 KT getEnH 5,

IZEE L2 Wiga, BE X MKREMEICHET L, R &
M BEIMmERRLZ ST, 6 Mmis T
%, MDS/AML Mgt S L7456 . Lynparza O 5-% H11k9
5HZ &,

5.2 JiflgtRk

Lynparza Z# 5 L72BHE D 1%\ T, BOEp % & Te
Ml 25 3B LT, PRURIRIEE, FEEN, Rk, Wil O MK AR
SEAR OB BT E, 2D WITE G ETRENRD 5
-4, Lynparza ZRIEL | BONITREZIT 5, MiliEk
DR S NT-%4E . Lynparza 85291925 2 &,

53 & - BBIREH

Z DI R OEMIC BT DT RICES< & Lynparza %
BRI LI A IR RIS E 2R EH 2 KT ATt &
%o BYATHRBRIC B W TR T »~ N OSBRI A T 3
V7% L1EZA, B MEEHETH S 400 mg 1 A 2 [H]
BTG L & & OREERmM T, R ONE - s
RN D bz, sk LTk, RIICk3 55 EE
Mo ZHRT 5 2 &, EIRATREZR M3 LT,
Lynparza % 5-#I[#] o &k Ofcfé & 5% 6 71 AL, ARh70EE
EEHCD XSS5 2 L (FEOBREEMZIB T 26
(8.1, 8.3) MUERRILE T (12.1) Z&M]] |
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FEEDAZ/NN)T (hTEILE) FMIXEOHE

RN

KE

IR N TT v M TN T eZkb5 Lt E A,
b NMEEHETH D 400mg 1 H 2 [A15 TR & DR &
K T, W« WBIROAEFICHEREESHERBRIBF TR
OHHILTWAD,

R /BT

T DIED>, Lynparza $5- M R O &P 5% 1 7 A I
BWTHB 2R IEZ R U WIER rTEE 72 MRSk L C
Lynparza %5 L7722 & (4.6 HEZZH) |

fHEEA

AT %) 7 LER S TR O CYP3A BHEHA] & o HIX
LRy (45 HESMR) MmO UIHFRED CYP3A
PR Z P L2t e S 720546, A7 ) 7ol &E%E
WET 2 @2HEEN45HESR) |

AT %) 7 LEE S TR O CYP3A 8| & o HIE
IR I N2y (45 HEZR) , 3T TIA IR TE2EE5 L
TV D BENIRII72 T RRE D CYP3A FHEA| D& 5 % 2
BTG4, WEFEIT, 7% TOERNKIBIIK T
LAREEN S D RICHE T2V ENRD D GSTHESR) |
TTICA TN TE2HRE L TWDEEDN P-gp WEAOKYS
EUEETHEAE. AT TEHEOFERELEZTEEELS T
=2V r7THllbic, HEDOEEIZLDZNLDHELD
BEHMERIND @2HERR) |

4.5 oA L OMEMER KR TZEOMOMEAIER
HKFHMAEAIER

478U 7 & DNA ([ZHEE 5 2 5 A O o B Al % O
A U7z BARERBRIC B W T BB TR O H58 K ONEIE D R

7 RYHEEIEA

7.1 Bl

Lynparza & DNA (ZHE5 % 5- 2 2 A% O o fEnH Hues
A2 OFFH U 72 BEIREREBR I I\ T B Rl s O B 98 ) O%E
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FEEDAZ/NN)T (hTEILE) FMIXEOHE

RN
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2 I 4L TN 5, Lynparza HUHE 5 OHELSEH &IX, hoHukEAl
L OPFHIZIIRNETH B,

F T80 T LT T F o ATPERMHIA & OGOV TR,
BIEE CTICRFI STV ARY, L7z o> T, Zhb DO3H L
F IR T EHRHEGTA25AICITEEEZ LY, BE A EHE
WZE=F Y T T HRERD D,

KB RBFHME AEAER

DY A Z %) T KIETVER

CYP3A4/5 1%, ATV T7TOR#Z V77 2icFEE L TH
53274 YA L ThDH, BEAO CYP3A FHEAITHL Y
T o DR RN L RRERIC LD L, AT N
7 DO EIZE > TAHT /XY T OS] Coae 13 TI%IK T L
(RIREE £ 0.29 ; 90%[EHEIX M : 0.24~0.33) | “F# AUC 2
87% /A L= Z & (JRIFLE : 0.13 5 90% (5 #E XM : 0.11~
0.16) WRENTWDB, LR -T, 72X TOHENK
MBI TS D REERH D Z EnD. ZOT A VYA LD
OB RFER (ZFz=hfv, V77, U7y
RUF AR, RETEY, T N )LEH—
NV, BA T oA NXY Y UE) LA TN T O HER
Iy, HRENLRARFEER (=7 LY U7
7 TFUE) NA TN TIREEICKIETEROREILN S
Mo TR, oT, 70 7L bR E D
PR bR S @4 THEBIR) |

BEA D CYP3A FHERITH LA N7 3F Y — OB %M
LKA LD &, ATV T LB ESICL > T
T3 T DN Conax 23 142 fFIZHEANI L (90%(SHE X @ 1.33
~1.52) | ¥ AUC 7 2.70 £ (90%(SHEIX[H] @ 2.44~2.97)
IZHEM L7722 R ENTWD, LR -T, 207 A VW

FED R STV D,

72 A RY TMEEFREEZ ER I EDFREMERH D EY
F 30 TUTEIIC CYP3A Lo TR#END, BH7%
CYP3A [HEAITHDHA b T aF =2 0K SG LB
(N=57) TliX. #7380 7D AUC 78 2.7 fF2¥m L7z, &
FREED CYP3A FHEHITHD 7L a) Y — Tk, 7%
7O AUC 23 2.2 fZI2n+ 2 & PRlEn s,

/72 CYP3A FEHR (f hTFaFY—n, TV Aa~vA v
. 7oV A~y Fhatry—n, AU afy—
V. X7 7Ry, RYbary— U hFEL, BESE
NSV NFEN ST EN, XTI RV T 4T
oy RETLVEN, TTTLENE) ROHERE CYP3A [H
=R (TS VLFeN, TTLEX N TEYFEL, v
TurvaxHhvr, 7V F=T FAFELSY RFE
. LVFTEL, =Y RuvwATr, JaFy—L R
AT TV, A=F =T RXITININE) LOHE
BT 2 Z &b, TR SUIHRRED CYP3A FLEAIZOFH L2
T o722V 4, Lynparza &3 25 [HiE - A&
(24) ]

Lynparza #5537 L —7"7)— K OF A XA OFEEL% #BE
ozl [HE - HIE 24) ROEEKRIEES (123) 25K
1.

73 I TISEPREE TIT 5 FReEN H 5K Y
#7172 CYP3A #FHEAITHLY 77 BV E0HES Lz
BE (N=22) TiE, 47/80 70 AUC 8 87%I8A Lz,
D CYP3A FEAFTHHLZ 7 7 E LY T, 478
7 O AUC 738 50%i80 3 % & Pl ivb,
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FEEDAZ/NN)T (hTEILE) FMIXEOHE

RN

KE

A LOEFONIRHER (A T =aFy— FURAR~Y
A, 77V RuA v, UMTEANITIIETRE v
MZEW 7= MLz mT 7 —EBHEA, "7 e,
T FLENE) TPREOHER () 2n~A 2,
CNFTEL, TAaF S — RFTRINVE) LA TR
T EOMFRIFHERE SN (44 HESR) , AT
FEEED CYP3A [HEFIZOHH LT ER bR WEA, 47
NRUVTOHEEZRET D, 780 7T OREROHESEH&E
%, 87172 CYP3A [HEA] &P 28541213 150 mg 1 H 2
G (1 BfE55 300 mg) . HFHREE D CYP3A FHEH &
BEHT 25E1201% 200 mg 1 H 2 [R5 (1 BH#EKS5E 400
mg) THD (42 HED 44 HESWR) . /=, A7 U7
BEHBFIE V=T 70—y ¥ a— ZAOEE G HERE S 7R
VN,

In vitro \ZBWT, A F7 %) 7134 b 7 AR — % —P-gp
DODEETHDHTD, Pgp HEHNZ L > TAH I A TIgEEN
M2 WEEERSH D 44THEZSZR) |

A F 3 T RO I KIFZTEA

4 Z %30 71X in vitro T CYP3A4 ZHET 5 Z L0 5, in vivo
THW CYP3A [HEAITHD L THRISND, LER-T, &
JEEE CYP3A FVE XU OIRWELE (o RAFZF |
VYUY R, v aRAR) v, BATAAGAL R, TxH
=), BPEVR, vrUAR, X YAR JZFTEL
E) ATV TEMATLIHEEICTEELZET 5, BRI
DI CYPIA HEZ2 AT ) 7 LT 28546, WYl
R =2 o 7 flid 5,

CYPIA2, 2B6. M} 3A4 % in vitro TihE LT-B4E. BEM
CEHROOLZBEEE CHEINIAIRBELNRDAEVDIX

7 CYP3A HEA| (ZJ==hAfr., V77T B
NAR=PEY, B304 NFY VY U%E) ROFRED
CYP3A #FHEAl (R 2, =77 Y = h7EY
V. ERET 4=, FTU) L) O HERTSZ L,
L O CYP3A 8 A& DOOEHNEET SRR WA,
Lynparza ONEPME T2 A[REMED & 2 U ET 5 [ER
WP (12.3) 5]
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FEEDAZ/NN)T (hTEILE) FMIXEOHE

RN

KE

CYP2B6 ThHhHZ &N raNTWbH, &7 /80 7N
CYP2C9, CYP2C19, KON P-gp % ihilid 5 alREME S BRI T &
2, Ko T, AT T EGHT A E. I OIS
e Ok & o 787 D FEENT b 2 R B AN 3 2 "l Re kD
»bH, ATV T EGH LTSS, BVE CBHTESEROEN
BT TAAEERDD GA4HEHKLD 4.6 HESHR)

In vitro \ZBWT, 4780 T3P T > AR — % —P-gp
ZHETLZEND (ICo=76 uM) AT /3 T3 P-gp DIk
B (o RRBF FINRREF X H VT, oA
Xor, aLeFUE) LERKRNICEROH DA ZA
U5 A et Z o CT& 220y, Z OFREE O HRA| %2 g (O
3584, WURBKRNE=21 72 H#5ET 5,

In vitro \ZBWT, 73U 71X OATPIB1, OCT1, OCT2,
OAT3. MATEL, K" MATE2K DHERITH D Z LR
NTW5, 75 7% OATPIBl OE (Kb 2, 7
VR IFZIR, LTV =R, RETF o Nz ys
) OCT1 OREE (A AL I %) | OCT2 O (i
B LT7F=2)  OAT3 OFE (7u&I K, AMMLF
H— F%) . MATEl OXE (A FEHAAVI ) | KD
MATE2K OFEE (A FaR/L I %) 1Tk DR R A HN S
WD ABEMEEZ BRIV CTE R, FRIC, AT NNV TERZTF L
AT AEAICITEEEET D,

42 - AE

=l

R IR D B EORENIAETH D, 75 Ll LD
BEICBITABET —Z XRS5 TWS,

AT
JENBHEIC B BERT — ¥ BREN TS, L, R

8 MEOBREFEEHICEITIEH

8.5 E#E~DMEM
HEATEEIEEEE 735 6] (20K, (69%) ITINEFECTH -
721 \ZHMEEYE & LU C Lynparza 400 mg %= 1 H 2 B 5 L7z
FEARFRERIZ BT, 148 B (20%) 2% 65 WL ETH -7z,
CTCAE 7' L— R 3 LI LD AE ZBrE |, bbb T, &
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ARFIRE R &t MR BT DT

IR PTRE A2 oMl kt L C, Lynparza O 58+ DL & Y
B H-BMER OIER A 2R R 35, PARRRTO L2 BITR LT
RO R A 2 R T 5, IR FIEE /2 M, Lynparza
BRI R O 5% 1 1 AZh 2 0 Bkt k=
FEHLZONERGR N, TR TRBERFEEZ LT
CYP3A DI T DIREGE &AW S 2 WREMEZ RSN T
W Enn, AT RU T EORFHIC LY BT BT
DNEPME T T D[RR B D, L7ehi > T, &EHIRFIZ
X, ARV TSRS O JEANH 72 BEATE O 4 K OVE 17
IR D EMi A ERT 52 L GSHEZHR)

R

Ty haeHWEHBRIZE S L. & MR ELRE L
LEDOREEE TR EMO2HIRHFEEICBWT, EEZR
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HERROLATWVWD (53 HEZHR) . BT 5
Lynparza $¢ 5128327 — Z131FE L7223, Lynparza OfE

BT a7 7 A VIZHERL L T, CTCAE 7' L—F 3 LIk
?D AE 122\ TIX, 65 kbl b (53.4%) DD 65 AT
(43.4%) LV HEWHEETHRE SN, 20O L) RERN
BRINEHRNTHD EBOONTENOAEFRE L OEGE
BIRSEEIT 72 o 72,

8.6 FifremE

TSR B ot T 2 B B OFREINIAE CTH D,
W RS RERS H R3S (Child-Pugh 2338 A (2863 <) Tk, JF
BEREIE R B & e~ CTPRER & (AUC) 28 1.2 fFITmL
Too WMEEITHEENEERERFICBIT 27T —XT 20
[FEARRELS: (12.3) 25 H]

8.7 BHREEE

TR RERE E S (CLer=51~80 mL/4y) TlE. BHEARE

WA (CLer>80 mL/4y) LT EEIRER (AUC) 73 1.2
RN L7z, R RERE IR AR L0 2 Bl F B O AR i
WIRECTHDIN, A EEICE=X) 7352 L, HE
ER S REIEE R (CLer=31~50 mL/4y) Tli. BHEREE
Bl (CLer>80 mL/%y) & H~T AUC A 1.4 fZICH#mL
7o W B HREREE A ClX. Lynparza &% 300 mg 1 H
2 MCEET L2 [HE - HE 25 22R] . EHEEE
RERE T IR B R A (CLer<30 mL/4y) (ZB T 57 —
L7 [BRARIEERY: (12.3) 2]

8.4 /NE~DfEH
/NREBFEIZI51T D Lynparza D224 K OVE b 13N ST
VR AR
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B LMEHTE] 25H)

=3

F T30 7 ORFA~OPRMIZ B 2 BB L3 S T
O, AT T T OREm e M RICHREE RS
INENIARHTH D, Lynparza OZEILFEHRMEE EET 5
L B R OEMKPEEG% 1 7 A2 72 Y Lynparza (325 =
Lahsd @3HEEZR)

ZhanE

ZHREEICEAT DR T — Z 1372, BiBRic k5 & 2R
WX T HERIZERO b no 7203, IR - IBIRDATFIZRT
LZHEEELGNEIL TS B3HEESR) |

4.7 HEEOFEE K OBIBREEIC 2 %

Lynparza % 5-#IRIHRICEBWTEAE, #597. LOFEINED F
WA SN TEY . 20 OERNEE T 5 BF I ERR
AT B ERF IR 240 O MWEDRH D,

8.1 1Em

U R

BT DAL O OEAEFIZES & (BRI
(12.1) Z#ZM] | Lynparza & G5-T 2 L IBIRICAEE 2
TERZ BRI AREMER B 5, AFNCEES 2 Y 27 &R 34T
I ~DFEGIZONTOT —Z X7, B AERRERICI T
HIRT v FOWBERRIICA T R T2 EELEEZA,
MESEHETH D 400mg 1 H 2 [0 &2 BEICRE Lz L &0
BB, AR OWE - IRIRFENEO O [FT—
2] e Uik, BRYAS kT 2 A EERH o ATREME
R OMHRAR LD U A 7 \ZHOWTHT 25 Z &,
RIREMNCBIT DERRIERERBENREOE Y AT D
HEEMITRHTH D, KEO—RERICBN T, BEEMICHE
PRDSHERE S VT I IS 3B 2 ER R R RBOE R Y A7
1% 2~4%, BARIRED U A7 13K 15~20% L HEE SN D,

T—H

BT —%

W7 > MZBIT 2R ORI AERRIZB T, 47
WY T ERZE 14 BRIDOMNR 6 HBIZHT TROKE L
L ZA 15 mgkg HOME [(HEWOLHEEIT, b MG
HETOEE (AUCon) DK 11%] THEKRBZIETHEIML
77

IR - JRIRBAERBRIZBWT, BB OIEIRT v M4 T
XU 7% 0.05 KO 0.5 mgkg/ HOHETRO®KES Lz, 0.5
mgkg/ H O & (R8O BEIT, b MESEHE TOR
# (AUCo2am) D) 03%) 12X o> T, BREIET OHINEN
(IR CEERRERGE. /NMREREE) | HEEBhE GERRIFLE X3 E
b, MRS e R OWE i Ofe SUIXRE) | HE

14




1.6 AHENZIS T D RIS IS B 5 Bk

—f&4 AT RY T

x 3

FEEDAZ/NN)T (hTEILE) FMIXEOHE

RN

KE

B OMEREEEREEG) ROBRIE (~Lv=7) OBERRFB
O - RIRFBHENAE U2, £o. Bt MEE e o,
fhE. D% RESXIIXRE, T OMMEE Mo, g
O M. TR, R K ONEELRIC TéFﬁﬁJﬁi&@E
WXIFER LN, IR, B EOIREICKIT 5 LA
*%1\ﬁ7A)7&%n@@mmﬁif\ﬁw%ﬁﬁE
TRL LT,

8.2 I

Y R
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SE, BUIIE, R OREAEEER NS 1 Bl cThotz, ZNHDHA
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/NREER

INRBEZSRE LRI N T TICEE STV,
Z OO E R

EnE (75 WL b)) ROYEANEE BT 22T — 21
BTN D
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% %
~E 1 e U 90 15
B Bk s ) 25 7
M RIS 30 3
U Lo SEREOR D 56 17
SR R RRHE N 57 -
VT F = N 30 2

*TLU—F | OlMKREEEL G 5 EEIL. MR ABICH AT AT b -
.
Lynparza % $£5- L 72 J855 223 D 10%LL 1 20% A5 THEod
AT BIVE ] e OV R AR A i T\%_ﬁﬁéMTwﬁw%
DIFLLTFD LB THD - KoK, B, BT, REEE
., T, FEMED F o, R, R, MR R, K&
ORI,
Lynparza % $&5- U7= B3 223 D 1%LL E 10%A00 Tt &
NIZRIER R A RAEE RS ©, RICGEH I TW RN
DIFLUTOERY TH D AMERBAE, DNk, Kigtt=
2= RF— FEE ﬁvﬁ*yvAmf mpE, RZ
9%, ARIRE, PEIRINEE, JREE, S paiEls ., REg
/@%\%5%5\WMF\ﬁ%m&ﬁ(%%&ﬁ%ﬁ
te) . KNETY,
FaBEI A Gt 2 L LD LY A T LA IRERER S 5 A
< L sz M P 5 e PP AR MR DI Bl oD FB T & b T, e
Fidlk & LCT? Lynparza 400 mg 1 H 2 [pIEhE 5.2 75 &R
CHEE LT T v X AMERBRICBW T, BED 20%LL L THAE
SNTREWERMZE 3 \Trd, [T & abilroiEz Iz
TR LAV ERIR AR 2 R 4 1”7, gBRCA 2551
BE 96 D H B, 53 Bl Lynparza £, 43 $1x~7 7 B REET
B o7z, gBRCA 7RISR X3 2 5 o h o filix
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REEIZFE » T2 BWEH OFEBLZRIL Lynparza #£75 26%, 77 &R
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E o ZRIWEH OB IX Lynparza #£75 9%, 77 & AREEN
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L LTHLE LT,
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1~4 3~4 1~4 3~4
% % % %

MEB LY R REE
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LD 75 2 37 0
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Lynparza Oif &% 52388 L 7551281 D [EA OIRFIIHL | Lynparza Ol &5 52388 L1255 12817 2 [EA ORI ITHL
ESNTELT, BERGOEROHILNICRoTHARY, | ESNTELT, WBERGEDER G SNITR> TR,
B—, WEEG DB LGAEIIE, ET AR SE R | T —, WmERGPIEEL LGS, BRI — A7 SRR
EEFEM L, JERERET D, EEFEM L, ERERET D,

ik

2016 4 12 A ET 2017 & 1 AkET

x 4 FEEDOASNY T (FH) RAXEOHME

KE
Hr5e 4 LYNPARZA® (olaparib) tablets, for oral use
e - 2R 1 %h8E - R
1.1 FEFEORBLRE DAERR S
Lynparza (%, H&RH 2 ST REITS L CRERDXITE RN 2R LTV 5 B3 LACEIREE, DIEY . SUIRTME
NERESE O RN B OMERIRIE & L TRET 2,
12072< &% 3 UV A DALEFREANC L DI0REEL 35 gBRCA ERGHEDEITINEIE
Lynparza |3, TR S TR ZE D G0 5 AEFERIILARSY] BRCA 2% (gBRCAm) % H T H2#EITINEE T, Dt b 3
LA v DALTERREAN L DIaWRIE 2 A 2 BB RS T 5, IROXISR & 72 5B, FDA 23&GE L7Z Lynparza O = 2%
=F WIS ERIRT D,
ik - & 2 M- HE

2.1 Ak - ARICET EEREEFH

Lynparza | 50 mg OB 7w NA L LTHAFREETH D, §EHE D 7 EAKORE - HEKXOASA T T XA 7Y T ¢ 13582
725 Z &5 Lynparza OFER] (100 mg &Y 150 mg) % mg HAL TOERIZ LY Lynparza O 7 E/#] (50 mg) (2 X #i
AT B RS (123) 228 B 72O BB L - HEICOWTE, Lynparza 71 7 /L OIRAC
EesRoZ &,

22 HRINWDHE - AR
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Lynparza OHESE I H13 300 mg (150 mg $EX2) 1 A 2 [F#E ARG (1 B G5 600 mg) Tho, REKOZEERFOVTIL
THEEAETHS, 100 mg GETRAIT ) BEMMATRETH 5,
JFIE B OHEST ULFFR TERWEMENRD D & TR E kT 5,
Lynparza DRFERINA & - 725G, RENETERAICBEF &L RTT 2 X588 T52 L,
BEANIIENG . e, RR, DEET. 2O EMAALZ & (G HIERE R OB (162) 5],
2.3 gBRCA EEGMEDOHEFTINRE BEH DOREIR
TR BRI D BRCA B [ZhE - 038R (1.2) ROWERER (142) 22M] 209 51 TIPEEE %
RIREORG L LTI 5, BRCA ZER ORI % FDA AGRRAIZETT 5 HHIE.
http://www.fda.gov/companiondiagnostics CRIE F[RETH 5,
2.4 BEWERADFR® b =560 FERE
BIERE OO, KREIHEOMELZET 2D,
EROHELEH X, 250mg (150 mg SEX 1 KON 100mg $2X 1) 1 H 2[5 (1 H#R&EE5 & 500mg) TH 5,
ELITHETALEND LA, 200mg (100 mg $EX2) 1 H 2 [A#E (1 B R&% 58 400 mg) ITHET 5,
2.5 CYP3A FHEAI L OEH 3 556 O &R
SRS 72 XAXHFEE D CYP3A BHFEAIE OOFHILEET, CYP3A BHEIEHOFIWVREREAI L OOFH 2/ 5, 587172 CYP3A
PSR & OO ANGRET SV AT, Lynparza 2 100 mg (100 mg $£X1) 1 H 2 [B#5 (1 H#E&EEGE 200 mg) (ZJ&ET
%, TFREED CYP3A PHLESR & OOFFHBET SN2V EA1E. Lynparza % 150 mg (150 mg #£X 1) 1 H 2 [E[#%5 (1 ks
300 mg) ICJET 5 BEMHEAIEH (7.2) KORKREHRT (123) 2]
2.6 BHREREERE KT 2 HERE
R R R = B (Cockceroft-Gault 2 CHEE L 7= CLer 51~80 mL/4y) TiX. Lynparza ® HE&FHFHIIAE TH D, FEHER
BERERESE BT (CLer 31~50 mL/43) Ti, 200 mg (100 mg §£Xx2) 1 H 2[5 (1 iR 58 400 mg) (ZJ&ET 52 &N
HESE X B, HEHEEBHEERE IR B A RE (Cler <30 mL/43) (2331F 5 Lynparza ORNEIREIIRF S LT Zeuy [FF
EDOBELFNCE T MM 8.7) KOHAFHY: (123) 2ZH]

FIEROE R | SEA

o 150mg: kRtA~[Kkkta, FEME., Widh, 74 v bha—T 47 FEIZ TOP150) OZIFE), HEITZIF /2 L
e 100mg: HA~EPEEA, B, Wirh, 74 bha—T 427 FEIZ TOP100) OZFE), HEITZF /2 L
= Yo 7L

22




1.6 AHENZIS T D RIS IS B 5 Bk

—f4 AT T

x 4 FEEDOAS/NY T (FH) RAXEOHME

KE

el K OME
FoEE

5 BEROHERELOER
5.1 BHEEBUERR, S B BEE B w
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(MDS/AML) DIEFRMEFE L 1.5%A0m (21/1680 f5]) T o727, FDOREBEIIEIEH TH -2, 2 b 21 #Fiid 19 Fili
BRCA EBRNHERSNIZHBETHY . 1 Bl gBRCA BFERL 1 FliX BRCA EFIRENAHATH - 72, S HICHHHEKE5RER T
t Lynparza $¢5-f88123 T MDS/AML 7238 S iz, —kPE MDS fia i BEIE AML Z2 3688 L 72 J8H 12%4 % Lynparza
BEHIRIT 6 W ARMNS 2EBMETLEETIETHo, ZThHOEBEEEERIC. ASIAIRCM O DNA ITHREE 5 2 5 HH
12 X DAL RRIEIC L D IEHRIER o 72, ZOFIiE, o UXEHBERROBREREZHT 5 B8 b\,
BB L L COLHREIC L A2 MiEEEREET S ET (F1—F 1 BUF) | Lynparza OG5 24 L TER 50, ~N—
AT A RECARMERE A JE U CIMERBAER 2O DR L. Z0%OF G HFIEA 1 BHGE L CERIICRIBE L 72 5%
ER 7R ODERT D, MEENMEDN RS <A, Lynparza ZARIK L, 32 £ CHEMEREZNET 5, 4 BE®ZICEEL
SN T L— R 1 LUFICEE LRWEE, BEZ MIEEPAEICHEN L, BRE L S EERERRLZ &, X5
RO L FEMT 5, MDS/AML MR S L7286, Lynparza O 54145 2 &,

5.2 fiifigik

Lynparza % 5. U723 O 1% AR ICBW T, BOEHI 2 & Tl 23R8 8 Ure, PR IREE, Wk, 8BV O RER g itk o #r7-
IRRBUUTEE, HAWVIIEEB ETORE RO ON-8A13E, Lynparza ZKEE L, HONTENL D OIEROJRN %2 AT
5. Mg DR S =84, Lynparza O 521k L, @WUIRIBEEITH Z &,

53 & - BRIEEM

ZOERF R OB 2T RICEE-S< & Lynparza IR I2& 5 L2 GG ISR IRICE E2REM 2 XIE T /RN &
%o BWAENGBRIZB W TEIET v FOSERRICA T ) 752 &5 L2 A, b MERHETHS 300 mg 1 H20%
BTG Lo & T OBEEERN T, HATEEROWR - JRIREENO v, hicxt LTix, BIEICT 2 8FERHO
AIREME A BT 5 Z &, WEIRATRE e Ml LTI, Lynparza #5815 R Ofcfk# 5% 6 7 AT, ARh7elEEEZz v
HE0EETH L HEOREELEFICE T AMHM (8.1,83) KOEGKIKIS (12.1) 2&H]

RI1EM

6 EI1EH
TROBEWERIZOVWTIE, REMISCEENDHIDETHAY D,
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x 4 FEEDOAS/NY T (FH) RAXEOHME
KE
HRRTERERRE SRRt B s [E5 RO EoiEs (5.1) 2Z2M]
Jififig e [Ed M OEH EoER (5.2) 2]
6.1 HRARRBR TR b BIWEM
ERAR B O SRAMTME AL . RBRIC K W RAR D72, B 25 B DR TRl od b ALz BIVEH F 8L 2 )51 oD [ 38 dh D B IR
BRI DRBREERILE S 5 2 L3 TE T, FERRICBT 28I R2 M L TO2RWATREE S 5 5,

782 BN EE (Lynparza $% 5838 555 i,

PLFISRT,

RN B DAMERFRIE

SOLO-2 ##%

SOLO-2 RERIZI\V\N T, AHARANSME gBRCA 28 LG MHEIN B A 1

. 77RO EERRBRTHY . 294 BlOBFIC, FERBOETE 2

300 mg (150 mg#£x2) 1 H 2\ (n=195) Xix~7 7'IZT§E1 A2ME (n=99) &5 L7

194 B H, 778AKEES56 ZHTH-T=, KEIZ

TAREEN 18% TH -7, HEDOWEIZE > TZRIWEH OIBLHRIT Lynparza #EHY 27%.

WENIHEBEOHWEIZCESTZRWERHD 2 6, BHENRE-T-OF, Al (22%) |
(8%) Tho7, HHEHILIZESTZEIWEHORIBLEIX, Lynparza #f 11%, 77 R EE 2% Th o7z,

SOLO-2 #ABRIZIV T Lynparza Z 45 L72HBE O 20%LL L CROON-EWERHZ®R 1 180T 5, £,

VT Lynparza Z %5 L72 [BE O 25%LL E TR L7 BRI T 22 2 IR,

7T R 227 B]) |

IR TERVEENRDOOENDE T

GFHRERIAE (9%) « K&

SOLO-2

#1 SOLO-2 RBRICBITBEIVERA * (Lynparza 25 L7 BE D 20%LL L TR
Lynparza & AN
n=195 n=99
AIEH VAN JL—R VAN VAN
1~4 3~4 1~4 3~4

% % % %
MmEE LY I REE
2rif 44 20 9 2
B IR E

(2R 2 AR RBR I W) TS S L7 Al

TEH %

B1F 5 Lynparza #EFFEIEORZEMEE KRG LT, AR

Lynparza

B WIR O R JLEiX, Lynparza ##
EoLBWER (Zv— RERDZR) ORELHIT Lynparza #£0% 45%,
7T B ARHED 3% Tdh o7, Lynparza O
OV 57 /8 T

Va4

AERIZR
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x 4 FEEDOAS/NY T (FH) RAXEOHME

b #ifi,

*E
G 76 3 33 0
Mg H- 37 3 19 1
T 33 2 22 0
AN © 20 1 16 0
BRYYER & OF4E BAE
BOHIR S/ ERGERY: (URD) 7Rl & 36 0 29 0
Ve /8 /A v 7z
— i - 2HEER L O SEM DIREE
Wy UEIEEET) | 66 | 4 39 | 2
Rtk L OREEE
PRk | 22 | 0 11 | 0
BERRE X O SgEE
B, AR | 30 | 0 28 | 0
MREREE
IR L 27 0 7 0
SHM 26 1 14 0

a KEESNLA ARG OF EFRILEAGEHRTE (NCICTCAE) v4.0 IZHE-> TH L— RfHT,
~ b7 Uy MR, ~NEZu e, $RZ, ERRIMERE RN, & ORIMERER D TR S B 2 v — 7 FEE,
c OFEiEE, 77 ZMiEE, WA, WAEE, WA, HRZ%K,

FEPRTRII R, R, RO RAE, Dl D FE, FEN

R, A~ LR DRy, DPSREIERIEE, DR, D REEBER RS, K OYD PEmRERR TRk &5 70— 7 i,

F72. SOLO-2 #BRIZH\T Lynparza % 5- L2 BE O 20%A0m CTrasd HAVIZRITERIZ, 4P ERIBAME, F892. %k, 1H1k

AR, AMEBAE, (K~ 7327 SfE, #EMED F MRS IE, 7 VT F = N,

THoT,

#2 SOLO-2 RBRIZBWTHRED 25% FTHE SN-BERREMEAER

U 2 SERIAIE, M ORI

bR AR AR A i @

Lynparza $i
n=195

AN
n=99

25




1.6 AHENZIS T D RIS IS B 5 Bk

—f&4 AT RY T

%= 4 FEEDA S/ T (fF]) RMIXEOHRE
KE
JL—F 1~4 JL— K 3~4 JL—F 1~4 JL— K 3~4

% % % %
EEIR M ERAS AN ° 89 - 52 -
~EZ B EUED 83 17 69 0
H i ER B> 69 5 48 1
U Bk B 67 11 37 1
I HRERHE SRR 51 7 34 3
My 27 v F =8 44 0 29 0
M N 42 2 22 1

@ CTCAE 7' — K | OKRBREMZ AT 2BF L., BRRBRIHEANRETH -7,
b SRR MERAFE A EYEE IR (ULN) %88 2 72 45E 0ElIA,

aBR 19

HER 19 1I2BWT, Dt b 2 LY A O BeRAIZ ST FRFREANC X 2 I0RIER & 5 1 e RANRS YEIN R B 2B T
% Lynparza 71 72/ )VEMHERRRIEO LM GG L2, ARBRIX, i tREEL{L —EEMR 7 7 B RAERBRTH Y |
264 D BT Lynparza 400 mg 1 H 2 [8] (n=136) XiZ7' TR (n=128) &G Uiz, BEMNTORERT, BEH O PR
X, Lynparza #£8.7 W H., 77 tAR# 46 WA Th o7z,

REIZE 5 - FIVER O FEBERIL Lynparza #EAS 35%. 77 B RN 10%ThHo7-, HEOBEICE - -FIVEHORERIX
Lynparza #£7% 26%, 772 REED 4% ThHh o Tz, FEHFILICE S RITEH OF BT Lynparza #5723 6%, 77 BAREEN 2% T
HoT,

R 19 128\ T Lynparza %5 L7283 O 20%LL L CRRO N RWEH 23R 3 1285, F7z2,
25%LA BT SRR IR A E S W 2 &K 4 (TR,

AR 19 IZBWTHEED

%3
EI1ERA

HRER 19 (2B HBIEA * (Lynparza Z#% 5 L7 8E D 20%LL ETHE)

_ Lynparza &
BI1EH 12105
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JU—F | Zv—F | Zv—F | Zi—~F

1~4 3~4 1~4 3~4

% % % %
MmEE LY I REEE
Hifn.° 23 7 7 1
BIBEE
ol 71 2 36 0
I 35 2 14 1
Nl 28 2 25 2
s i 22 1 12 0
— & - 2HFEER LU SR ORE
W (% 4T 63 | 9 | 46 | 3
BYUER & OF A BE
SUB Y | 22 | 2 | 11 | 0
KRB LUK ERE
FERORGR | 21 | 0 | 13 | 0
PR EE
] | 21 | 0 | 13 | 1

a NCICTCAE 4.0 (Zfit > T 7 L — FffiS,
b YLEIVER O BEERE S & 3 2 B I RE TR S 5 7 v — 7 HiRE,

T, RER 19 1288V T Lynparza 235 L7 HBE O 20%A00 TR LIVZEITERIZ, HEARE, ONE, WRREEE., FEit
DEW, J LT F =N, FRERECDE, i /MROEAE,. BIEREVDE, U o NERBVE, R R EE, B, ROVEET
Hol,

#£4 BBR1IICBOWTERED 25%UECHRE SN BRREERE
. . Lynparza 77 7" & /L 75 R
(NP e =136 129
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KE
JL—F 1~4 JL— K 3~4 JL—F 1~4 JL— K 3~4

% % % %
~NES B e U 82 8 58 1
SRR M ERS AN 82 - 51 -
H i ER B> 58 4 37 2
U SRS 52 10 32 3
T T Bk e B D 47 7 40 2
My 27 V7 F =80 45 0 14 0
M IR 36 4 18 0

a CTCAE 7' L — R 1 OFFRBRAEMEE A T 28813, BARBRICHANAETH -T2,
b PEHRMERAFEDS ULN A48 2 - g B4,

D7p &b 3 LU AV DLBRERNC X DIEEBEEE T 5 gBRCA BERGHEOEITINEE~DEKE

aTr—%

Dl b H 3 LU R DALFIRIERNC X DIGEE A A5 gBRCA ERGHEOMEITINEE B 223 1 (6 BB & D) I2BW
T, Lynparza (1 7&/LA|) OBME L %2 M Uiz, KREICESTRERIZEE O 40%, HEOBEIZE > -FIERIXFE
4%, BEHIECE S -RIERIERE 7% TRO bz, HEICESTEWERIL 8 il (4%) TH® b, WEFRITAMEIMmE 2
], COPD. RMIMAEFAE, Brzesl, MHZEFRIE, BUMSE, R OWESHEER A 1 flCTh o7z, ZNHDEBEIZIIT D Lynparza
N7 NEEME O R IEIX 52 WA Tholz,

U BFEEF D 20%LL ETHE S-RTERZ R 512, IFEBEER D 25%LL E TR b BAREMEE T 2 £ 6 I22h
EIRT,

£5 HEBREEFCHREINTZEMWEA (Lynparza 285 U7=BE D 20%LL = THH)

Dl & h 3 LY AU DLERERIC X DIRRE
_ J1r—FK1~4 7L — R 3~4
BRI n=223 n=223
% %

MR LY REE
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B IBEE
BARER 22 1
L 64 3
M - 43 4
TR 31 1
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BYUER X 04 BE
BLWASE Y URI | 26 | 0
ERESRE L OV SRR EE
BB E 21 0
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&6 DFHERBEERO 25%U ECHE I ZBERREMRER
L b 3 LY A U DALFRIEA]
\Z K D IGHEIE
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T T Bk B D 25 7
M IR 30 3
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Lynparza % $¢5- U723 223 FlD 10%LL 1 20%A50 TR o L - BIEA R OFRRAE MR E ©, RIS TR0 o
FLLTDLBY THD - Gk, ERL, WRTERT ., RMMZIE, 55, FEMED £V SR, REEEYL. FERREE, RO
yé/_:\o

Lynparza % $¢5- U723 223 1D 1%LLE 10%A80 TR L2 IER K QR BRAEM R E ©, RIS T R0nb ok
UTOEBY THD  AMEKEAIE. ONE, Kt = 2 —n8F—, B K~ 27 %™ AMGE. KR OEARMRLE (%
BIEZET)

6.2 TR O AR

Lynparza 71 72 /VOEKRBEZOMERIZE N T, FRROBIEANRE SN TWD, ZALORITERIX. BB OEM) G B %
IZHE SN b DO TH LoD, TN DOHELHIITHE T 5 2 & OEKFREE & ORI RBERLZ W T 5 Z L3 LA
RETHD EITRL R,

S REE IRBUE (88 RIER)

W AH B AR

7 KYHEEEH

7.1 HUEEAl

Lynparza & DNA (2481554 5- % 2 35505 O o B8 nH oA 2 0FH U7 BB I\ BBl 2t O 50 & ONEIE )
IR E TN D,

72 I NY TIFEHREEZ ER IS RREENH HEY

A Z %0 TIEFEIC CYPIA I L > TR SN D, 5872 CYP3A BHERITHDHA b T a2 — a2 0H#&E S Lo EE (N=57)
TIE, 4780 7@ AUC A 170%8EM L7z, FRED CYP3A [HERICTHL 7 rat Yy — Tk, 730 7D AUC 2
121%N4 % & FHlEh b,

/172 CYP3ABHEA] (f R T a)Fy—n, Tl RuwAvr, 77V AavA vy, FhaFy—n A)aFy—nL 3
7y R, RYbrafFy—u, UhFen, aerenr /U hFen, £V Fe R FENL, xAVT 4o FEL, Ak
FLEN, TTFLENE) LOHEZRT D L, ERRE CYP3A LER] (F7Lren, 77LEX N, TEY
FTEN, vFuruxHir JUYF=T XAFELSY NFEA, ULTFTEL, Y Ruvf vy, Tvaty—
Ny RAT U TVTFEN, A=F =T XININVE) EOGHERNT S Z L, TR SUTHFEE D CYP3A HEAIZOFH L
RITIUR7e 7R A | Lynparza 28 &E3 5 [HIE - & (2.5 #2H]
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x 4 FEEDOAS/NY T (FH) RAXEOHME

KE

TL—=TTN—=Y TV —TITN—=Ta—A FAKA, ROXA XA 2—A X CYPIA Z[HET 578, Lynparza % 5-
HITEIREZRET 5 2 & TG - FHE (2.5 ROERRERHT (123) 22H] .

73 I TISEPREE TIF 5 RN H 5K Y

TR CYPIAGHER TH L) 77 B U E PG Lo (N=22) TlL, A 7/30 7D AUC 7 87%b LTc, HFEE
O CYPIAFEF THHZT7 7 EL YT, A7/8) 7D AUC 234 60%Jk 35 & TR D,

W7 CYP3A FHEH (7x=FrAr, U757y, AR, B304 XY V%) LoftHETS
Lo FHRED CYPIA FHEA] (Rerv &y, =277ELyY, = hIFEU L, FEX T 4=, F73U %) L%
WEF D Z L, FRRFEED CYP3A #BEAI & OOFHNBET H/2WEEA . Lynparza OENME T4 5 AlREMENH 5 [FRE SRS
(12.3) #ZH] .

8 MEDCBEEHICEITLHEH

8.1 4145

U A7 e

BT DT AL O OEREFIC S < & [RREEEY: (12.1) 22 W] | Lynparza Zifimilix5-34 2 L RIRICHER
TERZ BT RN D 5, AFNCEES 2 Y A7 2R TG ~DEHIZOWTOT —Z 1372\, SiAERBRIC s\ Tt
IRT v NOGBEERIINCA T Y TEZRG L Z A, b MEEHETHS 300 mg 1 H2[BZBFICEE Lzl X OBREE
A T, MEATEROWR - JRIRFERRO oz [T —# 58] | EEcxt Uik, RIBICxT 28 E5EH O alaett &k O
PRABRD Y A7 \ZOWTHBT 5 Z &,

KGEMICBIT D EKBRIERERBROGEDOE 7 ) A7 OHEEMIZTRHATH 5, KEO—MREMIZIB T, BROIZTIR
DR S NIRRT D BRI RERBOE R U A7 1L 2~4%, HIRTED U A7 135 15~20% L HE S D,

T4

By —%

WEZ ~ MCBIT D ZRER R AERBRICBW T, 7N 7%2%E 14 HRih bk 6 HBIZHT TRAOFG Lz EZ
A, 15mgkg/ HOH & [(HEWMOLTRET, b MEREHE TOBRE (AUCon) DR 7%] THIKRBIET LML,

& - JRVERARBRICB W T, SREBERMOWTIET v M4 T80 7% 0.05 KO 0.5 mgkg/ HOHETRO#&S Lz, 0.5
mg/kg/ H O & [REMW ORI IREIT, b MEEHE TOERE (AUCoom) DK 0.18%] 12K - T, EHIREIEL ORI
IR (HEARERIE, /NMRERE) | HEE e GREIE SUTE O, RS, e RO E S8 ome X xE) | EEE
(FMELEAERELE) MUMERE (~v=7) OBERZHGHREDOE - BIRHENE T, 72, &b HE MWEoH.
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B MU RERXIIRIE, OMME Mg, B, M. B, I JRE R OWEBIRIC 31T 5 AT 778 & oo B4 %
ERL LN, R, B EOREICBIT S EERFTRO—IZ. 4780 7 0.05 mgkg/ HODHET, EWIEHMEE TR 5
nic,

8.2 ZHLIE

YR8

t RO A~DA TN TOBITIE, BEEME W UIAH EEICRIETREBIZOWTOT — X782\, Lynparza 12XV
FUH B VIS EERBWER BT 2 /et n ® 572, 2IUMICIE, Lynparza #5-#F P R Of&& 564 1 7 AR L
RNE S RET S,

83 AEFRED & B IR VB

AL HRAR AT

IR ATRE 72 2 MBI IX, Lynparza 3¢ 5-BRAGRN IR A 252 1T 5 Z L R S D,

WA

%t

Lynparza |%, {285 L7256, BIBICAEEREHZ RIETAREMERH 5 [(FFE0BEERFICB T 264 (8.1) 25
1 o BEERFIREZ2 ZeMEIT ) L CTld, Lynparza G-I R OE&KE 5% 6 7ML, AR728HEEEZ WD K HofET 52
L,

8.4 /NRE~DEERA

/NRBFIZIS T 5 Lynparza D24 O ZMEIIRESL S LTV,

8.5 mEE ~DEH

HEAT[E TR NE S A2 482 5l Lynparza $& 300 mg 4 1 H 2 [BIEE G L 72 BRREBRIZ ISV Tl 135 6] (28%) 7% 65 kb L Th
Slc, ATRY THEEE L2 65 AW OEE & 65 bl EOBFEZHE LSS, £72 65~74 ik & 75~84 kD4 -l Tt
LA, BeE7a T A MIRERET W ER LN, 85 WU EOBEF T\ o Tz,

8.6 I HErefEsE

R P PR AR R IO T 2 B B OFAEIIAE Ch 5, WEATHAEREEERHE (Child-Pugh 338 A 128-5<) T, Ik
RBIEM B L RO R (AUC) 28 15%H0 Lz, EEE I EEITHREREERFICB T 27 — 213 [ER3EE
¥ (123) =28 .

8.7 BHkREfEE

BB RS R I T ABMAEOFHIIAECTH LD, BHEAEEICE=X) 7 T5 2 &, BREBFHRERS RS
(CLer = 51~80 mL/%y) Ti&., BHEREIER HBE (Cler >80 mL/4y) & H_TESREE R (AUC) 75 24%¥500 L7, & AEs
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BERERESE B (CLer = 31~50 mL/4y) TiE, BREEEIER B (CLer >80 mL/47) & bb~"C AUC 7% 44%H8N U7z, Ho R i
REfEE S ClX, Lynparza DH&EZ 200 mg 1 H 2 [BNIET A2 & [HiE - HE (2.6) 2]  SEEEHEEERE 3R
BEERE (CLer 30mL/4y) BT 57— 372w [ERREEY (12.3) 23] .

10 HEH G

Lynparza D& G033 AE L2 HGEICB T DR EOHERITHE SN TE LT, MERGRICEZ ONER B LN -
TR, T—, WmERGIEAE LTIGEICIE, ERT 07 RRELZ I L, BEOIEREZIRFET 5,

5% 2017 4F 8 A kiT
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
LYNPARZA safely and effectively. See full prescribing information for
LYNPARZA.

LYNPARZA™ (olaparib) capsules, for oral use
Initial U.S. Approval: 2014

-------------------------- RECENT MAJOR CHANGES -
Dosage and Administration (2.2) 01/2017
Dosage and Administration (2.5) 10/2016
Warnings and Precautions (5.1) 10/2016
Warnings and Precautions (5.3) 01/2017
--------------------------- INDICATIONS AND USAGE  ——----—mmeemmeme e

Lynparza is a poly (ADP-ribose) polymerase (PARP) inhibitor indicated as
monotherapy in patients with deleterious or suspected deleterious germline
BRCA-mutated (as detected by an FDA-approved test) advanced ovarian
cancer who have been treated with three or more prior lines of chemotherapy.

1)

The indication is approved under accelerated approval based on objective
response rate and duration of response. Continued approval for this indication
may be contingent upon verification and description of clinical benefit in
confirmatory trials. (1.1, 14)

---------------------- DOSAGE AND ADMINISTRATION -—------eemememee -
e Recommended dose is 400 mg taken orally twice daily with or without

food. (2.2)

. Continue treatment until disease progression or unacceptable toxicity.
2.2)

. For adverse reactions, consider dose interruption of treatment or dose
reduction. (2.3)

. For moderate renal impairment (CLcr 31-50 mL/min), reduce dose to
300 mg twice daily. (2.5)

--------------------- DOSAGE FORMS AND STRENGTHS  -------—--—eemeee-
Capsules: 50 mg. (3)

CONTRAINDICATIONS

None

----------------------- WARNINGS AND PRECAUTIONS  ---------memmmmmmeeem

. Myelodysplastic Syndrome/Acute Myeloid Leukemia (MDS/AML):
occurred in patients exposed to Lynparza, and the majority of reports
were fatal. Monitor patients for hematological toxicity at baseline and
monthly thereafter. Discontinue if MDS/AML is confirmed. (5.1)

e  Pneumonitis: occurred in patients exposed to Lynparza, and some cases
were fatal. Interrupt treatment if pneumonitis is suspected. Discontinue
if pneumonitis is confirmed. (5.2)

. Embryo-Fetal Toxicity: Lynparza can cause fetal harm. Advise females
of reproductive potential of the potential risk to a fetus and to use
effective contraception. (5.3, 8.1, 8.3)

ADVERSE REACTIONS

. Most common adverse reactions (>20%) in clinical trials were anemia,
nausea, fatigue (including asthenia), vomiting, diarrhea, dysgeusia,
dyspepsia, headache, decreased appetite,
nasopharyngitis/pharyngitis/URI, cough, arthralgia/musculoskeletal
pain, myalgia, back pain, dermatitis/rash and abdominal pain/discomfort.
6.1

. Most common laboratory abnormalities (>25%) were increase in
creatinine, mean corpuscular volume elevation, decrease in hemoglobin,
decrease in lymphocytes, decrease in absolute neutrophil count, and
decrease in platelets. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact AstraZeneca
at 1-800-236-9933 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

e CYP3A Inhibitors: Avoid concomitant use of strong and moderate
CYP3A inhibitors. If the inhibitor cannot be avoided, reduce the dose.
(23,7.2)

. CYP3A Inducers: Avoid concomitant use of strong and moderate
CYP3A inducers. If a moderate CYP3A inducer cannot be avoided, be
aware of a potential for decreased efficacy. (7.3)

----------------------- USE IN SPECIFIC POPULATIONS --------mn-meemmmmee -
. Lactation: Advise women not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and
MEDICATION GUIDE

Revised: 01/2017
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

1.1 Treatment of gBRCA-mutated advanced ovarian cancer

Lynparza is indicated as monotherapy in patients with deleterious or suspected deleterious germline BRCA-mutated (as
detected by an FDA-approved test) advanced ovarian cancer who have been treated with three or more prior lines of
chemotherapy.

The indication is approved under accelerated approval based on objective response rate and duration of response [see
Clinical Studies (14)]. Continued approval for this indication may be contingent upon verification and description of
clinical benefit in confirmatory trials.

2 DOSAGE AND ADMINISTRATION

2.1 Patient Selection

Select patients for the treatment of advanced ovarian cancer with Lynparza based on the presence of deleterious or
suspected deleterious germline BRCA-mutations [see Indications and Usage (1) and Clinical Studies (14)]. Information
on FDA-approved test for the detection of BRCA-mutations is available at http://www.fda.gov/companiondiagnostics.

2.2 Recommended Dosing

The recommended dose of Lynparza is 400 mg (eight 50 mg capsules) taken orally twice daily with or without food, for a
total daily dose of 800 mg.

Continue treatment until disease progression or unacceptable toxicity.
If a patient misses a dose of Lynparza, instruct patients to take their next dose at its scheduled time.

Swallow capsule whole. Do not chew, dissolve, or open capsule. Do not take capsules which appear deformed or show
evidence of leakage [see How Supplied/Storage and Handling (16.2)].

2.3 Dose Adjustments for Adverse Reactions

To manage adverse reactions, consider dose interruption of treatment or dose reduction.
The recommended dose reduction is to 200 mg (four 50 mg capsules) taken twice daily, for a total daily dose of 400 mg.

If a further final dose reduction is required, then reduce to 100 mg (two 50 mg capsules) taken twice daily, for a total daily
dose of 200 mg.

2.4 Dose Modifications for Use with CYP3A Inhibitors

Avoid concomitant use of strong and moderate CYP3A inhibitors and consider alternative agents with less CYP3A
inhibition. If the inhibitor cannot be avoided, reduce the Lynparza dose to 150 mg (three 50 mg capsules) taken twice
daily for a strong CYP3A inhibitor or 200 mg (four 50 mg capsules) taken twice daily for a moderate CYP3A inhibitor
[see Drug Interactions (7.2)].

2.5 Dose Modifications for Patients with Renal Impairment

Patients with mild renal impairment (CLcr 51-80 mL/min as estimated by Cockcroft-Gault) do not require an adjustment

in Lynparza dosing. In patients with moderate renal impairment (CLcr 31-50 mL/min) the recommended dose reduction

is to 300 mg (six 50 mg capsules) taken twice daily, for a total daily dose of 600 mg. The pharmacokinetics of olaparib
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have not been evaluated in patients with severe renal impairment or end-stage renal disease (CLcr <30 mL/min) /see Use
in Specific Populations (8.7) and Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS

Capsules (50 mg): white, opaque, marked in black ink with “OLAPARIB 50 mg” on the cap and the AstraZeneca logo on
the body.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS

5.1 Myelodysplastic Syndrome/Acute Myeloid Leukemia

Myelodysplastic Syndrome/Acute Myeloid Leukemia (MDS/AML) have been confirmed in 6 out of 298 (2%) patients
enrolled in a single arm trial of Lynparza monotherapy, in patients with deleterious or suspected deleterious germline
BRCA-mutated (gBRCAm) advanced cancers. In a randomized placebo controlled trial, MDS/AML occurred in 3 out of
136 (2%) patients with advanced ovarian cancer treated with Lynparza. Overall, MDS/AML were reported in <1%
patients treated with Lynparza in clinical studies. The majority of MDS/AML reports were fatal, and the duration of
therapy with Lynparza in patients who developed secondary MDS/cancer-therapy related AML varied from <6 months to
>2 years. All of these patients had previous chemotherapy with platinum agents and/or other DNA damaging agents
including radiotherapy. Some of these patients also had a history of previous cancer or of bone marrow dysplasia.

Monitor complete blood count testing at baseline and monthly thereafter. Do not start Lynparza until patients have
recovered from hematological toxicity caused by previous chemotherapy (<Grade 1). For prolonged hematological
toxicities, interrupt Lynparza and monitor blood counts weekly until recovery. If the levels have not recovered to Grade 1
or less after 4 weeks, refer the patient to a hematologist for further investigations, including bone marrow analysis and
blood sample for cytogenetics. If MDS/AML is confirmed, discontinue Lynparza.

5.2 Pneumonitis

Pneumonitis, including fatal cases, occurred in <1% of patients treated with Lynparza. If patients present with new or
worsening respiratory symptoms such as dyspnea, fever, cough, wheezing, or a radiological abnormality occurs, interrupt
treatment with Lynparza and initiate prompt investigation. If pneumonitis is confirmed, discontinue Lynparza.

5.3 Embryo-Fetal Toxicity

Lynparza can cause fetal harm when administered to a pregnant woman based on its mechanism of action and findings in
animals. In an animal reproduction study, administration of olaparib to pregnant rats during the period of organogenesis
caused teratogenicity and embryo-fetal toxicity at exposures below those in patients receiving the recommended human
dose of 400 mg twice daily. Apprise pregnant women of the potential hazard to a fetus. Advise females of reproductive
potential to use effective contraception during treatment and for 6 months following the last dose of Lynparza [see Use in
Specific Populations (8.1, 8.3), and Clinical Pharmacology (12.1)].

6 ADVERSE REACTIONS
The following adverse reactions are discussed elsewhere in the labeling:

e Myelodysplastic Syndrome/Acute Myeloid Leukemia [see Warnings and Precautions (5.1)]




e Pneumonitis [see Warnings and Precautions (5.2)]

6.1 Clinical Trial Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials
of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed
in practice.

Lynparza 400 mg twice daily as monotherapy, has been studied in 300 patients with gBRCA-mutated advanced ovarian
cancer, and 223 of these patients had received 3 or more prior lines of chemotherapy.

In the 223 patients with gBRCA-mutated ovarian cancer who received 3 or more prior lines of chemotherapy (including
137 patients in Study 1 with measureable disease) [see Clinical Studies (14)] adverse reactions led to dose interruption in
40% of patients, dose reduction in 4%, and discontinuation in 7%. There were 8 (4%) patients with adverse reactions
leading to death, two were attributed to acute leukemia, and one each was attributed to COPD, cerebrovascular accident,
intestinal perforation, pulmonary embolism, sepsis, and suture rupture. The median exposure to Lynparza in these

patients was 158 days.

Table 1 and Table 2 summarize the common adverse reactions and abnormal laboratory findings, respectively, observed
in patients treated with Lynparza.

Table 1 Adverse Reactions Reported in 220% of Patients with gBRCA-Mutated Advanced Ovarian
Cancer Receiving Lynparza

Adverse Reaction 3 or more lines of prior chemotherapy
Grades 1-4 Grades 34
N=223 N=223
Y% Y%

Blood and Lymphatic disorders

Anemia | 34 | 18
Gastrointestinal disorders

Abdominal pain/discomfort 43 8

Decreased appetite 22 1

Nausea 64 3

Vomiting 43 4

Diarrhea 31 1

Dyspepsia 25 0
General disorders

Fatigue/asthenia | 66 | 8
Infections and infestations

Nasopharyngitis/URI | 26 | 0
Musculoskeletal and Connective Tissue disorders

Arthralgia/musculoskeletal pain 21 0

Myalgia 22 0




Table 2 Laboratory Abnormalities Reported in 225% Patients with gBRCA-Mutated Advanced Ovarian
Cancer Receiving Lynparza

Laboratory Parameter® 3 or more lines of prior chemotherapy
Grades 14 Grades 3-4
N=223 N=223

Y% %
Decrease in hemoglobin 90 15
Decrease in absolute neutrophil count 25 7
Decrease in platelets 30 3
Decrease in lymphocytes 56 17
Mean corpuscular volume elevation 57 -
Increase in creatinine” 30 2

* Patients were allowed to enter clinical studies with laboratory values of Grade 1.

The following adverse reactions and laboratory abnormalities have been identified in >10 to <20% of the 223 patients
receiving Lynparza and not included in the table: cough, constipation, dysgeusia, peripheral edema, back pain, dizziness,
headache, urinary tract infection, dyspnea, and rash.

The following adverse reactions and laboratory abnormalities have been identified in >1 to <10% of the 223 patients
receiving Lynparza and not included in the table: leukopenia, stomatitis, peripheral neuropathy, pyrexia,
hypomagnesemia, hyperglycemia, anxiety, depression, insomnia, dysuria, urinary incontinence, vulvovaginal disorder,
dry skin/ eczema, pruritus, hypertension, venous thrombosis (including pulmonary embolism), and hot flush.

Table 3 presents adverse reactions reported in >20% of patients from a randomized trial of Lynparza 400 mg twice daily
as maintenance monotherapy compared to placebo in patients with platinum sensitive, relapsed, high-grade serous ovarian
cancer following treatment with 2 or more platinum-containing regimens. Table 4 presents the laboratory abnormalities in
patients from this randomized trial. Of the 96 patients with gBRCA-mutation, 53 received Lynparza, and 43 received
placebo. The median duration on treatment with Lynparza was 11.1 months for patients with a gBRCA-mutation
compared to 4.4 months for patients with gBRCA-mutation on placebo.

Adverse reactions led to dose interruptions in 26% of those receiving Lynparza and 7% of those receiving placebo; dose
reductions in 15% of Lynparza and 5% of placebo patients; and discontinuation in 9% of Lynparza and 0% in placebo
patients. One (2%) patient on Lynparza died as a result of an adverse reaction.



Table 3 Adverse Reactions Reported in 220% of Patients with gBRCA-Mutated Ovarian Cancer in the

Randomized Trial

Adverse Reactions Lynparza Placebo
N=53 N=43
Grades 1-4 | Grades 3-4 Grades 1-4 Grades 3-4
% % % %
Blood and Lymphatic disorders
Anemia | 25 | 4 7 | 2
Gastrointestinal disorders
Abdominal pain/discomfort 47 0 58 2
Decreased appetite 25 0 14 0
Nausea 75 2 37 0
Vomiting 32 4 9 0
Diarrhea 28 4 21 2
Dyspepsia 25 0 14 0
Dysgeusia 21 0 9 0
General disorders
Fatigue (including asthenia, 68 6 53 2
lethargy)
Infections and infestations
Nasopharyngitis/Pharyngitis/URI | 43 | 0 | 16 | 0
Musculoskeletal and Connective tissue disorders
Arthralgia/Musculoskeletal pain 32 4 21 0
Myalgia 25 2 12 0
Back pain 25 6 21 0
Nervous system disorder
Headache | 25 | 0 | 19 | 2
Respiratory, Thoracic, Mediastinal disorders
Cough | 21 | 0 | 14 | 0
Skin and Subcutaneous Tissue
Dermatitis/Rash | 25 | 0 | 14 | 0

Table 4 Laboratory Abnormalities in 225% Patients with gBRCA-Mutated Ovarian Cancer in the

Randomized Trial

Laboratory parameter* Lynparza Placebo
N=53 N=43
Grades 1-4 | Grades 3-4 Grades 1-4 Grades 3-4
% % Y% Y%
Decrease in hemoglobin 85 8 58 2
Decrease in absolute neutrophil count 32 8 23 0
Decrease in platelets 26 6 19 0
Mean corpuscular volume elevation 85 - 44 -
Increase in creatinine’ 26 0 5 0

* Patients were allowed to enter clinical studies with laboratory values of Grade 1.




7 DRUG INTERACTIONS

7.1 Anticancer Agents

Clinical studies of Lynparza in combination with other myelosuppressive anticancer agents, including DNA damaging
agents, indicate a potentiation and prolongation of myelosuppressive toxicity.

7.2 Drugs that may Increase Olaparib Plasma Concentrations

Olaparib is primarily metabolized by CYP3A. In patients (N=57), co-administration of itraconazole, a strong CYP3A
inhibitor, increased AUC of olaparib by 2.7-fold. A moderate CYP3A inhibitor, fluconazole, is predicted to increase the
AUC of olaparib by 2.2-fold.

Avoid concomitant use of strong CYP3A inhibitors (e.g., itraconazole, telithromycin, clarithromycin, ketoconazole,
voriconazole, nefazodone, posaconazole, ritonavir, lopinavir/ritonavir, indinavir, saquinavir, nelfinavir, boceprevir,
telaprevir) and moderate CYP3A inhibitors (e.g., amprenavir, aprepitant, atazanavir, ciprofloxacin, crizotinib,
darunavir/ritonavir, diltiazem, erythromycin, fluconazole, fosamprenavir, imatinib, verapamil). If the strong or moderate
CYP3A inhibitors must be co-administered, reduce the dose of Lynparza [see Dosage and Administration (2.4)].

Avoid grapefruit and Seville oranges during Lynparza treatment [see Dosage and Administration (2.4) and Clinical
Pharmacology (12.3)].

7.3 Drugs that may Decrease Olaparib Plasma Concentrations

In patients (N=22), co-administration of rifampicin, a strong CYP3A inducer, decreased AUC of olaparib by 87%. A
moderate CYP3A inducer, efavirenz, is predicted to decrease the AUC of olaparib by approximately 50%.

Avoid concomitant use of strong CYP3A inducers (e.g., phenytoin, rifampicin, carbamazepine, St. John’s Wort) and
moderate CYP3A4 inducers (e.g., bosentan, efavirenz, etravirine, modafinil, nafcillin). If a moderate CYP3A inducer
cannot be avoided, be aware of a potential for decreased efficacy of Lynparza [see Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary

Based on findings in animals and its mechanism of action [see Clinical Pharmacology (12.1)], Lynparza can cause fetal
harm when administered to a pregnant woman. There are no available data on Lynparza use in pregnant women to inform

the drug associated risk. In an animal reproduction study, the administration of olaparib to pregnant rats during the period
of organogenesis caused teratogenicity and embryo-fetal toxicity at exposures below those in patients receiving the
recommended human dose of 400 mg twice daily /see Data]. Apprise pregnant women of the potential hazard to the fetus
and the potential risk for loss of the pregnancy.

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. The
estimated background risk in the U.S. general population of major birth defects is 2-4%; and the risk for spontaneous
abortion is approximately 15-20% in clinically recognized pregnancies.

Data

Animal Data



In a fertility and early embryonic development study in female rats, olaparib was administered orally for 14 days before
mating through to day 6 of pregnancy, which resulted in increased post-implantation loss at a dose level of 15 mg/kg/day
(with maternal systemic exposures approximately 11% of the human exposure (AUC.4;) at the recommended dose).

In an embryo-fetal development study, pregnant rats received oral doses of 0.05 and 0.5 mg/kg/day olaparib during the
period of organogenesis. A dose of 0.5 mg/kg/day (with maternal systemic exposures approximately 0.3% of human
exposure (AUC.4p) at the recommended dose) caused embryo-fetal toxicities including increased post-implantation loss
and major malformations of the eyes (anophthalmia, microphthalmia), vertebrae/ribs (extra rib or ossification center;
fused or absent neural arches, ribs, and sternebrae), skull (fused exoccipital) and diaphragm (hernia). Additional
abnormalities or variants included incomplete or absent ossification (vertebrae/sternebrae, ribs, limbs) and other findings
in the vertebrae/sternebrae, pelvic girdle, lung, thymus, liver, ureter and umbilical artery. Some findings noted above in
the eyes, ribs and ureter were observed at a dose of 0.05 mg/kg/day olaparib at lower incidence.

8.2 Lactation
Risk Summary

No data are available regarding the presence of olaparib in human milk, or on its effects on the breastfed infant or on milk
production. Because of the potential for serious adverse reactions in the breastfed infants from Lynparza, advise a
lactating woman not to breastfeed during treatment with Lynparza and for one month after receiving the last dose.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Pregnancy testing is recommended for females of reproductive potential prior to initiating treatment with Lynparza.
Contraception
Females

Lynparza can cause fetal harm when administered to a pregnant woman [see Use in Specific Populations (8.1)]. Advise

females of reproductive potential to use highly effective contraception during treatment with Lynparza and for at least
6 months following the last dose.

8.4 Pediatric Use

The safety and efficacy of Lynparza have not been established in pediatric patients.

8.5 Geriatric Use

In clinical studies of Lynparza enrolling 735 patients with advanced solid tumors [the majority (69%) of whom had
ovarian cancer] who received Lynparza 400 mg twice daily as monotherapy, 148 (20%) of patients were aged >65 years.
The safety profile was similar irrespective of age with the exception of AEs of CTCAE >3 which were reported more
frequently in patients aged >65 years (53.4%) than those <65 years (43.4%). No individual adverse event or System
Organ Class accounted for this observed difference.

8.6 Hepatic Impairment

No adjustment to the starting dose is required in patients with mild hepatic impairment. A 1.2-fold increase in mean
exposure (AUC) was observed in patients with mild hepatic impairment (based on Child-Pugh classification A) compared
to patients with normal hepatic function. There are no data in patients with moderate or severe hepatic impairment /see
Clinical Pharmacology (12.3)].




8.7 Renal Impairment

A 1.2-fold increase in mean exposure (AUC) was observed in patients with mild renal impairment (CLcr = 51-

80 mL/min) compared to patients with normal renal function (CLcr >80 mL/min). No dose adjustment to the starting
dose is required in patients with mild renal impairment, but patients should be monitored closely for toxicity. A 1.4-fold
increase in AUC was observed in patients with moderate renal impairment (CLcr = 31-50 mL/min) compared to patients
with normal renal function (CLcr >80 mL/min). For patients with moderate renal impairment, reduce the dose of
Lynparza to 300 mg twice daily [see Dosage and Administration (2.5)]. There are no data in patients with severe renal
impairment or end-stage disease (CLcr <30 mL/min) /see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

There is no specific treatment in the event of Lynparza overdose, and symptoms of overdose are not established. In the
event of an overdose, physicians should follow general supportive measures and should treat symptomatically.

11 DESCRIPTION
Olaparib is an inhibitor of the mammalian polyadenosine 5’-diphosphoribose polymerase (PARP) enzyme.

The chemical name is 4-[(3-{[4-(cyclopropylcarbonyl)piperazin-1-yl]carbonyl}-4-fluorophenyl)methyl]phthalazin-1(2H)-
one and it has the following chemical structure:

The empirical molecular formula for Lynparza is C,4H,3FN4O; and the relative molecular mass is 434.46.

Olaparib is a crystalline solid, is non-chiral and shows pH-independent low solubility of approximately 0.1 mg/mL across
the physiological pH range.

Lynparza is available in 50 mg capsules for oral administration. Each capsule contains olaparib as the active ingredient
and the following inactive ingredients:

e Capsule content: lauroyl polyoxylglycerides
e Capsule shell: hypromellose, titanium dioxide, gellan gum, potassium acetate

e Capsule printing ink: shellac, ferrosoferric oxide



12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Lynparza is an inhibitor of poly (ADP-ribose) polymerase (PARP) enzymes, including PARP1, PARP2, and PARP3.
PARP enzymes are involved in normal cellular homeostasis, such as DNA transcription, cell cycle regulation, and DNA
repair. Olaparib has been shown to inhibit growth of select tumor cell lines in vifro and decrease tumor growth in mouse
xenograft models of human cancer both as monotherapy or following platinum-based chemotherapy. Increased
cytotoxicity and anti-tumor activity following treatment with olaparib were noted in cell lines and mouse tumor models
with deficiencies in BRCA. In vitro studies have shown that olaparib-induced cytotoxicity may involve inhibition of
PARP enzymatic activity and increased formation of PARP-DNA complex, resulting in disruption of cellular homeostasis
and cell death.

12.3 Pharmacokinetics

Absorption

Following oral administration of olaparib via the capsule formulation, absorption is rapid with peak plasma concentrations
typically achieved between 1 to 3 hours after dosing. On multiple dosing there is no marked accumulation (accumulation
ratio of 1.4 — 1.5 for twice daily dosing), with steady state exposures achieved within 3 to 4 days.

Limited data suggest that the systemic exposure (AUC) of olaparib increases less than proportionally with dose over the
dose range of 100 to 400 mg, but the PK data were variable across trials.

Co-administration with a high fat meal slowed the rate (Ty.x delayed by 2 hours) of absorption, but did not significantly
alter the extent of olaparib absorption (mean AUC increased by approximately 20%).

Distribution

Olaparib had a mean (£ standard deviation) apparent volume of distribution at steady state of 167 = 196 L after a single
400 mg dose of olaparib. The in vitro protein binding of olaparib at plasma concentrations achieved following dosing at
400 mg twice daily is approximately 82%.

Metabolism
In vitro, CYP3A4 was shown to be the enzyme primarily responsible for the metabolism of olaparib.

Following oral dosing of '*C-olaparib to female patients, unchanged olaparib accounted for the majority of the circulating
radioactivity in plasma (70%). It was extensively metabolized with unchanged drug accounting for 15% and 6% of
radioactivity in urine and feces, respectively. The majority of the metabolism is attributable to oxidation reactions with a
number of the components produced undergoing subsequent glucuronide or sulfate conjugation.

Excretion

A mean (+ standard deviation) terminal plasma half-life of 11.9 + 4.8 hours and apparent plasma clearance of 8.6 + 7.1L/h
were observed after a single 400 mg dose of olaparib.

Following a single dose of '*C-olaparib, 86% of the dosed radioactivity was recovered within a 7-day collection period,
44% via the urine and 42% via the feces. The majority of the material was excreted as metabolites.

Drug Interactions
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Based on the data from a drug-interaction trial (N=57), the AUC and C,,, of olaparib increased by 2.7- and 1.4-fold,
respectively, when olaparib was administered in combination with itraconazole, a strong CYP3A inhibitor. Simulations
suggested that a moderate CYP3A inhibitor (fluconazole) may increase the AUC and C,,, of olaparib by 2.2- and 1.2-
fold, respectively.

Based on the data from a drug-interaction trial (N=22), the AUC and C,,,« of olaparib decreased by 87% and 71%,
respectively, when olaparib was administered in combination with rifampicin, a strong CYP3A inducer. Simulations
suggested that a moderate CYP3A inducer (efavirenz) may decrease the AUC and C,,,x of olaparib by approximately 50%
and 30%, respectively.

In vitro studies have shown that olaparib is both an inhibitor and inducer of CYP3A and an inducer of CYP2B6.
Simulations suggested that olaparib may not affect the exposure of a CYP3A substrate in humans. It cannot be excluded
that olaparib may induce CYP2C9 and CYP2C19. In vitro studies also indicated that olaparib is a substrate of P-gp and
an inhibitor of P-gp (MDR1), BCRP, OATPI1B1, OCT1, OCT2, OAT3, MATE1 and MATE2K. The clinical relevance of
these findings is unknown. The potential for olaparib to induce P-gp has not been evaluated.

Pharmacokinetics in Specific Populations

Hepatic Impairment

In a hepatic impairment trial, the mean AUC increased by 15% and the mean C,,,x by 13% when olaparib was dosed in
patients with mild hepatic impairment (Child-Pugh classification A; N=9) compared with patients with normal hepatic
function (N=13). Mild hepatic impairment had no effect on the protein binding of olaparib and therefore total plasma
exposure was representative of free drug. There are no data in patients with moderate or severe hepatic impairment.

Renal Impairment

In a dedicated renal impairment trial, the mean AUC and C,,,, of olaparib both increased by 1.2-fold, when olaparib was
dosed in patients with mild renal impairment (CLcr = 51-80 mL/min defined by the Cockcroft-Gault equation; N=13) and
by 1.4- and 1.3-fold, respectively, when olaparib was dosed in patients with moderate renal impairment (CLcr =31-50
mL/min; N=13), compared to those with normal renal function (CLcr >81 mL/min; N=12). There was no evidence of a
relationship between the extent of plasma protein binding of olaparib and creatinine clearance. There are no data in
patients with severe renal impairment or end-stage renal disease (CLcr < 30 mL/min).

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies have not been conducted with olaparib.

Olaparib was clastogenic in an in vitro chromosomal aberration assay in mammalian CHO cells and in an in vivo rat bone
marrow micronucleus assay. This clastogenicity is consistent with genomic instability resulting from the primary
pharmacology of olaparib and indicates potential for genotoxicity in humans. Olaparib was not mutagenic in a bacterial
reverse mutation (Ames) test.

In a fertility study, female rats received oral olaparib at doses of 0.05, 0.5, and 15 mg/kg/day for at least 14 days before
mating through the first week of pregnancy. There were no adverse effects on mating and fertility rates at doses up to 15
mg/kg/day (maternal systemic exposures approximately 11% of the human exposure (AUC ,4p) at the recommended
dose).
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In a male fertility study, olaparib had no effect on mating and fertility in rats at oral doses up to 40 mg/kg/day following at
least 70 days of olaparib treatment (with systemic exposures of approximately 7% of the human exposure (AUC.,4p,) at
the recommended dose).

14 CLINICAL STUDIES

The efficacy of Lynparza was investigated in a single-arm study in patients with deleterious or suspected deleterious
germline BRCA-mutated (gBRCAm) advanced cancers (Study 1). A total of 137 patients with measurable, gBRCAm-
associated ovarian cancer treated with three or more prior lines of chemotherapy were enrolled. All patients received
Lynparza at a dose of 400 mg twice daily as monotherapy until disease progression or intolerable toxicity. Objective
response rate (ORR) and duration of response (DOR) were assessed by the investigator according to RECIST v1.1.

The median age of the patients was 58 years, the majority were Caucasian (94%) and 93% had an ECOG PS of 0 or 1.
Deleterious or suspected deleterious, germline BRCA-mutation status was verified retrospectively in 97% (59/61) of the
patients for whom blood samples were available by the companion diagnostic BRACAnalysis CDx ™, which is FDA
approved for selection of patients for Lynparza treatment.

Efficacy results from Study 1 are summarized in Table 5.

Table 5 Overall Response and Duration of Response in Patients with gBRCA-mutated Advanced
Ovarian Cancer Who Received 3 or More Prior Lines of Chemotherapy in Study 1

N=137
Objective Response Rate (95% CI) 34% (26, 42)
Complete Response 2%
Partial Response 32%
Median DOR in months (95% CI) 7.9 (5.6, 9.6)

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

Lynparza 50 mg is a white, opaque, hard capsule, marked in black ink with: “OLAPARIB 50 mg” on the cap and
AstraZeneca logo on the body; available in:

Bottles of 112 capsules NDC 0310-0657-58

16.2 Storage
Store at 25°C (77°F), excursions permitted to 15°C -30°C (59°F -86°F) [see USP Controlled Room Temperature]

Lynparza should not be exposed to temperatures greater than 40°C or 104°F. Do not take Lynparza if it is suspected of
having been exposed to temperatures greater than 40°C or 104°F.

17 PATIENT COUNSELING INFORMATION

Adpvise the patient to read the FDA-approved patient labeling (Medication Guide).
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Dosing Instructions: Inform patients on how to take Lynparza [see Dosage and Administration (2.2)]. Lynparza

should be taken twice daily with or without food. Instruct patients that if they miss a dose of Lynparza, not to take an
extra dose to make up for the one that they missed. They should take their next normal dose at the usual time. Each
capsule should be swallowed whole. Do not chew, dissolve, or open the capsule. Patient should not take Lynparza
with grapefruit or Seville oranges.

MDS/AML: Advise patients to contact their healthcare provider if they experience weakness, feeling tired, fever,
weight loss, frequent infections, bruising, bleeding easily, breathlessness, blood in urine or stool, and/or laboratory
findings of low blood cell counts, or a need for blood transfusions. This may be a sign of hematological toxicity or a
more serious uncommon bone marrow problem called ‘myelodysplastic syndrome’ (MDS) or ‘acute myeloid
leukemia’ (AML) which have been reported in patients treated with Lynparza [see Warnings and Precautions (5.1)].

Pneumonitis: Advise patients to contact their healthcare provider if they experience any new or worsening respiratory
symptoms including shortness of breath, fever, cough, or wheezing [see Warnings and Precautions (5.2)].

Embryo-Fetal Toxicity: Advise females to inform their healthcare provider if they are pregnant or become pregnant.

Inform female patients of the risk to a fetus and potential loss of the pregnancy [see Use in Specific Populations
(8.1)]. Advise females of reproductive potential to use effective contraception during treatment with Lynparza and
for 6 months after receiving the last dose [see Warnings and Precautions (5.3) and Use in Specific Populations (8.1,
8.3)].

Lactation: Advise patients not to breastfeed while taking Lynparza and for one month after receiving the last dose [see
Use in Special Populations (8.2)].

Nausea/vomiting: Advise patients that mild or moderate nausea and/or vomiting is very common in patients receiving

Lynparza and that they should contact their healthcare provider who will advise on available antiemetic treatment
options.
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Medication Guide
Lynparza (Lin-par-zah)
(olaparib)
capsules

What is the most important information | should know about Lynparza?

Lynparza may cause serious side effects that can lead to death, including:

Bone marrow problems called Myelodysplastic Syndrome (MDS) or Acute Myeloid Leukemia (AML). Some people
who have ovarian cancer or who have received previous treatment with chemotherapy, radiotherapy or certain other
medicines for their cancer have developed MDS or AML during treatment with Lynparza. If you develop MDS or AML,
your healthcare provider will stop treatment with Lynparza.

Symptoms of low blood cell counts are common during treatment with Lynparza, but can be a sign of serious bone
marrow problems, including MDS or AML. Symptoms may include:

o weakness o blood in urine or stool

o weight loss o shortness of breath

o fever o feeling very tired

o frequent infections o bruising or bleeding more easily

Your healthcare provider will do blood tests to check your blood cell counts:

o before treatment with Lynparza

o every month during treatment with Lynparza

o weekly if you have low blood cell counts that last a long time. Your healthcare provider may stop treatment with

Lynparza until your blood cell counts improve.

Lung problems (pneumonitis). Tell your healthcare provider if you have any new or worsening symptoms of lung
problems, including shortness of breath, fever, cough, or wheezing. Your healthcare provider may do a chest x-ray if you
have any of these symptoms. Your healthcare provider may temporarily stop treatment or completely stop treatment if you
develop pneumonitis.

Tell your healthcare provider if you have any of the symptoms above during treatment with Lynparza.

What is Lynparza?
Lynparza is a prescription medicine used to treat women with advanced ovarian cancer who:

e have received previous treatment with 3 or more prior chemotherapy medicines or a combination of chemotherapy
medicines for their cancer, and

e have a certain type of abnormal inherited BRCA gene.
Your healthcare provider will perform a test to make sure that Lynparza is right for you.
It is not known if Lynparza is safe and effective in children.
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What should I tell my healthcare provider before taking Lynparza?
Before you take Lynparza, tell your healthcare provider about all of your medical conditions including if you:

e have lung or breathing problems

e have liver problems

¢ have kidney problems

e are pregnant or plan to become pregnant. Lynparza can harm your unborn baby and may cause loss of
pregnancy (miscarriage).

o If you are able to become pregnant, your healthcare provider may do a pregnancy test before you start
treatment with Lynparza.

o Females who are able to become pregnant should use effective birth control (contraception) during treatment
with Lynparza and for 6 months after receiving the last dose of Lynparza.

o Talk to your healthcare provider about birth control methods that may be right for you.

o Tell your healthcare provider right away if you become pregnant.

e are breastfeeding or plan to breastfeed. It is not known if Lynparza passes into your breast milk. Do not
breastfeed during treatment with Lynparza and for 1 month after receiving the last dose of Lynparza. Talk to your
healthcare provider about the best way to feed your baby during this time.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter medicines,
vitamins, and herbal supplements. Taking Lynparza and certain other medicines may affect how Lynparza works and may
cause side effects.

How should | take Lynparza?

e Take Lynparza exactly as your healthcare provider tells you.

e Your healthcare provider may temporarily stop treatment with Lynparza or change your dose of Lynparza if you have
side effects.

Take Lynparza by mouth 2 times a day. Each dose should be taken 12 hours apart.

Take Lynparza with or without food.

Swallow Lynparza capsules whole. Do not chew, dissolve, or open the capsules.

Do not take Lynparza capsules if they look damaged or show signs of leakage.

If you miss a dose of Lynparza, take your next dose at your usual scheduled time. Do not take an extra dose to make
up for a missed dose.

e If you take too much Lynparza, call your healthcare provider or go to the nearest emergency room right away.

What should | avoid while taking Lynparza?

e Avoid grapefruit, grapefruit juice and Seville oranges during treatment with Lynparza. Grapefruit and Seville oranges
may increase the level of Lynparza in your blood.

What are the possible side effects of Lynparza?

Lynparza may cause serious side effects.

See “What is the most important information | should know about Lynparza?”
The most common side effects of Lynparza are:

e nausea or vomiting. Tell your healthcare provider if you get nausea or vomiting. Your healthcare provider may
prescribe medicines to treat these symptoms.

e tiredness or weakness . sore throat or runny nose
e diarrhea . uppelr1 respiratory infection
. . ° coug
*  indigestion or heartburn . pain in the joints, muscles, and back
e headache . rash
* loss of appetite . pain or discomfort in the stomach area

e changes in the way food tastes
e changes in kidney function blood test

These are not all the possible side effects of Lynparza. For more information, ask your healthcare provider or pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.
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How should I store Lynparza?

e Store Lynparza at room temperature, between 68°F to 77°F (20°C to 25°C).

e Do not store Lynparza at temperatures greater than 104°F (40°C). Do not take Lynparza if you think it may have been
stored at a temperature greater than 104°F (40°C).

Keep Lynparza and all medicines out of the reach of children.

General information about the safe and effective use of Lynparza

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use Lynparza for
a condition for which it was not prescribed. Do not give Lynparza to other people, even if they have the same symptoms
you have. It may harm them.

If you would like more information, talk with your healthcare provider. You can ask your healthcare provider or pharmacist
for information about Lynparza that is written for health professionals.

What are the ingredients in Lynparza?
Active ingredient: olaparib

Inactive ingredients:

Capsule contains: lauroyl polyoxylglycerides

Capsule shell contains: hypromellose, titanium dioxide, gellan gum, potassium acetate
Capsule printing ink contains: shellac, ferrosoferric oxide

Lynparza is a trademark of the AstraZeneca group of companies.
©AstraZeneca 2017

Distributed by:

AstraZeneca Pharmaceuticals LP

Wilmington, DE 19850

For more information, call 1-800-236-9933 or go to www.Lynparza.com.

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: 01/2017
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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Lynparza 50 mg hard capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each hard capsule contains 50 mg of olaparib.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM

Hard capsule.

White, opaque, size 0 hard capsule, marked with “OLAPARIB 50 mg” and the AstraZeneca logo in
black ink.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Lynparza is indicated as monotherapy for the maintenance treatment of adult patients with
platinum-sensitive relapsed BRCA-mutated (germline and/or somatic) high grade serous epithelial
ovarian, fallopian tube, or primary peritoneal cancer who are in response (complete response or partial
response) to platinum-based chemotherapy.

4.2 Posology and method of administration

Treatment with Lynparza should be initiated and supervised by a physician experienced in the use of
anticancer medicinal products.

Patients must have confirmation of a breast cancer susceptibility gene (BRCA) mutation (either
germline or tumour) before Lynparza treatment is initiated. BRCA mutation status should be
determined by an experienced laboratory using a validated test method (see section 5.1).

There are limited data in patients with somatic BRCA-mutated tumours (see section 5.1).

Genetic counselling for patients with BRCA mutations should be performed according to local
regulations.

Posology

The recommended dose of Lynparza is 400 mg (eight capsules) taken twice daily, equivalent to a total
daily dose of 800 mg.

Patients should start treatment with Lynparza no later than 8 weeks after completion of their final dose
of the platinum-containing regimen.



It is recommended that treatment be continued until progression of the underlying disease. There are
no data on retreatment with Lynparza following subsequent relapse (see section 5.1).

Missing dose
If a patient misses a dose of Lynparza, they should take their next normal dose at its scheduled time.

Dose adjustments for adverse reactions
Treatment may be interrupted to manage adverse reactions such as nausea, vomiting, diarrhoea, and
anaemia and dose reduction can be considered (see section 4.8).

The recommended dose reduction is to 200 mg twice daily (equivalent to a total daily dose of
400 mg).

If a further final dose reduction is required, then reduction to 100 mg twice daily (equivalent to a total
daily dose of 200 mg) could be considered.

Dose adjustments for co-administration with CYP3A inhibitors

Concomitant use of strong and moderate CYP3A inhibitors is not recommended and alternative agents
should be considered. If a strong or moderate CYP3A inhibitor must be co-administered, the
recommended olaparib dose reduction is to 150 mg taken twice daily (equivalent to a total daily dose
of 300 mg) with a strong CYP3A inhibitor or 200 mg taken twice daily (equivalent to a total daily
dose of 400 mg) with a moderate CYP3A inhibitor (see sections 4.4 and 4.5).

Elderly
No adjustment in starting dose is required for elderly patients. There is limited clinical data in patients
aged 75 or over.

Renal impairment
For patients with moderate renal impairment (creatinine clearance 31 to 50 ml/min) the recommended
dose of Lynparza is 300 mg twice daily (equivalent to a total daily dose of 600 mg) (see section 5.2).

Lynparza can be administered in patients with mild renal impairment (creatinine clearance 51 to
80 ml/min) with no dose adjustment.

Lynparza is not recommended for use in patients with severe renal impairment or end-stage renal
disease (creatinine clearance < 30 ml/min) since there are no data in such patients. Lynparza may only
be used in patients with severe renal impairment if the benefit outweighs the potential risk, and the
patient should be carefully monitored for renal function and adverse events.

Hepatic impairment

Lynparza can be administered to patients with mild hepatic impairment (Child-Pugh classification A)
with no dose adjustment (see section 5.2). Lynparza is not recommended for use in patients with
moderate or severe hepatic impairment, as safety and efficacy have not been studied in these patients.

Non-Caucasian patients
There are limited clinical data available in non-Caucasian patients. However, no dose adjustment is
required on the basis of ethnicity (see section 5.2).

Patients with performance status 2 to 4
There are very limited clinical data available in patients with performance status 2 to 4.

Paediatric population
The safety and efficacy of Lynparza in children and adolescents has not been established.
No data are available.



Method of administration

Lynparza is for oral use.

Due to the effect of food on olaparib absorption, patients should take Lynparza at least one hour after
food, and refrain from eating preferably for up to 2 hours afterwards.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Breast-feeding during treatment and 1 month after the last dose (see section 4.6).

4.4 Special warnings and precautions for use

Haematological toxicity

Haematological toxicity has been reported in patients treated with olaparib, including clinical
diagnoses and/or laboratory findings of generally mild or moderate (CTCAE grade 1 or 2) anaemia,
neutropaenia, thrombocytopaenia and lymphopaenia. Patients should not start treatment with Lynparza
until they have recovered from haematological toxicity caused by previous anticancer therapy
(haemoglobin, platelet, and neutrophil levels should be within normal range or CTCAE grade 1).
Baseline testing, followed by monthly monitoring, of complete blood counts is recommended for the
first 12 months of treatment and periodically after this time to monitor for clinically significant
changes in any parameter during treatment.

If a patient develops severe haematological toxicity or blood transfusion dependence, treatment with
Lynparza should be interrupted and appropriate haematological testing should be initiated. If the blood
parameters remain clinically abnormal after 4 weeks of Lynparza dose interruption, bone marrow
analysis and/or blood cytogenetic analysis are recommended.

Myelodysplastic syndrome/Acute Myeloid Leukaemia

Myelodysplastic syndrome/Acute Myeloid Leukaemia (MDS/AML) have been reported in a small
number of patients who received Lynparza alone or in combination with other anti-cancer drugs; the
majority of cases have been fatal. The duration of therapy with olaparib in patients who developed
MDS/AML varied from < 6 months to > 2 years. The cases were typical of secondary MDS/cancer
therapy-related AML. All patients had potential contributing factors for the development of
MDS/AML,; the majority of cases were in gBRCA mutation carriers and some of the patients had a
history of previous cancer or of bone marrow dysplasia. All had received previous
platinum-containing chemotherapy regimens and many had also received other DNA damaging agents
and radiotherapy. If MDS and/or AML are confirmed while on treatment with Lynparza, it is
recommended that the patient be treated appropriately. If additional anticancer therapy is
recommended, Lynparza should be discontinued and not given in combination with other anticancer
therapy.

Pneumonitis

Pneumonitis has been reported in a small number of patients receiving olaparib, and some reports have
been fatal. The reports of pneumonitis had no consistent clinical pattern and were confounded by a
number of pre-disposing factors (cancer and/or metastases in lungs, underlying pulmonary disease,
smoking history, and/or previous chemotherapy and radiotherapy). If patients present with new or
worsening respiratory symptoms such as dyspnoea, cough and fever, or a radiological abnormality
occurs, Lynparza treatment should be interrupted and prompt investigation initiated. If pneumonitis is
confirmed, Lynparza treatment should be discontinued and the patient treated appropriately.

Embryofoetal toxicity




Based on its mechanism of action (PARP inhibition), olaparib could cause foetal harm when
administered to a pregnant woman. Nonclinical studies in rats have shown that olaparib causes adverse
effects on embryofoetal survival and induces major foetal malformations at exposures below those
expected at the recommended human dose of 400 mg twice daily.

Pregnancy/contraception

Lynparza should not be used during pregnancy and in women of childbearing potential not using
reliable contraception during therapy and for 1 month after receiving the last dose of Lynparza (see
section 4.6).

Interactions

Olaparib co-administration with strong or moderate CYP3A inhibitors is not recommended (see
section 4.5). If a strong or moderate CYP3A inhibitor must be co-administered, the dose of olaparib
should be reduced (see sections 4.2 and 4.5).

Olaparib co-administration with strong or moderate CYP3A inducers is not recommended (see
section 4.5). In the event that a patient already receiving olaparib requires treatment with a strong or
moderate CYP3A inducer, the prescriber should be aware that the efficacy of olaparib may be
substantially reduced (see section 4.5).

In the event that a patient already receiving olaparib requires treatment with a P-gp inhibitor, careful
monitoring of olaparib associated adverse events and management of those events via the dose
reduction strategy is recommended (see section 4.2).

4.5 Interaction with other medicinal products and other forms of interaction

Pharmacodynamic interactions

Clinical studies of olaparib in combination with other anticancer medicinal products, including DNA
damaging agents, indicate a potentiation and prolongation of myelosuppressive toxicity. The
recommended Lynparza monotherapy dose is not suitable for combination with other anticancer
medicinal products.

Combination of olaparib with vaccines or immunosuppressant agents has not been studied. Therefore,
caution should be taken if these drugs are co-administered with olaparib and patients should be closely
monitored.

Pharmacokinetic interactions

Effect of other drugs on olaparib

CYP3AA4/5 are the isozymes predominantly responsible for the metabolic clearance of olaparib. A
clinical study to evaluate the impact of rifampicin, a known CYP3A inducer has shown that co-
administration with olaparib decreased olaparib mean C,,,x by 71% (Treatment ratio: 0.29; 90% CI:
0.24-0.33) and mean AUC by 87% (Treatment ratio: 0.13; 90% CI: 0.11-0.16). Therefore, known
strong inducers of this isozyme (e.g. phenytoin, rifampicin, rifapentine, carbamazepine, nevirapine,
phenobarbital, and St John’s Wort) are not recommended with olaparib, as it is possible that the
efficacy of olaparib could be substantially reduced. The magnitude of the effect of moderate to strong
inducers (e.g. efavirenz, rifabutin) on olaparib exposure is not established, therefore the co-
administration of olaparib with these drugs is also not recommended (see section 4.4).

A clinical study to evaluate the impact of itraconazole, a known CYP3A inhibitor has shown that co-
administration with olaparib increased mean olaparib C,,, 1.42-fold (90% CI: 1.33-1.52) and mean
AUC 2.70-fold (90% CI: 2.44-2.97). Therefore, known strong (e.g. itraconazole, telithromycin,
clarithromycin, protease inhibitors boosted with ritonavir or cobicistat, boceprevir, telaprevir) or
moderate (e.g. erythromycin, diltiazem, fluconazole, verapamil) inhibitors of this isozyme are not
recommended with olaparib (see section 4.4). If the strong or moderate CYP3A inhibitors must be co-
administered, the dose of olaparib should be reduced. The recommended olaparib dose reduction is to
150 mg taken twice daily (equivalent to a total daily dose of 300 mg) with a strong CYP3A inhibitor



or 200 mg taken twice daily (equivalent to a total daily dose of 400 mg) with a moderate CYP3A
inhibitor (see sections 4.2 and 4.4). It is also not recommended to consume grapefruit juice while on
olaparib therapy.

In vitro olaparib is a substrate for the efflux transporter P-gp and therefore P-gp inhibitors may
increase exposure to olaparib (see section 4.4).

Effect of olaparib on other drugs

Olaparib inhibits CYP3A4 in vitro and is predicted to be a mild CYP3A inhibitor in vivo. Therefore,
caution should be exercised when sensitive CYP3A substrates or substrates with a narrow therapeutic
margin (e.g. simvastatin, cisapride, cyclosporine, ergot alkaloids, fentanyl, pimozide, sirolimus,
tacrolimus and quetiapine) are combined with olaparib. Appropriate clinical monitoring is
recommended for patients receiving CYP3A substrates with a narrow therapeutic margin
concomitantly with olaparib.

Induction of CYP1A2, 2B6 and 3A4 has been shown in vitro with CYP2B6 being most likely to be
induced to a clinically relevant extent. The potential for olaparib to induce CYP2C9, CYP2C19 and
P-gp can also not be excluded. Therefore, olaparib upon co-administration may reduce the exposure to
substrates of these metabolic enzymes and transport protein. The efficacy of hormonal contraceptives
may be reduced if co-administered with olaparib (see also sections 4.4 and 4.6).

In vitro, olaparib inhibits the efflux transporter P-gp (IC50 = 76uM), therefore it cannot be excluded

that olaparib may cause clinically relevant drug interactions with substrates of P-gp (e.g. simvastatin,
pravastatin, dabigatran, digoxin and colchicine). Appropriate clinical monitoring is recommended for
patients receiving this type of medication concomitantly.

In vitro, olaparib has been shown to be an inhibitor of OATP1B1, OCT1, OCT2, OAT3, MATE]1 and
MATE2K. It cannot be excluded that olaparib may increase the exposure to substrates of OATP1B1
(e.g. bosentan, glibenclamide, repaglinide, statins and valsartan), OCT1 (e.g. metformin), OCT2 (e.g.
serum creatinine), OAT3 (e.g. furosemide and methotrexate), MATE]1 (e.g. metformin) and MATE2K
(e.g. metformin). In particular, caution should be exercised if olaparib is administered in combination
with any statin.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/contraception in females

Women of childbearing potential should not become pregnant while on Lynparza and not be pregnant
at the beginning of treatment. A pregnancy test should be performed on all pre-menopausal women
prior to treatment. Women of childbearing potential must use effective contraception during therapy
and for 1 month after receiving the last dose of Lynparza. Since it cannot be excluded that olaparib
may reduce exposure to substrates of CYP3A through enzyme induction, the efficacy of hormonal
contraceptives may be reduced if co-administered with olaparib. Therefore, an additional
non-hormonal contraceptive method and regular pregnancy tests should be considered during
treatment (see section 4.5).

Pregnancy
Studies in animals have shown reproductive toxicity including serious teratogenic effects and effects

on embryofoetal survival in the rat at maternal systemic exposures lower than those in humans at
therapeutic doses (see section 5.3). There are no data from the use of olaparib in pregnant women,
however, based on the mode of action of olaparib, Lynparza should not be used during pregnancy and
in women of childbearing potential not using reliable contraception during therapy and for 1 month
after receiving the last dose of Lynparza. (See previous paragraph: “Women of childbearing
potential/contraception in females” for further information about birth control and pregnancy testing.)

Breast-feeding



There are no animal studies on the excretion of olaparib in breast milk. It is unknown whether
olaparib/or its metabolites are excreted in human milk. Lynparza is contraindicated during
breast-feeding and for 1 month after receiving the last dose, given the pharmacologic property of the
product (see section 4.3).

Fertility
There are no clinical data on fertility. In animal studies, no effect on conception was observed but
there are adverse effects on embryofoetal survival (see section 5.3).

4.7 Effects on ability to drive and use machines

During treatment with Lynparza, asthenia, fatigue, and dizziness have been reported and those patients
who experience these symptoms should observe caution when driving or using machines.

4.8 Undesirable effects

Summary of the safety profile

Olaparib monotherapy has been associated with adverse reactions generally of mild or moderate
severity (CTCAE 1 or 2) and generally not requiring treatment discontinuation. The most frequently
observed adverse reactions across clinical trials in patients receiving olaparib monotherapy (= 10%)
were nausea, vomiting, diarrhoea, dyspepsia, fatigue, headache, dysgeusia, decreased appetite,
dizziness, anaemia, neutropaenia, lymphopaenia, mean corpuscular volume elevation, and increase in
creatinine.

Tabulated list of adverse reactions

The following adverse reactions have been identified in clinical studies with patients receiving
Lynparza monotherapy. Their frequency is presented using CIOMS III frequency classification and
then listed by MedDRA System Organ Class (SOC) and at the preferred term level. Frequencies of
occurrence of undesirable effects are defined as: very common (> 1/10); common (> 1/100 to < 1/10);
uncommon (> 1/1,000 to < 1/100); rare (> 1/10,000 to < 1/1000); very rare (< 1/10,000). This section
includes only data derived from completed studies where patient exposure is known.

Table 1 Tabulated list of adverse reactions

Adverse Reactions
MedDRA Frequency of All CTCAE grades Frequency of CTCAE grade 3
System Organ and above
Class
Metabolism and | Very common Uncommon
nutrition Decreased appetite Decreased appetite
disorders
Nervous system | Very common Uncommon
disorders Headache, Dizziness, Dysgeusia, Dizziness, Headache
Gastrointestinal Very common Common
disorders Nausea, Vomiting, Diarrhoea, Dyspepsia Nausea, Vomiting, Diarrhoea
Common Uncommon
Upper abdominal pain, Stomatitis Upper abdominal pain,
Stomatitis




Adverse Reactions

MedDRA
System Organ
Class

Frequency of All CTCAE grades

Frequency of CTCAE grade 3
and above

General disorders
and
administration
site conditions

Very common
Fatigue (including asthenia)

Common
Fatigue (including asthenia)

Investigations

Very common

Anaemia (decrease in haemoglobin)™®,
Neutropaenia (decrease in absolute
neutrophil count)*®, Lymphopaenia
(decrease in lymphocytes) *°, Increase in
blood creatinine “ ¢, Mean corpuscular
volume elevation®*

Common
Thrombocytopaenia (decrease in platelets) ™
b

Very common

Anaemia (decrease in
haemoglobin)*°, Lymphopaenia
(decrease in lymphocytes) *°
Common

Neutropaenia (decrease in
absolute neutrophil count)*°,
Thrombocytopaenia (decrease in
platelets) ™"

Uncommon
Increase in blood creatinine *¢

Represents the incidence of laboratory findings, not of reported adverse events.

Decreases were CTCAE grade 2 or greater for haemoglobin, absolute neutrophils, platelets and
lymphocytes.

Elevation in mean corpuscular volume from baseline to above the ULN (upper limit of normal).

Levels appeared to return to normal after treatment discontinuation and did not appear to have
any clinical consequences.

Data from a double blind placebo controlled study showed a median increase (in percentage

change from baseline) up to 23% remaining consistent over time and returning to baseline after
treatment discontinuation, with no apparent clinical sequelae. 90% of patients were CTCAE
grade 0 at baseline, and 10% were CTCAE grade 1 at baseline.

Description of selected adverse reactions

Gastrointestinal toxicities are frequently reported with olaparib therapy and are generally low grade
(CTCAE grade 1 or 2) and intermittent and can be managed by dose interruption, dose reduction
and/or concomitant medicinal products (e.g. antiemetic therapy). Antiemetic prophylaxis is not

required.

Anaemia and other haematological toxicities are generally low grade (CTCAE grade 1 or 2), however,
there are reports of CTCAE grade 3 and higher events. Baseline testing, followed by monthly
monitoring of complete blood counts is recommended for the first 12 months of treatment and
periodically after this time to monitor for clinically significant changes in any parameter during
treatment which may require dose interruption or reduction and/or further treatment.

Paediatric population

No studies have been conducted in paediatric patients.

Other special populations

Limited safety data are available in elderly (age > 75 years) and non-Caucasian patients.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare



professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose
There is no specific treatment in the event of Lynparza overdose, and symptoms of overdose are not

established. In the event of an overdose, physicians should follow general supportive measures and
should treat symptomatically.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: other antineoplastic agents, ATC code: LO1XX46

Mechanism of action and pharmacodynamic effects

Lynparza is a potent inhibitor of human poly (ADP-ribose) polymerase enzymes (PARP-1, PARP-2,
and PARP-3), and has been shown to inhibit the growth of selected tumour cell lines in vitro and

tumour growth in vivo either as a standalone treatment or in combination with established
chemotherapies.

PARP are required for the efficient repair of DNA single strand breaks and an important aspect of
PARP-induced repair requires that after chromatin modification, PARP auto-modifies itself and
dissociates from the DNA to facilitate access for base excision repair (BER) enzymes. When Lynparza
is bound to the active site of DNA-associated PARP it prevents the dissociation of PARP and traps it
on the DNA, thus blocking repair. In replicating cells this leads to DNA double strand breaks (DSBs)
when replication forks meet the PARP-DNA adduct. In normal cells, homologous recombination
repair (HRR), which requires functional BRCA1 and 2 genes, is effective at repairing these DNA
double-strand breaks. In the absence of functional BRCA1 or 2, DNA DSBs cannot be repaired via
HRR. Instead, alternative and error-prone pathways are activated, such as the non-homologous end
joining (NHEJ) pathway, leading to increased genomic instability. After a number of rounds of
replication genomic instability can reach insupportable levels and result in cancer cell death, as cancer
cells have a high DNA damage load relative to normal cells.

In BRCA-deficient in vivo models, olaparib given after platinum treatment resulted in a delay in
tumour progression and an increase in overall survival compared to platinum treatment alone.

Detection of BRCA mutation

Patients are eligible for Lynparza treatment if they have a confirmed deleterious or suspected
deleterious BRCA mutation (i.e. a mutation that disrupts normal gene function) in either the germline
or the tumour (detected using an appropriately validated test).




Clinical efficacy

The safety and efficacy of olaparib as a maintenance therapy in the treatment of platinum-sensitive
relapsed (PSR) high grade serous ovarian, including fallopian tube or primary peritoneal cancer
patients, following treatment with two or more platinum containing regimens, was studied in a Phase
II randomised, double-blind, placebo-controlled trial (study 19). The study compared the efficacy of
olaparib maintenance treatment taken until progression with no maintenance treatment in 265 (136
olaparib and 129 placebo) PSR serous ovarian cancer patients who were in response (CR [complete
response] or PR [partial response]) confirmed as per RECIST and/or as per CA-125 criteria as defined
by Gynecologic Cancer InterGroup (GCIG) (at least a 50% reduction in CA-125 levels from the last
pre-treatment sample, confirmed 28 days later) following completion of two or more previous
platinum containing chemotherapy. The primary endpoint was PFS (progression-free survival) based
on investigator assessment using RECIST 1.0. Secondary efficacy endpoints included OS (overall
survival), DCR (disease control rate) defined as confirmed CR/PR + SD (stable disease), HRQoL
(health related quality of life), and disease related symptoms. Exploratory analyses of time to first
subsequent therapy or death (TFST) and time to second subsequent therapy or death (TSST- an
approximation of PFS2) were also performed.

Only PSR patients with partially platinum-sensitive disease (platinum-free interval of 6 to 12 months)
and patients with platinum-sensitive disease (platinum-free interval of > 12 months) who were in
response following completion of last platinum-based chemotherapy were enrolled. Patients could not
have received prior olaparib or other PARP inhibitor treatment. Patients could have received prior
bevacizumab, except in the regimen immediately prior to randomisation. Retreatment with olaparib
was not permitted following progression on olaparib.

Patients were randomised into the study a median of 40 days after completing their final platinum
chemotherapy. They received an average of 3 previous chemotherapy regimens (range 2-11) and
2.6 previous platinum-containing chemotherapies (range 2-8).

Patients in the olaparib group continued to receive treatment longer than those in the placebo group. A
total of 54 (39.7%) patients received treatment for > 12 months in the olaparib group compared with
14 (10.9%) patients in the placebo group.

The study met its primary objective of statistically significantly improved PFS for olaparib
maintenance monotherapy compared with placebo in the overall population (HR 0.35; 95% CI
0.25-0.49; p<0.00001), moreover, pre-planned subgroup analysis by BRCA-mutation status identified
patients with BRCA-mutated ovarian cancer (n=136, 51.3%) as the subgroup that derived the greatest
clinical benefit from olaparib maintenance monotherapy.

In BRCA-mutated patients (n=136) there was a statistically significant improvement in PFS, TFST,
and TSST. The median PFS improvement was 6.9 months over placebo for olaparib treated patients
(HR 0.18; 95% CI 0.10-0.31; p<0.00001; median 11.2 months versus 4.3 months). The investigator
assessment of PFS was consistent with a blinded independent central radiological review of PFS. The
time from randomisation to start of first subsequent therapy or death (TFST) was 9.4 months longer
for olaparib treated patients (HR 0.33; 95% CI 0.22—0.50; p<<0.00001; median 15.6 months versus
6.2 months). The time from randomisation to start of second subsequent therapy or death (TSST) was
8.6 months longer for olaparib treated patients (HR 0.44; 95% CI 0.29-0.67; p=0.00013; median

23.8 months versus 15.2 months. There was no statistically significant difference in OS (HR 0.73;
95% C1 0.45-1.17; p=0.19; median 34.9 months versus 31.9 months). Within the BRCA-mutated
population the disease control rate at 24 weeks was 57% and 24% for patients in the olaparib and
placebo groups, respectively.

No statistically significant differences were observed between olaparib and placebo in patient reported
symptoms or HRQoL as measured by improvement and worsening rates in the FACT/NCCN Ovarian
Symptom Index (FOSI), Trial Outcome Index (TOI) and Functional Analysis of Cancer Therapy—
Ovarian total score (FACT-O total).
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The key efficacy findings from Study 19 for BRCA-mutated patients are presented in Table 2, and

Figures 1 and 2.

Table 2 Summary of key efficacy findings for patients with BRCA-mutated PSR ovarian cancer in

Study 19
PFS N Median PFS | HR* 95% CI p-value
(events/patients) (months)
(o)
Olaparib 400 mg bd 26/74 (35%) 11.2
0.18 0.10-0.31 <0.00001
Placebo 46/62 (74%) 4.3
TSST- an N Median HR* 95% CI p-value
approximation of TSST
PFS2 (months)
Olaparib 400 mg bd 42/74 (57%) 23.8
0.44 0.29-0.67 0.00013
Placebo 49/62 (79%) 15.2
Interim OS (52% N Median OS a °
maturity) (months) HR 95% C1 p-value
Olaparib 400 mg bd 37/74 (50%) 34.9
0.73 0.45-1.17 0.19
Placebo ® 34/62 (55%) 31.9

* HR= Hazard Ratio. A value < 1 favours olaparib. The analysis was performed using a Cox proportional
hazards model with factors for treatment, time to disease progression on prior penultimate platinum therapy,

objective response to prior last platinum therapy and Jewish descent.

® Approximately a quarter of placebo treated patients in the BRCA-mutated subgroup (14/62; 22.6%) received a
subsequent PARP inhibitor.

N'Number of events/number of randomised patients; OS Overall survival; PFS Progression-free survival; CI
Confidence interval; TSST Time from randomisation to start of second subsequent therapy or death.
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Figure 1 Study 19: Kaplan-Meier plot of PFS in BRCA-mutated patients (53%
maturity-investigator assessment)
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Figure 2 Study 19: Kaplan-Meier plot of OS in BRCA-mutated patients (52% maturity)
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In Study 19, 18 patients were identified with a somatic tumour BRCA mutation (a mutation in the
tumour but wildtype in the germline). The limited data for these somatic tumour BRCA (sBRCA)
mutated patients show that fewer patients on olaparib reported progression events or death events
compared with placebo (Table 3).

Table 3 Summary of progression-free survival and overall survival: sBRCA mutated population in
Study 19

N
events/patients
(Y0)

PFS

Olaparib 400 mg bd 3/8 (38%)
Placebo 6/10 (60%)
0S

Olaparib 400 mg bd 4/8 (50%)
Placebo 6/10 (60%)

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Lynparza in all subsets of the paediatric population, in ovarian carcinoma (excluding
rhabdomyosarcoma and germ cell tumours) (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties
The pharmacokinetics of olaparib at the 400 mg twice daily capsule dose are characterised by an

apparent plasma clearance of ~8.6 L/h, an apparent volume of distribution of ~167 L and a terminal
half-life of 11.9 hours.
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Absorption
Following oral administration of olaparib via the capsule formulation, absorption is rapid with peak

plasma concentrations typically achieved between 1 to 3 hours after dosing. On multiple dosing there
is no marked accumulation, with steady state exposures achieved within ~3 to 4 days.

Co-administration with food slowed the rate (t.x delayed by 2 hours) and marginally increased the
extent of absorption of olaparib (AUC increased by approximately 20%). Therefore, it is
recommended that patients take Lynparza at least one hour after food, and refrain from eating
preferably for up to 2 hours afterwards (see section 4.2).

Distribution
The in vitro protein binding of olaparib at plasma concentrations achieved following dosing at 400 mg
twice daily is ~82%.

Olaparib is moderately bound to HSA (Humans Serum Albumin) in a non-saturable manner
(approximately 55%) and weakly (approximately 35%) bound to AAG (Acid Alpha-1 Glycoprotein).

Biotransformation
In vitro, CYP3A4 was shown to be the enzyme primarily responsible for the metabolism of olaparib
(see section 4.5).

Following oral dosing of '*C-olaparib to female patients, unchanged olaparib accounted for the
majority of the circulating radioactivity in plasma (70%) and was the major component found in both
urine and faeces (15% and 6% of the dose respectively). The metabolism of olaparib is extensive. The
majority of the metabolism was attributable to oxidation reactions with a number of the components
produced undergoing subsequent glucuronide or sulfate conjugation. Up to 20, 37 and 20 metabolites
were detected in plasma, urine and faeces respectively, the majority of them representing < 1% of the
dosed material. A ring-opened hydroxycyclopropyl moiety, and two mono-oxygenated metabolites
(each ~10%) were the major circulating components, with one of the mono-oxygenated metabolites
also being the major metabolite in the excreta (6% and 5% of the urinary and faecal radioactivity
respectively).

In vitro, olaparib produced little/no inhibition of CYPs 1A2, 2A6, 2B6, 2C8, 2C9, 2C19, 2D6 or 2E1
and is not expected to be a clinically significant time dependent inhibitor of any of these P450
enzymes. In vitro data also show that olaparib is not a substrate for OATP1B1, OATP1B3, OCT1,
BCRP or MRP2 and not an inhibitor of OATP1B3, OAT1 or MRP2.

Elimination

Following a single dose of '*C-olaparib, ~86% of the dosed radioactivity was recovered within a 7-day
collection period, ~44% via the urine and ~42% via the facces. Majority of the material was excreted
as metabolites.

Special populations

Renal impairment

In patients with mild renal impairment (creatinine clearance 51 to 80 ml/min), AUC increased by 24%
and Cy,.x by 15% compared with patients with normal renal function. No Lynparza dose adjustment is
required for patients with mild renal impairment.

In patients with moderate renal impairment (creatinine clearance 31 to 50 ml/min), AUC increased by
44% and C,,x by 26% compared with patients with normal renal function. Lynparza dose adjustment
is recommended for patients with moderate renal impairment (see section 4.2).

There are no data in patients with severe impairment (creatinine clearance < 30 ml/min).
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Hepatic impairment

In patients with mild hepatic impairment (Child-Pugh classification A), AUC increased by 15% and
Ciax by 13% compared with patients with normal hepatic function. No Lynparza dose adjustment is
required for patients with mild hepatic impairment (see section 4.2). There are no data in patients with
moderate or severe hepatic impairment.

Elderly
There are limited data in patients aged 75 and over. A population analysis of the available data has
found no relationship between olaparib plasma concentrations and patient age.

Weight

There are no data in obese (BMI > 30 kg/m®) or underweight (BMI < 18 kg/m?) patients. A population
analysis of the available data has found no evidence that patient weight affects olaparib plasma
concentrations.

Race

There are insufficient data to evaluate the potential effect of race on olaparib pharmacokinetics as
clinical experience is predominantly in Caucasians (94% of patients included in the population
analysis were Caucasian). In the limited data available, there was no evidence of a marked ethnic
difference in the PK of olaparib between Japanese and Caucasian patients.

Paediatric population
No studies have been conducted to investigate the pharmacokinetics of olaparib in paediatric patients.

5.3  Preclinical safety data

Genotoxicity
Olaparib showed no mutagenic potential, but was clastogenic in mammalian cells in vitro. When

dosed orally to rats, olaparib induced micronuclei in bone marrow. This clastogenicity is consistent
with the known pharmacology of olaparib and indicates potential for genotoxicity in man.

Repeat-dose toxicity

In repeat-dose toxicity studies of up to 6 months duration in rats and dogs, daily oral doses of olaparib
were well-tolerated. The major primary target organ for toxicity in both species was the bone marrow,
with associated changes in peripheral haematology parameters. These findings occurred at exposures
below those seen clinically and were largely reversible within 4 weeks of cessation of dosing. Studies
using human bone marrow cells also showed that direct exposure to olaparib can result in toxicity to
bone marrow cells in ex vivo assays.

Reproductive toxicology

In a female fertility study where rats were dosed until implantation, although extended oestrus was
observed in some animals, mating performance and pregnancy rate was not affected. However, there
was a slight reduction in embryofoetal survival.

In rat embryofoetal development studies, and at dose levels that did not induce significant maternal
toxicity, olaparib caused reduced embryofoetal survival, reduced foetal weight and foetal
developmental abnormalities, including major eye malformations (e.g. anophthalmia,
microphthalmia), vertebral/rib malformation, and visceral and skeletal abnormalities.

Carcinogenicity

Carcinogenicity studies have not been conducted with olaparib.

6. PHARMACEUTICAL PARTICULARS
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6.1 List of excipients

Capsule content
Lauroyl macrogol-32 glycerides

Capsule shell
Hypromellose

Titanium dioxide (E171)
Gellan gum (E418)
Potassium acetate

Printing ink

Shellac

Iron oxide black (E172)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years.

6.4 Special precautions for storage
Do not store above 30°C.

6.5 Nature and contents of container

HDPE plastic bottle with a child-resistant closure containing 112 hard capsules.
Pack of 448 capsules (4 bottles of 112 capsules).

6.6 Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. MARKETING AUTHORISATION HOLDER
AstraZeneca AB

SE-151 85 Sodertélje

Sweden

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/959/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 16 December 2014

10. DATE OF REVISION OF THE TEXT
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Detailed information on this medicinal product is available on the website of the European Medicines
Agency http:/www.ema.europa.eu.
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ANNEX IT
A. MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A. MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release

AstraZeneca UK Limited
SILK ROAD BUSINESS PARK, MACCLESFIELD, CHESHIRE, SK10 2NA, United Kingdom

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION
e  Periodic safety update reports

The requirements for submission of periodic safety update reports for this medicinal product are set
out in the list of Union reference dates (EURD list) provided for under Article 107¢(7) of Directive
2001/83/EC and any subsequent updates published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
e  Risk Management Plan (RMP)

The MAH shall perform the required pharmacovigilance activities and interventions detailed in the
agreed RMP presented in Module 1.8.2 of the Marketing Authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be submitted:
e At the request of the European Medicines Agency;

e  Whenever the risk management system is modified, especially as the result of new
information being received that may lead to a significant change to the benefit/risk profile or
as the result of an important (pharmacovigilance or risk minimisation) milestone being
reached.

e  Obligation to conduct post-authorisation measures

The MAH shall complete, within the stated timeframe, the below measures:

Description Due date

PAES: In order to further define the long term efficacy of olaparib in patients with
platinum sensitive relapsed BRCA mutated high grade serous ovarian cancer, the MAH
should submit the final Overall Survival (OS) analysis of study D0810C00019, a phase

II randomised, double blind, multicentre study.

The clinical study report should be submitted by: June 2017

PAES: In order to further confirm the efficacy of olaparib in patients with platinum
sensitive relapsed BRCA mutated high grade serous ovarian cancer, the MAH should
submit the results of study D0O816C00002, a phase III randomised double-blind
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placebo-controlled multicentre study.

The clinical study report should be submitted by: September
2019

PAES: In order to further define the efficacy of olaparib in patients with platinum

sensitive relapsed somatic BRCA mutated high grade serous ovarian cancer, the MAH

should conduct and submit the results of a phase IV, open label, single arm, non-

randomised, multicentre study in patients with relapsed platinum sensitive ovarian

cancer who are in complete or partial response following platinum based

chemotherapy and who carry loss of function germline or somatic BRCA mutation(s).

The clinical study report should be submitted by: September
2018
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Lynparza 50 mg hard capsules
olaparib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains 50 mg of olaparib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule
448 capsules (4 bottles of 112 capsules)

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AstraZeneca AB
SE-151 85 Sodertélje
Sweden

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/959/001

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

lynparza 50 mg

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:

24



PARTICULARS TO APPEAR ON THE IMMEDIATE PACKAGING

BOTTLE/LABEL

1. NAME OF THE MEDICINAL PRODUCT

Lynparza 50 mg hard capsules
olaparib

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each hard capsule contains 50 mg of olaparib.

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Hard capsule
112 capsules

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Oral use
Read the package leaflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 30°C.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

AstraZeneca AB
SE-151 85 Sodertélje
Sweden

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/959/001

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

‘ 17. UNIQUE IDENTIFIER - 2D BARCODE

Not applicable.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

Not applicable.
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Lynparza 50 mg hard capsules
Olaparib

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

o Keep this leaflet. You may need to read it again.

e Ifyou have any further questions, ask your doctor, pharmacist, or nurse.

o This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

e Ifyou get any side effects, talk to your doctor, pharmacist, or nurse. This includes any possible
side effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Lynparza is and what it is used for

2.  What you need to know before you take Lynparza
3. How to take Lynparza

4. Possible side effects

5.  How to store Lynparza

6. Contents of the pack and other information

1. What Lynparza is and what it is used for
What Lynparza is and how it works

Lynparza hard capsules contain the active substance olaparib. Olaparib is a type of cancer medicine
called a PARP (poly [adenosine diphosphate-ribose] polymerase) inhibitor.

In patients with mutations (changes) in certain genes called BRCA (breast cancer gene), who are at risk
of developing some forms of cancer, PARP inhibitors are able to trigger the death of cancer cells by
blocking an enzyme that helps repair DNA.

What Lynparza is used for

Lynparza is used for the treatment of a type of ovarian cancer called “BRCA-mutated ovarian cancer”.
It is used after the cancer has responded to previous treatment with standard platinum-based
chemotherapy. A test is used to determine whether you have BRCA-mutated cancer.

2. What you need to know before you take Lynparza

Do not take Lynparza:

o if you are allergic to olaparib or any of the other ingredients of this medicine (listed in

section 6).

Do not take Lynparza if any of the above apply to you. If you are not sure, talk to your doctor,
pharmacist, or nurse before taking Lynparza.
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Warnings and precautions
Talk to your doctor, pharmacist, or nurse before or during treatment with Lynparza:

e If you have low blood-cell counts on testing. These may be low red blood-cell count
(anaemia), low white blood-cell count (neutropaenia), or low blood-platelet count
(thrombocytopenia). See section 4 for more information about these side effects. This includes
the signs and symptoms you need to look out for (fever or infection, bruising or bleeding).
Rarely, these may be a sign of more serious problem with the bone marrow such as
‘myelodysplastic syndrome’ (MDS) or ‘acute myeloid leukaemia’ (AML). Your doctor may
want to test your bone marrow to check for these problems.

e If you experience any new or worsening symptoms of shortness of breath, coughing, or
wheezing. A small number of patients treated with Lynparza reported inflammation of the
lungs (pneumonitis). Pneumonitis is a serious condition that can often require hospital
treatment.

If any of the above applies to you (or you are not sure), talk to your doctor, pharmacist or nurse.

Tests and checks
Your doctor will check your blood before and during treatment with Lynparza.

You will have a blood test:

e  Dbefore treatment

e every month for the first year of treatment

e atregular intervals decided by your doctor after the first year of treatment.

If your blood count falls to a low level, it may be necessary to have a blood transfusion (where you are
given new blood or blood-based products from a donor).

Other medicines and Lynparza

Tell your doctor, pharmacist, or nurse if you are taking, have recently taken or might take any other
medicines. This includes medicines obtained without a prescription and herbal medicines. This is
because Lynparza can affect the way some other medicines work. Also some other medicines can
affect the way Lynparza works.

Do not take Lynparza if you are taking any other anticancer medicines. Tell your doctor, pharmacist,
or nurse if you are planning on receiving a vaccine or a medicine that suppresses the immune system,
as you may need to be closely monitored.

Tell your doctor or pharmacist if you are taking any of the following medicines:

e itraconazole, fluconazole - used for fungal infections

e telithromycin, clarithromycin, erythromycin - used for bacterial infections

e  protease inhibitors boosted with ritonavir or cobicistat, boceprevir, telaprevir, nevirapine,
efavirenz - used for viral infections, including HIV

e rifampicin, rifapentine, rifabutin - used for bacterial infections, including tuberculosis (TB)

e  phenytoin, carbamazepine, phenobarbital - used as a sedative or to treat fits (seizures) and
epilepsy

e  StlJohn’s Wort (Hypericum perforatum) - a herbal medicine used mainly for depression

digoxin, diltiazem, furosemide, verapamil, valsartan — used to treat heart conditions or high

blood pressure

bosentan — used to treat pulmonary artery hypertension

statins, for example simvastatin, pravastatin — used to lower blood cholesterol levels

dabigatran — used to thin the blood

glibenclamide, metformin, repaglinide — used to treat diabetes

ergot alkaloids — used to treat migraines and headaches
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fentanyl — used to treat cancer pain

pimozide — used to treat schizophrenia

quetiapine — used to treat schizophrenia and bipolar disorder

cisapride — used to treat stomach problems

colchicine — used to treat gout

cyclosporine, sirolimus, tacrolimus — used to suppress the immune system
methotrexate — used to treat cancer, rheumatoid arthritis and psoriasis

Lynparza with drink
Do not drink grapefruit juice throughout the whole period of time you are taking Lynparza. It can
affect the way the medicine works.

Pregnancy and breast-feeding

e  You should not take Lynparza if you are pregnant or might become pregnant. This is because it
may harm an unborn baby.

e  You should avoid becoming pregnant while taking this medicine. You should use effective
methods of contraception while taking this medicine and for 1 month after receiving the last dose
of Lynparza. It is not known whether Lynparza may affect the effectiveness of some oral
contraceptives. Please tell your doctor if you are taking an oral contraceptive, as your doctor may
recommend the addition of a non-hormonal contraceptive method.

e  You should have a pregnancy test before starting Lynparza and at regular times during treatment
and 1 month after receiving the last dose of Lynparza. If you become pregnant during this time,
you must talk to your doctor straight away.

e [t is not known whether Lynparza passes into breast milk. Do not breast-feed if you are taking
Lynparza and for one month after receiving the last dose of Lynparza. If you are planning to
breast-feed, tell your doctor.

Driving and using machines
Lynparza may influence your ability to drive and use machines. If you feel dizzy, weak, or tired while
taking Lynparza, do not drive or use tools or machines.

3. How to take Lynparza

Always take this medicine exactly as your doctor, pharmacist, or nurse has told you. Check with your
doctor, pharmacist, or nurse if you are not sure.

How much to take

e The recommended dose is 8 capsules (400 mg) taken by mouth twice a day (a total of 16 capsules
each day). It is important that you take the total recommended daily dose and continue to do so as
instructed by your doctor, pharmacist, or nurse. Your doctor may prescribe a different dose if you
have problems with your kidneys.

How to take
e Take one dose (8 capsules) of Lynparza by mouth with water, once in the morning and once in the
evening.

e Take Lynparza at least one hour after eating food. Do not eat preferably for up to 2 hours after
taking Lynparza.

If you experience side effects, your doctor may tell you to take Lynparza at a lower dose.

If you take more Lynparza than you should
If you take more Lynparza than your normal dose, contact your doctor or nearest hospital right away.

If you forget to take Lynparza
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If you forget to take Lynparza, take your next normal dose at its scheduled time. Do not take a double
dose to make up for a forgotten dose.

If you have any further questions on the use of this medicine, ask your doctor, pharmacist, or nurse.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. It is
important that you are aware of what these side effects may be.

Your doctor may also prescribe other medicines to help control your side effects.

Tell your doctor straight away if you notice any of the following side effects — you may need
urgent medical treatment:

Very common (may affect more than 1 in 10 people):

e fever or infection — these may be signs of a low white blood cell count (neutropaenia or
lymphopaenia).

e being short of breath, feeling very tired, having pale skin, or fast heart beat - these may be
signs of a low red blood cell count (anaemia).

Common (may affect up to 1 in 10 people):
e Dbruising or bleeding for longer than usual if you hurt yourself - these may be signs of a low
blood platelet count (thrombocytopenia).

Tell your doctor straight away if you notice any of the side effects listed above.
Other side effects include:

Very common

headache

feeling dizzy

loss of appetite

feeling tired or weak

feeling sick (nausea)

being sick (vomiting)

changes in the way food tastes

indigestion or heartburn (dyspepsia)

diarrhoea. If it gets severe, tell your doctor straight away
increase in blood creatinine levels seen from a laboratory test showing how well your kidneys
are working

e Dblood test showing increase of red blood cell size.

Common
e sore mouth (stomatitis)
e pain in the stomach area under the ribs.

If you get any side effects, talk to your doctor, pharmacist, or nurse. This includes any possible side
effects not listed in this leaflet. Your doctor may prescribe a medicine to treat your symptoms such as
nausea, vomiting, diarrhoea, and dyspepsia.

Reporting of side effects
If you get any side effects, talk to your doctor, pharmacist, or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
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system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.

5. How to store Lynparza
Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and the bottle after EXP.
The expiry date refers to the last day of that month.

Do not store above 30°C.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Lynparza contains
The active substance is olaparib. Each hard capsule contains 50 mg of olaparib.

The other ingredients (excipients) are:

e Capsule content: lauroyl macrogol-32 glycerides.

e Capsule shell: hypromellose, titanium dioxide (E171), gellan gum (E418), potassium acetate.
e Printing ink: shellac, iron oxide black (E172).

What Lynparza looks like and contents of the pack

Lynparza is a white, opaque, hard capsule, marked with “OLAPARIB 50 mg” and the AstraZeneca
logo in black ink.

Lynparza is provided in HDPE plastic bottles containing 112 hard capsules. One pack contains
448 capsules (4 bottles of 112 capsules).

Marketing Authorisation Holder

AstraZeneca AB
SE-151 85 Sodertélje
Sweden

Manufacturer

AstraZeneca UK Limited

Silk Road Business Park
Macclesfield, Cheshire, SK10 2NA
United Kingdom

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva
AstraZeneca S.A./N.V. UAB AstraZeneca Lietuva
Tel: +322 37048 11 Tel: +370 5 2660550
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Bbarapus
Actpa3eneka boarapus EOO/]
Ten.: +359 24455000

Ceska republika
AstraZeneca Czech Republic s.r.o.
Tel: +420 222 807 111

Danmark
AstraZeneca A/S
TIf: +45 43 66 64 62

Deutschland
AstraZeneca GmbH
Tel: +49 41 03 7080

Eesti
AstraZeneca
Tel: +372 6549 600

EALada
AstraZeneca A.E.
TnA: +30 210 6871500

Espaia
AstraZeneca Farmacéutica Spain, S.A.
Tel: +34 91 301 91 00

France
AstraZeneca
Tél: +33 141 29 40 00

Hrvatska
AstraZeneca d.o.o0.
Tel: +385 1 4628 000

Ireland
AstraZeneca Pharmaceuticals (Ireland) Ltd
Tel: +353 1609 7100

sland
Vistor hf.
Simi: +354 535 7000

Italia
AstraZeneca S.p.A.
Tel: +39 02 9801 1

Kvzpog
Aléktop Papuokeutikn Atd
TmA: +357 22490305

Latvija
SIA AstraZeneca Latvija
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Luxembourg/Luxemburg
AstraZeneca S.A./N.V.
Tél/Tel: +322 37048 11

Magyarorszag
AstraZeneca Kft.
Tel.: +36 1 883 6500

Malta
Associated Drug Co. Ltd
Tel: +356 2277 8000

Nederland
AstraZeneca BV
Tel: +31 79 363 2222

Norge
AstraZeneca AS
TIf: +47 21 00 64 00

Osterreich
AstraZeneca Osterreich GmbH
Tel: +43 1711310

Polska
AstraZeneca Pharma Poland Sp. z o.0.
Tel.: +48 22 245 73 00

Portugal
AstraZeneca Produtos Farmacéuticos, Lda.
Tel: +351 21 434 61 00

Romaénia
AstraZeneca Pharma SRL
Tel: +40 21 317 60 41

Slovenija
AstraZeneca UK Limited
Tel: +386 1 51 35 600

Slovenska republika
AstraZeneca AB, 0.z.
Tel: +421 2 5737 7777

Suomi/Finland
AstraZeneca Oy
Puh/Tel: +358 1023 010

Sverige
AstraZeneca AB
Tel: +46 8 553 26 000

United Kingdom
AstraZeneca UK Ltd



Tel: +371 67377100 Tel: +44 1582 836 836

This leaflet was last revised in

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.
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Core Data Sheet
Lynparza 100 mg, 150 mg tablets

CONFIDENTIAL

Use of this data sheet must conform to the current AstraZeneca SOP for “Development and
Management of the Content of Core Product Information and Market Product Information”

This document contains trade secrets and confidential commercial information, disclosure of which is prohibited
without providing advance notice to AstraZeneca and opportunity to object. Lynparza™ is a trademark of the
AstraZeneca group of companies.



HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
LYNPARZA safely and effectively. See full prescribing information for
LYNPARZA.

LYNPARZA® (olaparib) tablets, for oral use
Initial U.S. Approval: 2014

--------------------------- INDICATIONS AND USAGE -

Lynparza is a poly (ADP-ribose) polymerase (PARP) inhibitor indicated:

. for the maintenance treatment of adult patients with recurrent epithelial
ovarian, fallopian tube or primary peritoneal cancer, who are in a
complete or partial response to platinum-based chemotherapy. (1.1)

. for the treatment of adult patients with deleterious or suspected
deleterious germline BRCA-mutated advanced ovarian cancer who have
been treated with three or more prior lines of chemotherapy. Select
patients for therapy based on an FDA-approved companion diagnostic
for Lynparza. (1.2, 2.3)

---------------------- DOSAGE AND ADMINISTRATION --------e-mmeeme -

. To avoid substitution errors and overdose, do not substitute Lynparza
tablets with Lynparza capsules on a milligram-to-milligram basis due
to differences in the dosing and bioavailability of each formulation. (2.1)

. Recommended tablet dose is 300 mg taken orally twice daily with or
without food. (2.2)

. Continue treatment until disease progression or unacceptable toxicity.
2.2)

. For adverse reactions, consider dose interruption or dose reduction. (2.4)

. For moderate renal impairment (CLcr 31-50 mL/min), reduce dose to
200 mg twice daily. (2.6)

--------------------- DOSAGE FORMS AND STRENGTHS  -------—--——--—-——-
Tablets: 150 mg, 100 mg (3)

CONTRAINDICATIONS

None (4)

----------------------- WARNINGS AND PRECAUTIONS  -——-----meememe -

. Myelodysplastic Syndrome/Acute Myeloid Leukemia (MDS/AML):
Occurred in <1.5% of patients exposed to Lynparza monotherapy and
the majority of events had a fatal outcome. Monitor patients for
hematological toxicity at baseline and monthly thereafter. Discontinue
if MDS/AML is confirmed. (5.1)

. Pneumonitis: Occurred in <1% of patients exposed to Lynparza, and
some cases were fatal. Interrupt treatment if pneumonitis is suspected.
Discontinue if pneumonitis is confirmed. (5.2)

. Embryo-Fetal Toxicity: Lynparza can cause fetal harm. Advise females
of reproductive potential of the potential risk to a fetus and to use
effective contraception. (5.3, 8.1, 8.3)

ADVERSE REACTIONS

. Most common adverse reactions (>20%) in clinical trials were anemia,
nausea, fatigue (including asthenia), vomiting, nasopharyngitis/upper
respiratory tract infection/influenza, diarrhea, arthralgia/myalgia,
dysgeusia, headache, dyspepsia, decreased appetite, constipation. and
stomatitis. (6.1)

. Most common laboratory abnormalities (>25%) were decrease in
hemoglobin, increase in mean corpuscular volume, decrease in
lymphocytes, decrease in leukocytes, decrease in absolute neutrophil
count, increase in serum creatinine and decrease in platelets. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact AstraZeneca
at 1-800-236-9933 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

. CYP3A Inhibitors: Avoid concomitant use of strong or moderate
CYP3A inhibitors. If the inhibitor cannot be avoided, reduce the
olaparib dose. (2.5, 7.2)

. CYP3A Inducers: Avoid concomitant use of strong or moderate CYP3A
inducers as decreased efficacy can occur. (7.3, 12.3)

----------------------- USE IN SPECIFIC POPULATIONS ---—-----mmeme -
Lactation: Advise women not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and
MEDICATION GUIDE
Revised: 8/2017
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

1.1 Maintenance Treatment of Recurrent Ovarian Cancer

Lynparza is indicated for the maintenance treatment of adult patients with recurrent epithelial ovarian,
fallopian tube or primary peritoneal cancer, who are in a complete or partial response to platinum-based
chemotherapy.

1.2 Advanced gBRCA-mutated Ovarian Cancer After 3 or More Lines of Chemotherapy

Lynparza is indicated for the treatment of adult patients with deleterious or suspected deleterious germline
BRCA-mutated (gBRCAm) advanced ovarian cancer who have been treated with three or more prior lines
of chemotherapy. Select patients for therapy based on an FDA-approved companion diagnostic for
Lynparza.

2 DOSAGE AND ADMINISTRATION

2.1 Important Administration Instructions

Lynparza is also available as a 50 mg capsule. DO NOT substitute Lynparza tablets (100 mg and 150
mg) with Lynparza capsules (50 mg) on a milligram-to-milligram basis due to differences in the dosing
and bioavailability of each formulation /see Clinical Pharmacology (12.3)]. Refer to the full prescribing

information for Lynparza capsules for specific capsule dosing.

2.2 Recommended Dosing

The recommended dose of Lynparza is 300 mg (two 150 mg tablets) taken orally twice daily, with or
without food, for a total daily dose of 600 mg. The 100 mg tablet is available for dose reduction.

Continue treatment until disease progression or unacceptable toxicity.
If a patient misses a dose of Lynparza, instruct patient to take their next dose at its scheduled time.

Swallow tablets whole. Do not chew, crush, dissolve, or divide tablet [see How Supplied/Storage and

Handling (16.2)].

2.3 Patient Selection for gBRCA-mutated Advanced Ovarian Cancer

Select patients for the treatment of advanced ovarian cancer with Lynparza based on the presence of
deleterious or suspected deleterious BRCA-mutations /see Indications and Usage (1.2) and Clinical
Studies (14.2)]. Information on FDA-approved tests for the detection of BRCA-mutations is available at
http://www.fda.gov/companiondiagnostics.

2.4 Dose Adjustments for Adverse Reactions

To manage adverse reactions, consider interruption of treatment or dose reduction.



The recommended dose reduction is to 250 mg (one 150 mg tablet and one 100 mg tablet) taken twice
daily, for a total daily dose of 500 mg.

If a further dose reduction is required, then reduce to 200 mg (two 100 mg tablets) taken twice daily, for a
total daily dose of 400 mg.

2.5 Dose Modifications for Use with CYP3A Inhibitors

Avoid concomitant use of strong or moderate CYP3A inhibitors and consider alternative agents with less
CYP3A inhibition. If a strong CYP3A inhibitor must be co-administered, reduce the Lynparza dose to
100 mg (one 100 mg tablet) taken twice daily (equivalent to a total daily dose of 200 mg). If a moderate
CYP3A inhibitor must be co-administered, reduce the Lynparza dose to 150 mg (one 150 mg tablet) taken
twice daily (equivalent to a total daily dose of 300 mg) /see Drug Interactions (7.2) and Clinical
Pharmacology (12.3)].

2.6 Dose Modifications for Patients with Renal Impairment

Patients with mild renal impairment (CLcr 51-80 mL/min as estimated by Cockcroft-Gault equation) do
not require an adjustment in Lynparza dosing. In patients with moderate renal impairment (CLcr 31-50
ml/min) the recommended dose reduction is to 200 mg (two 100 mg tablets) twice daily, for a total daily
dose of 400 mg. The pharmacokinetics of Lynparza have not been evaluated in patients with severe renal
impairment or end-stage renal disease (CLcr <30 mL/min) /see Use in Specific Populations (8.7) and
Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS

Tablets:
e 150 mg: green to green/grey, oval, bi-convex, film-coated, with debossment ‘OP150’ on one side
and plain on the reverse side.
e 100 mg: yellow to dark yellow, oval, bi-convex, film-coated, with debossment ‘OP100’ on one
side and plain on the reverse side.

4 CONTRAINDICATIONS

None.

S WARNINGS AND PRECAUTIONS

5.1 Myelodysplastic Syndrome/Acute Myeloid Leukemia

Overall, the incidence of Myelodysplastic Syndrome/Acute Myeloid Leukemia (MDS/AML) in patients
treated with Lynparza monotherapy in clinical trials, including long-term follow up, was <1.5% (21/
1680) and the majority of events had a fatal outcome. Of these, 19/21 patients had a documented BRCA
mutation, 1 patient had gBRCA wildtype and in 1 patient the BRCA mutation status was unknown.
Additional cases of MDS/AML have been documented in patients treated with Lynparza in combination
studies. The duration of therapy with Lynparza in patients who developed secondary MDS/cancer-therapy
related AML varied from < 6 months to > 2 years. All of these patients had received previous



chemotherapy with platinum agents and/or other DNA damaging agents including radiotherapy. Some of
these patients also had a history of previous cancer or bone marrow dysplasia.

Do not start Lynparza until patients have recovered from hematological toxicity caused by previous
chemotherapy (< Grade 1). Monitor complete blood count for cytopenia at baseline and monthly
thereafter for clinically significant changes during treatment. For prolonged hematological toxicities,
interrupt Lynparza and monitor blood counts weekly until recovery. If the levels have not recovered to
Grade 1 or less after 4 weeks, refer the patient to a hematologist for further investigations, including bone
marrow analysis and blood sample for cytogenetics. If MDS/AML is confirmed, discontinue Lynparza.

5.2 Pneumonitis

Pneumonitis, including fatal cases, occurred in < 1% of patients treated with Lynparza. If patients present
with new or worsening respiratory symptoms such as dyspnea, cough and fever, or a radiological
abnormality occurs, interrupt Lynparza treatment and promptly assess the source of the symptoms. If
pneumonitis is confirmed, discontinue Lynparza treatment and treat the patient appropriately.

5.3 Embryo-Fetal Toxicity

Lynparza can cause fetal harm when administered to a pregnant woman based on its mechanism of action
and findings in animals. In an animal reproduction study, administration of olaparib to pregnant rats
during the period of organogenesis caused teratogenicity and embryo-fetal toxicity at exposures below
those in patients receiving the recommended human dose of 300 mg twice daily. Apprise pregnant
women of the potential hazard to a fetus. Advise females of reproductive potential to use effective
contraception during treatment and for 6 months following the last dose of Lynparza [see Use in Specific
Populations (8.1, 8.3) and Clinical Pharmacology (12.1)].

6 ADVERSE REACTIONS

The following adverse reactions are discussed elsewhere in the labeling:

e Myelodysplastic Syndrome/Acute Myeloid Leukemia [see Warnings and Precautions (5.1)]

o  Pneumonitis [see Warnings and Precautions (5.2)]

6.1 Clinical Trial Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in
the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and
may not reflect the rates observed in practice.

Adverse reactions presented below were reported from clinical trials in 782 patients with ovarian cancer
(555 received Lynparza, 227 received placebo).



Maintenance Treatment of Recurrent Ovarian Cancer

SOLO-2

The safety of Lynparza for the maintenance treatment of patients with platinum sensitive gBRCAm
ovarian cancer was investigated in SOLO-2. This study was a placebo-controlled, double-blind study in
which 294 patients received either Lynparza 300 mg (2 x 150 mg tablets) twice daily (n=195) or placebo
tablets twice daily (n=99) until disease progression or unacceptable toxicity. The median duration of
study treatment was 19.4 months for patients who received Lynparza and 5.6 months for patients who
received placebo. Dose interruptions due to an adverse reaction of any grade occurred in 45% of patients
receiving Lynparza and 18% of those receiving placebo; dose reductions due to an adverse reaction
occurred in 27% of Lynparza patients and 3% of placebo patients. The most frequent adverse reactions
leading to dose interruption or reduction of Lynparza were anemia (22%), neutropenia (9%), and
fatigue/asthenia (8%). Discontinuation occurred in 11% of Lynparza patients and 2% in placebo patients.

Table 1 summarizes the adverse reactions that occurred in at least 20% of patients who received Lynparza
in SOLO-2. Table 2 presents the laboratory abnormalities that occurred in at least 25 % of patients who
received Lynparza in SOLO-2.



Table 1 Adverse Reactions?® in SOLO-2 (220% of Patients who Received Lynparza)

Lynparza tablets Placebo
Adverse Reactions n=195 n=99
Grades 1-4 Grades 3-4 Grades 1-4 Grades 3-4
% % % %

Blood and lymphatic disorders

Anemia” | 44 | 20 | 9 | 2
Gastrointestinal disorders

Nausea 76 3 33 0

Vomiting 37 3 19 1

Diarrhea 33 2 22 0

Stomatitis® 20 1 16 0
Infections and Infestations

Nasopharyngitis/ URI/ sinusitis/ 36 0 29 0

rhinitis/ influenza
General disorders and administration site conditions

Fatigue including asthenia | 66 | 4 | 39 | 2
Metabolism and nutrition disorders

Decreased appetite | 22 | 0 | 11 | 0
Musculoskeletal and connective tissue disorder

Arthralgia/myalgia | 30 | 0 | 28 | 0
Nervous system disorders

Dysgeusia 27 0 7 0

Headache 26 1 14 0

 Graded according to the National Cancer Institute Common Terminology Criteria for Adverse Events (NCI
CTCAE ), version 4.0.

b Represents grouped term consisting of anemia, hematocrit decreased, hemoglobin decreased, iron deficiency,
mean cell volume increased and red blood cell count decreased.

¢ Represents grouped term consisting of abscess oral, aphthous ulcer, gingival abscess, gingival disorder, gingival
pain, gingivitis, mouth ulceration, mucosal infection, mucosal inflammation, oral candidiasis, oral discomfort, oral
herpes, oral infection, oral mucosal erythema, oral pain, oropharyngeal discomfort, and oropharyngeal pain.

In addition, the adverse reactions observed in SOLO-2 that occurred in <20% of patients receiving
Lynparza were neutropenia, rash, cough, dyspepsia, leukopenia, hypomagnesemia, dizziness,
thrombocytopenia, increase in creatinine, lymphopenia and edema.




Table 2 Laboratory Abnormalities Reported in 225% of Patients in SOLO-2

Lynparza tablets Placebo
Laboratory Parameter® n=195 n=99
Grades 14 Grades 3-4 Grades 1-4 Grades 3-4

% % % %
Increase in mean 89 - 52 -
corpuscular volume®
Decrease in hemoglobin 83 17 69
Decrease in leukocytes 69 5 48 1
Decrease in 67 11 37 1
lymphocytes
Decrease in absolute 51 7 34 3
neutrophil count
Increase in serum 44 0 29 0
creatinine
Decrease in platelets 42 2 22 1

2 Patients were allowed to enter clinical studies with laboratory values of CTCAE Grade 1.
b Represents the proportion of subjects whose mean corpuscular volume was > upper limit of normal (ULN).

Study 19

The safety of Lynparza capsules as maintenance monotherapy was also evaluated in patients with
platinum sensitive ovarian cancer who had received 2 or more previous platinum containing regimens in
Study 19, a randomized, placebo-controlled, double-blind, multi-center study in which 264 patients
received Lynparza 400 mg twice daily (n=136) or placebo (n=128). At the time of final analysis, the
median duration of exposure was 8.7 months in patients who received Lynparza and 4.6 months in
patients who received placebo.

Adverse reactions led to dose interruptions in 35% of those receiving Lynparza and 10% of those
receiving placebo; dose reductions in 26% of Lynparza and 4% of placebo; and discontinuation in 6% of
Lynparza and 2% in placebo.

Table 3 summarizes the adverse reactions that occurred in at least 20% of patients who received Lynparza
in Study 19. Table 4 presents the laboratory abnormalities that occurred in at least 25% of patients from
Study 19.




Table 3 Adverse Reactions?® in Study 19 (220% of Patients who Received Lynparza)

Lynparza capsules Placebo
Adverse Reactions n=136 n=128
Grades 14 Grades 34 Grades 14 Grades 34
% % % %
Blood and lymphatic disorders
Anemia® | 23 | 7 | 7 | 1
Gastrointestinal disorders
Nausea 71 2 36 0
Vomiting 35 2 14 1
Diarrhea 28 2 25 2
Constipation 22 1 12 0
General disorders and administration site conditions
Fatigue (including asthenia) | 63 | 9 | 46 | 3
Infections and infestations
Respiratory tract infection | 22 | 2 | 11 | 0
Metabolism and nutrition disorders
Decreased appetite | 21 | 0 | 13 | 0
Nervous system disorders
Headache | 21 | 0 | 13 | 1

# Graded according to NCI CTCAE 4.0.
b Represents grouped terms of related terms that reflect the medical concept of the adverse reaction.

In addition, the adverse reactions in Study 19 that occurred in <20% of patients receiving Lynparza were
dyspepsia, stomatitis, dysgeusia, dizziness, increase in creatinine, neutropenia, thrombocytopenia,
leukopenia, lymphopenia, dyspnea, pyrexia and edema.

Table 4 Laboratory Abnormalities Reported in 225% of Patients in Study 19

Lynparza capsules Placebo
Laboratory Parameter® n=136 n=129
Grades 1-4 | Grades 3-4 | Grades 1-4 | Grades 34

% % % %
Decrease in hemoglobin 82 8 58 1
Increase in mean corpuscular volume” 82 - 51 -
Decrease in leukocytes 58 4 37 2
Decrease in lymphocytes 52 10 32 3
Decrease in absolute neutrophil count 47 7 40 2
Increase in serum creatinine 45 0 14 0
Decrease in platelets 36 4 18 0

2 Patients were allowed to enter clinical studies with laboratory values of CTCAE Grade 1.
b Represents the proportion of subjects whose mean corpuscular volume was > ULN.

Treatment of Advanced gBRCAm Ovarian Cancer After 3 or More Lines of Chemotherapy
Pooled data

Treatment with Lynparza (capsule formulation) as monotherapy was studied in 223 patients (pooled from
6 studies) with gBRCAm advanced ovarian cancer who had received 3 or more prior lines of




chemotherapy. Adverse reactions led to dose interruption in 40% of patients, dose reduction in 4% of
patients, and discontinuation in 7% of patients. There were 8 (4%) patients with adverse reactions leading
to death, two were attributed to acute leukemia, and one each was attributed to COPD, cerebrovascular
accident, intestinal perforation, pulmonary embolism, sepsis, and suture rupture. The median exposure to
Lynparza capsules in these patients was 5.2 months.

Table 5 presents adverse reactions reported in >20% of patients and Table 6 presents laboratory
abnormalities that occurred in at least 25% of patients from the pooled studies.

Table 5 Adverse Reactions Reported in Pooled Data (220% of Patients who Received
Lynparza)

3 or more lines of prior Chemotherapy
Adverse Reactions Grades 1-4 Grades 3-4
n=223 n=223
% %

Blood and Lymphatic disorders

Anemia 34 18
Gastrointestinal disorders

Decreased appetite 22 1

Nausea 64 3

Vomiting 43 4

Diarrhea 31 1

Dyspepsia 25 0
General disorders

Fatigue/asthenia | 66 | 8
Infections and infestations

Nasopharyngitis/URI | 26 | 0
Musculoskeletal and Connective Tissue disorders

Arthralgia/musculoskeletal pain 21 0

Myalgia 22 0




Table 6 Laboratory Abnormalities Reported 225% of Patients in Pooled Data

3 or more lines of prior Chemotherapy
Laboratory Parameter® Grades 14 Grades 34
n=223 n=223
(%) (%)
Decrease in hemoglobin 90 15
Decrease in absolute neutrophil count 25 7
Decrease in platelets 30 3
Decrease in lymphocytes 56 17
Mean corpuscular volume elevation 57 -
Increase in creatinine 30 2

2 Patients were allowed to enter clinical studies with laboratory values of CTCAE Grade 1.

The following adverse reactions and laboratory abnormalities have been identified in >10 to <20% of the
223 patients receiving Lynparza and not included in the table: cough, constipation, dysgeusia, peripheral
edema, back pain, dizziness, headache, urinary tract infection, dyspnea, and rash.

The following adverse reactions and laboratory abnormalities have been identified in >1 to <10% of the
223 patients receiving Lynparza and not included in the table: leukopenia, stomatitis, peripheral
neuropathy, pyrexia, hypomagnesemia, and venous thrombosis (including pulmonary embolism).

6.2 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of Lynparza capsules.
Because these reactions are reported voluntarily from a population of uncertain size, it is not always
possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

Immune System Disorders: Hypersensitivity (rash/dermatitis).

7 DRUG INTERACTIONS

7.1 Anticancer Agents

Clinical studies of Lynparza in combination with other myelosuppressive anticancer agents, including
DNA damaging agents, indicate a potentiation and prolongation of myelosuppressive toxicity.

7.2 Drugs That May Increase Olaparib Plasma Concentrations

Olaparib is primarily metabolized by CYP3A. In patients (N=57), co-administration of itraconazole, a
strong CYP3A inhibitor, increased AUC of olaparib by 170%. A moderate CYP3A inhibitor, fluconazole,
is predicted to increase the AUC of olaparib by 121%.

Avoid concomitant use of strong CYP3A inhibitors such as itraconazole, telithromycin, clarithromycin,
ketoconazole, voriconazole, nefazodone, posaconazole, ritonavir, lopinavir/ritonavir, indinavir,
saquinavir, nelfinavir, boceprevir, and telaprevir. Avoid use of moderate CYPA inhibitors such as
amprenavir, aprepitant, atazanavir, ciprofloxacin, crizotinib, darunavir/ritonavir, diltiazem, erythromycin,
fluconazole, fosamprenavir, imatinib, and verapamil. If the strong or moderate CYP3A inhibitors must be
co-administered, reduce the dose of Lynparza [see Dosage and Administration (2.5)].
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Avoid grapefruit, grapeftruit juice, Seville oranges, and Seville orange juice during Lynparza treatment
since they are CYP3A inhibitors [see Dosage and Administration (2.5) and Clinical Pharmacology

(12.3)].

7.3 Drugs That May Decrease Olaparib Plasma Concentrations

In patients (N=22), co-administration of rifampicin, a strong CYP3A inducer, decreased AUC of olaparib
by 87%. A moderate CYP3A inducer, efavirenz, is predicted to decrease the AUC of olaparib by
approximately 60%.

Avoid concomitant use of strong CYP3A inducers such as phenytoin, rifampicin, carbamazepine, and St.
John’s Wort. Avoid concomitant use of moderate CYP3A4 inducers such as bosentan, efavirenz,
etravirine, modafinil, and nafcillin. If a moderate CYP3A inducer cannot be avoided, there is a potential
for decreased efficacy of Lynparza [see Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Risk Summary

Based on findings in animals and its mechanism of action [see Clinical Pharmacology (12.1)], Lynparza
can cause fetal harm when administered to a pregnant woman. There are no available data on Lynparza

use in pregnant women to inform the drug associated risk. In an animal reproduction study, the
administration of olaparib to pregnant rats during the period of organogenesis caused teratogenicity and
embryo-fetal toxicity at exposures below those in patients receiving the recommended human dose of 300
mg twice daily /see Data]. Apprise pregnant women of the potential hazard to the fetus and the potential
risk for loss of the pregnancy.

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. The estimated background risk in the U.S. general population of major birth defects is 2-4%;
and the risk for spontaneous abortion is approximately 15-20% in clinically-recognized pregnancies.

Data
Animal Data

In a fertility and early embryonic development study in female rats, olaparib was administered orally for
14 days before mating through to day 6 of pregnancy, which resulted in increased post-implantation loss
at a dose level of 15 mg/kg/day (with maternal systemic exposures approximately 7% of the human
exposure (AUCy.»4n) at the recommended dose).

In an embryo-fetal development study, pregnant rats received oral doses of 0.05 and 0.5 mg/kg/day
olaparib during the period of organogenesis. A dose of 0.5 mg/kg/day (with maternal systemic exposures
approximately 0.18% of human exposure (AUCy-241) at the recommended dose) caused embryo-fetal
toxicities including increased post-implantation loss and major malformations of the eyes (anophthalmia,
microphthalmia), vertebrae/ribs (extra rib or ossification center; fused or absent neural arches, ribs, and
sternebrae), skull (fused exoccipital) and diaphragm (hernia). Additional abnormalities or variants
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included incomplete or absent ossification (vertebrae/sternebrae, ribs, limbs) and other findings in the
vertebrae/sternebrae, pelvic girdle, lung, thymus, liver, ureter and umbilical artery. Some findings noted
above in the eyes, ribs and ureter were observed at a dose of 0.05 mg/kg/day olaparib at lower incidence.

8.2 Lactation
Risk Summary

No data are available regarding the presence of olaparib in human milk, or on its effects on the breastfed
infant or on milk production. Because of the potential for serious adverse reactions in the breastfed infants
from Lynparza, advise a lactating woman not to breastfeed during treatment with Lynparza and for one
month after receiving the last dose.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Pregnancy testing is recommended for females of reproductive potential prior to initiating treatment with
Lynparza.

Contraception
Females

Lynparza can cause fetal harm when administered to a pregnant woman /see Use in Specific Populations

(8.1)]. Advise females of reproductive potential to use effective contraception during treatment with
Lynparza and for at least 6 months following the last dose.

8.4 Pediatric Use

The safety and efficacy of Lynparza have not been established in pediatric patients.

8.5 Geriatric Use

In clinical studies of Lynparza enrolling 482 patients with advanced solid tumors who received Lynparza
tablets 300 mg twice daily as monotherapy, 135 (28%) patients were aged >65 years. There appeared to
be no major difference in the safety profile of patients treated with olaparib aged <65 years versus >65
years, nor within the age categories of 65 to 74 years, 75 to 84 years. No patients were aged >85 years.

8.6 Hepatic Impairment

No adjustment to the starting dose is required in patients with mild hepatic impairment. A 15% increase
in mean exposure (AUC) was observed in patients with mild hepatic impairment (based on Child-Pugh
classification A) compared to patients with normal hepatic function. There are no data in patients with
moderate or severe hepatic impairment /see Clinical Pharmacology (12.3)].

8.7 Renal Impairment

No adjustment to the starting dose is required in patients with mild renal impairment, but patients should
be monitored closely for toxicity. A 24% increase in mean exposure (AUC) was observed in patients with
mild renal impairment (CLcr = 51-80 mL/min) compared to patients with normal renal function (CLcr
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>80 mL/min). A 44% increase in AUC was observed in patients with moderate renal impairment
(CLer 31-50 mL/min) compared to patients with normal renal function (CLcr >80 mL/min). For patients
with moderate renal impairment, reduce the dose of Lynparza to 200 mg twice daily [see Dosage and

Administration (2.6)]. There are no data in patients with severe renal impairment or end-stage disease
(CLcr <30 mL/min) /see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

There is no specific treatment in the event of Lynparza overdose, and symptoms of overdose are not
established. In the event of an overdose, physicians should follow general supportive measures and should
treat the patient symptomatically.

11 DESCRIPTION

Olaparib is an inhibitor of the mammalian polyadenosine 5’-diphosphoribose polymerase (PARP)
enzyme.

The chemical name is 4-[(3-{[4-(cyclopropylcarbonyl)piperazin-1-yl]carbonyl}-4-
fluorophenyl)methyl]phthalazin-1(2H)-one and it has the following chemical structure:

The empirical molecular formula for Lynparza is C2sH23FN4O3 and the relative molecular mass is 434.46.

Olaparib is a crystalline solid, is non-chiral and shows pH-independent low solubility across the
physiological pH range.

Lynparza tablets for oral administration contain 100 mg or 150 mg of olaparib. Inactive ingredients in the
tablet core are copovidone, mannitol, colloidal silicon dioxide and sodium stearyl fumarate. The tablet
coating consists of hypromellose, polyethylene glycol 400, titanium dioxide, ferric oxide yellow and
ferrosoferric oxide (150 mg tablet only).
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12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Lynparza is an inhibitor of poly (ADP-ribose) polymerase (PARP) enzymes, including PARP1, PARP2,
and PARP3. PARP enzymes are involved in normal cellular functions, such as DNA transcription and
DNA repair. Olaparib has been shown to inhibit growth of select tumor cell lines in vitro and decrease
tumor growth in mouse xenograft models of human cancer, both as monotherapy or following platinum-
based chemotherapy. Increased cytotoxicity and anti-tumor activity following treatment with olaparib
were noted in cell lines and mouse tumor models with deficiencies in BRCA and non-BRCA proteins
involved in the homologous recombination repair (HRR) of DNA damage and correlated with platinum
response. In vitro studies have shown that olaparib-induced cytotoxicity may involve inhibition of PARP
enzymatic activity and increased formation of PARP-DNA complexes, resulting in DNA damage and
cancer cell death.

12.2 Pharmacodynamics

Cardiac Electrophysiology

The effect of olaparib on cardiac repolarization was assessed in 119 patients following a single dose of
300 mg and in 109 patients following multiple dosing of 300 mg twice daily. No clinically relevant effect
of olaparib on QT interval was observed.

12.3 Pharmacokinetics

Lynparza is available as a tablet and capsule formulation. The oral bioavailability of the tablet
formulation is higher than the capsule formulation. Population pharmacokinetic analyses have shown that
the steady state exposure (AUC) following 300 mg tablet twice daily was 77% higher compared to that
following 400 mg capsule twice daily. The olaparib geometric mean AUC and Cpax following a single
300 mg tablet dose were 42.0 pg*h/mL (n=204) and 5.8 pg/mL (n=204), respectively, and the steady state
geometric mean AUC and Cpax following 300 mg tablet twice daily were 49.0 pg*h/mL (n=227) and 7.7
pug/mL (n=227), respectively. Olaparib showed time-dependent PK that the steady state clearance
decreased by 15% after multiple dosing.

Absorption

Following oral administration of olaparib, absorption is rapid with median peak plasma concentrations
typically achieved 1.5 hours after dosing. An AUC mean accumulation ratio of 1.8 is observed at steady
state following multiple dosing of 300 mg tablets twice daily.

Systemic exposure (single dose AUC) to olaparib increases approximately proportionally with doses over
the dose range of 25 mg to 450 mg, Cmax increased slightly less than proportionally for the same dose
range.

Co-administration of a high fat meal with olaparib slowed the rate (tmax delayed by 2.5 hours) of
absorption, but did not significantly alter the extent of olaparib absorption (mean AUC increased by
approximately 8%).

14



Distribution

Olaparib had a mean (+ standard deviation) apparent volume of distribution of 158 £ 136 L after a single
300 mg dose of olaparib. The in vitro protein binding of olaparib is approximately 82%.

Metabolism
In vitro, CYP3A4/5 were shown to be the enzymes primarily responsible for the metabolism of olaparib.

Following oral dosing of '*C-olaparib to female patients, unchanged olaparib accounted for the majority
of the circulating radioactivity in plasma (70%). It was extensively metabolized with unchanged drug
accounting for 15% and 6% of radioactivity in urine and feces, respectively. The majority of the
metabolism is attributable to oxidation reactions with a number of the components produced undergoing
subsequent glucuronide or sulfate conjugation.

Excretion

A mean (% standard deviation) terminal plasma half-life of 14.9 + 8.2 hours and apparent plasma
clearance of 7.4 + 3.9 L/h were observed after a single 300 mg dose of olaparib.

Following a single dose of “C-olaparib, 86% of the dosed radioactivity was recovered within a 7-day
collection period, 44% via the urine and 42% via the feces. The majority of the material was excreted as
metabolites.

Drug Interactions

Based on the data from a drug-interaction trial (N=57), the AUC and Cpax of olaparib increased by 170%
and 42%, respectively, when olaparib was administered in combination with itraconazole, a strong
CYP3A inhibitor. Simulations suggested that a moderate CYP3A inhibitor (fluconazole) may increase the
AUC and Cnmax of olaparib by 121% and 14%, respectively.

Based on the data from a drug-interaction trial (N=22), the AUC and Cpax of olaparib decreased by 87%
and 71%, respectively, when olaparib was administered in combination with rifampicin, a strong CYP3A
inducer. Simulations suggested that a moderate CYP3A inducer (efavirenz) may decrease the AUC and
Cmax of olaparib by approximately 60% and 31%, respectively.

In vitro studies have shown that olaparib is both an inhibitor and inducer of CYP3A and an inducer of
CYP2B6. Olaprib is predicted to be a weak CYP3A inhibitor in humans. /n vitro studies also indicated
that olaparib is an inhibitor of UGT1A1, BCRP, OATP1B1, OCT1, OCT2, OAT3, MATEI and
MATE2K. The clinical relevance of these findings is unknown. In vitro, olaparib is a substrate of, and
inhibits, the efflux transporter P-gp. The potential for olaparib to induce P-gp has not been evaluated.

Pharmacokinetics in Specific Populations

Hepatic Impairment

In a hepatic impairment trial, the mean AUC increased by 15% and the mean Cax by 13% when olaparib
was dosed in patients with mild hepatic impairment (Child-Pugh classification A; N=9) compared with
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patients with normal hepatic function (N=13). Mild hepatic impairment had no effect on the protein
binding of olaparib and therefore total plasma exposure was representative of free drug. There are no data
in patients with moderate or severe hepatic impairment.

Renal Impairment

In a renal impairment trial, the mean AUC increased by 24% and Cpax by 15%, when olaparib was dosed
in patients with mild renal impairment (CLcr = 51-80 mL/min defined by the Cockcroft-Gault equation;
N=13) and by 44% and 26%, respectively, when olaparib was dosed in patients with moderate renal
impairment (CLcr = 31-50 mL/min; N=13), compared to those with normal renal function (CLcr >81
mL/min; N=12). There was no evidence of a relationship between the extent of plasma protein binding of
olaparib and creatinine clearance. There are no data in patients with severe renal impairment or end-stage
renal disease (CLcr < 30 mL/min).

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenicity studies have not been conducted with olaparib.

Olaparib was clastogenic in an in vitro chromosomal aberration assay in mammalian Chinese hamster
ovary (CHO) cells and in an in vivo rat bone marrow micronucleus assay. This clastogenicity is consistent
with genomic instability resulting from the primary pharmacology of olaparib and indicates potential for
genotoxicity in humans. Olaparib was not mutagenic in a bacterial reverse mutation (Ames) test.

In a fertility study, female rats received oral olaparib at doses of 0.05, 0.5, and 15 mg/kg/day for at least

14 days before mating through the first week of pregnancy. There were no adverse effects on mating and
fertility rates at doses up to 15 mg/kg/day (maternal systemic exposures approximately 7% of the human
exposure (AUCo.o4n) at the recommended dose).

In a male fertility study, olaparib had no effect on mating and fertility in rats at oral doses up to 40
mg/kg/day following at least 70 days of olaparib treatment (with systemic exposures of approximately 5%
of the human exposure (AUCy.24n) at the recommended dose).

14 CLINICAL STUDIES

14.1 Maintenance Treatment of Recurrent Ovarian Cancer

The efficacy of Lynparza was investigated in two randomized, placebo-controlled, double-blind, multi-
center studies in patients with recurrent ovarian cancers who were in response to platinum-based therapy.

SOLO-2

SOLO-2 (NCT01874353) was a double-blind, placebo-controlled trial in which patients (N=295) with
germline BRCA-mutated (gBRCAm) ovarian, fallopian tube, or primary peritoneal cancer were
randomized (2:1) to receive Lynparza tablets 300 mg orally twice daily or placebo until unacceptable
toxicity or progressive disease. Randomization was stratified by response to last platinum chemotherapy
(complete versus partial) and time to disease progression in the penultimate platinum-based chemotherapy
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prior to enrollment (6-12 months versus > 12 months). All patients had received at least two prior
platinum-containing regimens and were in response (complete or partial) to their most recent platinum-
based regimen. All patients had a deleterious or suspected deleterious germline BRCA-mutation as
detected either by a local test (n=236) or central Myriad CLIA test (n=59), subsequently confirmed by
BRAC Analysis CDx (n= 286).

The major efficacy outcome was investigator-assessed progression-free survival (PFS) evaluated
according to Response Evaluation Criteria in Solid Tumors (RECIST), version 1.1. Additional endpoints
included overall survival (OS).

The median age of patients treated with Lynparza was 56 years (range: 28 to 83) and 56 years (range: 39
to 78) among patients treated with placebo. ECOG performance score was 0 in 83% of patients receiving
Lynparza and 78% of patients receiving placebo. Of all patients, 89% were White, 17% were enrolled in
the U.S. or Canada, 47% were in complete response to their most recent platinum-based regimen, and
40% had a progression-free interval of 6-12 months since their penultimate platinum regimen. Prior
bevacizumab therapy was reported for 17% of those treated with Lynparza and 20% of those receiving
placebo. Approximately 44% of patients on the Lynparza arm and 37% on placebo had received three or
more lines of platinum-based treatment.

SOLO-2 demonstrated a statistically significant improvement in investigator-assessed PFS in patients
randomized to Lynparza as compared with placebo (Table 7 and Figure 1). Results from a blinded
independent review were consistent. At the time of the analysis of PFS, overall survival (OS) data were
not mature with 24% of events.

Table 7 Efficacy Results — SOLO-2 (Investigator Assessment)

Lynparza tablets Placebo
(n=196) (n=99)
Progression-Free Survival
Number of events (%) 107 (54.6%) 80
(80.8%)
Median, months 19.1 55
Hazard ratio® (95% CI) 0.30(0.22, 0.41)
p-value” <0.0001

* Hazard ratio from the stratified proportional hazards model, stratified by response to last platinum chemotherapy
(complete versus partial) and time to disease progression in the penultimate platinum-based chemotherapy prior to
enrollment.

b The p-value is derived from a stratified log-rank test.
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Figure 1: Kaplan-Meier Curves of Investigator-Assessed Progression-Free Survival -
SOLO-2
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Study 19

Study 19 (NCT00753545) was a double-blind, placebo-controlled trial in which patients (N=265) with
platinum-sensitive ovarian cancer who had received 2 or more previous platinum-containing regimens
were randomized (1:1) to receive Lynparza capsules 400 mg orally twice daily or placebo until
unacceptable toxicity or progressive disease. Randomization was stratified by response to last platinum
chemotherapy (CR versus PR), time to disease progression in the penultimate platinum-based
chemotherapy (6-12 months versus > 12 months), and descent (Jewish versus non-Jewish). The major
efficacy outcome measure of the study was investigator-assessed PFS evaluated according to RECIST,
version 1.0.

The median age of patients treated with Lynparza (n=136) was 58 years (range: 21 to 89) and 59 years
(range 33 to 84) among patients treated with placebo (n=129). ECOG performance status was 0 in 81% of
patients receiving Lynparza and 74% of patients receiving placebo. Of all patients, 97% were White, 19%
were enrolled in the US or Canada, 45% were in complete response following their most recent platinum
chemotherapy regimen, and 40% had a progression-free interval of 6-12 months since their penultimate
platinum. Prior bevacizumab therapy was reported for 13% of patients receiving Lynparza and 16% of
patients receiving placebo. A retrospective analysis for germline BRCA mutation status, some performed
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using the Myriad test, indicated that 36% (n=96) of patients from the ITT population had deleterious
gBRCA mutation, including 39% (n=53) of patients on Lynparza and 33% (n=43) of patients on placebo.

Study 19 demonstrated a statistically significant improvement in investigator-assessed PFS in patients
treated with Lynparza versus placebo (Table 8 and Figure 2).

Table 8 Efficacy Results - Study 19 (Investigator Assessment)

Lynparza capsules Placebo
(n=136) (n=129)
Progression-Free Survival
Number of events (%) 60 (44%) 94 (73%)
Median, months 8.4 4.8
Hazard ratio® (95% CI) 0.35(0.25, 0.49)
p-value® <0.0001
Overall Survival®
Number of events (%) 98 (72%) 112 (87%)
Median, months 29.8 27.8
Hazard ratio (95% CI) 0.73 (0.55, 0.95)

® Hazard ratio is derived from a stratified proportional hazards model, stratified by response to last platinum
chemotherapy, time to disease progression in the penultimate platinum-based chemotherapy and Jewish and non-

Jewish descent.

b The p-value is derived from a stratified log-rank test.
¢ Without adjusting for multiple analyses.
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Figure 2: Kaplan-Meier Curves of Investigator-Assessed Progression-Free Survival -
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14.2 Advanced gBRCA-mutated Ovarian Cancer Treated with 3 or More Prior Lines of

Chemotherapy

The efficacy of Lynparza was also investigated in a single-arm study of patients with deleterious or
suspected deleterious gBRCAm advanced cancers. A total of 137 patients with measurable, advanced

gBRCAm ovarian cancer treated with three or more prior lines of chemotherapy were enrolled. All

patients received Lynparza capsules at a dose of 400 mg twice daily as monotherapy until disease
progression or intolerable toxicity. Objective response rate (ORR) and duration of response (DOR) were

assessed by the investigator according to RECIST, version 1.0.

The median age of the patients was 58 years, the majority were White (94%) and 93% had an ECOG PS
of 0 or 1. Deleterious or suspected deleterious gBRCAm status was verified retrospectively in 97% (59/61)
of the patients for whom blood samples were available by the BRAC Analysis CDx™. Efficacy results

are summarized in Table 9.
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Table 9 Overall Response and Duration of Response in Patients with gBRCA-mutated
Advanced Ovarian Cancer Who Received 3 or More Lines of Chemotherapy

n=137
Objective Response Rate (95% CI) 34% (26, 42)
Complete Response 2%
Partial Response 32%
Median DOR in months (95% CI) 7.9 (5.6, 9.6)

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied
Lynparza is available as 150 mg and 100 mg tablets.

e 150 mg tablets: green to green/grey, oval, bi-convex film-coated tablet, with debossment ‘OP150’ on
one side and plain on the reverse, are available in:

o Bottles of 60 tablets (NDC 0310-0679-60) and

o Bottles of 120 tablets (NDC 0310-0679-12).

e 100 mg tablets: yellow to dark yellow, oval, bi-convex, film-coated tablet, with debossment
‘OP100’0n one side and plain on the reverse, are available in:

o Bottles of 60 tablets (NDC 0310-0668-60) and

o Bottles of 120 tablets (NDC 0310-0668-12).

16.2 Storage

Store at 20°C to 25°C (68°F to 77°F), excursions permitted to 15°C to 30°C (59°F to 86°F) [see USP
Controlled Room Temperature]. Store in original bottle to protect from moisture.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Medication Guide).

e  Administration Instructions: Inform patients that Lynparza should be taken twice daily with or

without food. Instruct patients that if they miss a dose of Lynparza, they should take their next normal
dose at the usual time. Swallow each tablet whole. Do not chew, crush, dissolve, or divide tablet. Do
not take more than 4 tablets daily [see Dosage and Administration (2.2)]. Inform patients to avoid
grapefruit, grapefruit juice, Seville oranges, and Seville orange juice while taking Lynparza /see Drug
Interactions (7.3)].

o Inform patients not to substitute Lynparza tablets (100 mg and 150 mg) with Lynparza capsules (50

mg) on a milligram-to-milligram basis due to differences in the dosing and bioavailability of each
formulation /see Dosage and Administration (2.1)].

e MDS/AML: Advise patients to contact their healthcare provider if they experience weakness, feeling
tired, fever, weight loss, frequent infections, bruising, bleeding easily, breathlessness, blood in urine
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or stool, and/or laboratory findings of low blood cell counts, or a need for blood transfusions. This
may be a sign of hematological toxicity or a more serious uncommon bone marrow problem called
‘myelodysplastic syndrome’ (MDS) or ‘acute myeloid leukemia’ (AML) which have been reported in
patients treated with Lynparza [see Warnings and Precautions (5.1)].

Pneumonitis: Advise patients to contact their healthcare provider if they experience any new or
worsening respiratory symptoms including shortness of breath, fever, cough, or wheezing /see
Warnings and Precautions (5.2)].

Embryo-Fetal Toxicity: Advise females to inform their healthcare provider if they are pregnant or
become pregnant. Inform female patients of the risk to a fetus and potential loss of the pregnancy /see
Use in Specific Populations (8.1)]. Advise females of reproductive potential to use effective
contraception during treatment with Lynparza and for 6 months after receiving the last dose /see
Warnings and Precautions (5.3) and Use in Specific Populations (8.1, 8.3)].

Lactation: Advise patients not to breastfeed while taking Lynparza and for one month after receiving
the last dose [see Use in Specific Populations (8.2)].

Nausea/Vomiting: Advise patients that mild or moderate nausea and/or vomiting is very common in
patients receiving Lynparza and that they should contact their healthcare provider who will advise on
available antiemetic treatment options.
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Medication Guide
Lynparza (Lin-par-zah)
(olaparib)
tablets

What is the most important information | should know about Lynparza?

Lynparza may cause serious side effects, including:

Bone marrow problems called Myelodysplastic Syndrome (MDS) or Acute Myeloid Leukemia
(AML). Some people who have ovarian cancer and who have received previous treatment with
chemotherapy, radiotherapy or certain other medicines for their cancer have developed MDS or AML
during treatment with Lynparza. MDS or AML may lead to death. If you develop MDS or AML, your
healthcare provider will stop treatment with Lynparza.

Symptoms of low blood cell counts are common during treatment with Lynparza, but can be a sign of
serious bone marrow problems, including MDS or AML. Symptoms may include:

e weakness e blood in urine or stool

e weight loss e shortness of breath

o fever o feeling very tired

¢ frequent infections e bruising or bleeding more easily

Your healthcare provider will do blood tests to check your blood cell counts:
e before treatment with Lynparza
e every month during treatment with Lynparza
e weekly if you have low blood cell counts that last a long time. Your healthcare provider may stop
treatment with Lynparza until your blood cell counts improve.

Lung problems (pneumonitis). Tell your healthcare provider if you have any new or worsening
symptoms of lung problems, including shortness of breath, fever, cough, or wheezing. Your healthcare
provider may do a chest x-ray if you have any of these symptoms. Your healthcare provider may
temporarily stop treatment or completely stop treatment if you develop pneumonitis. Pneumonitis may
lead to death.

What is Lynparza?
Lynparza is a prescription medicine used for:

¢ the maintenance treatment of adults with ovarian cancer, fallopian tube cancer, or primary
peritoneal cancer, when the cancer has come back. Lynparza is used after the cancer has
responded to treatment with platinum-based chemotherapy.

¢ the treatment of adults who have a certain type of abnormal inherited BRCA gene advanced
ovarian cancer, and have received treatment with 3 or more prior types of chemotherapy
medicines. Your healthcare provider will perform a test to make sure that Lynparza is right for you.

It is not known if Lynparza is safe and effective in children.

What should | tell my healthcare provider before taking Lynparza?
Before you take Lynparza, tell your healthcare provider about all of your medical conditions,
including if you:

e have lung or breathing problems

e have liver problems

e have kidney problems

e are pregnant or plan to become pregnant. Lynparza can harm your unborn baby and may cause
loss of pregnancy (miscarriage).

o If you are able to become pregnant, your healthcare provider may do a pregnancy test before
you start treatment with Lynparza.

o Females who are able to become pregnant should use effective birth control (contraception)
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during treatment with Lynparza and for 6 months after receiving the last dose of Lynparza.
o Talk to your healthcare provider about birth control methods that may be right for you.
o Tell your healthcare provider right away if you become pregnant.
e are breastfeeding or plan to breastfeed. It is not known if Lynparza passes into your breast milk.

Do not breastfeed during treatment with Lynparza and for 1 month after receiving the last dose of

Lynparza. Talk to your healthcare provider about the best way to feed your baby during this time.
Tell your healthcare provider about all the medicines you take, including prescription and over-the-
counter medicines, vitamins, and herbal supplements. Taking Lynparza and certain other medicines may
affect how Lynparza works and may cause side effects.

How should | take Lynparza?
e Take Lynparza tablets exactly as your healthcare provider tells you.
e Your healthcare provider may temporarily stop treatment with Lynparza or change your dose of
Lynparza if you experience side effects.

e Lynparza comes as tablets and capsules. Lynparza tablets and capsules are not the same. If
your healthcare provider prescribes Lynparza tablets for you, do not take Lynparza capsules. Do
not take more than 4 Lynparza tablets in 1 day. If you have any questions about Lynparza, talk to
your healthcare provider or pharmacist.

Take Lynparza by mouth 2 times a day.

Each dose should be taken about 12 hours apart.

Swallow Lynparza tablets whole. Do not chew, crush, dissolve, or divide the tablets.

Take Lynparza with or without food.

If you miss a dose of Lynparza, take your next dose at your usual scheduled time. Do not take an

extra dose to make up for a missed dose.

e If you take too much Lynparza, call your healthcare provider or go to the nearest hospital
emergency room right away.

What should | avoid while taking Lynparza?
¢ Avoid grapefruit, grapefruit juice, Seville oranges and Seville orange juice during treatment with
Lynparza since they may increase the level of Lynparza in your blood.

What are the possible side effects of Lynparza?
Lynparza may cause serious side effects.
See “What is the most important information | should know about Lynparza?”
The most common side effects of Lynparza are:
¢ nausea or vomiting. Tell your healthcare provider if you get nausea or vomiting. Your healthcare
provider may prescribe medicines to treat these symptoms.
tiredness or weakness e changes in the way food tastes
diarrhea loss of appetite
headache low number of red or white blood cells
changes in kidney function blood test mouth sores
low number of platelets respiratory infections

These are not all the possible side effects of Lynparza.
Call your healthcare provider for medical advice about side effects. You may report side effects to FDA at
1-800-FDA-1088.

How should I store Lynparza?
e Store Lynparza at room temperature, between 68°F to 77°F (20°C to 25°C).
e Store Lynparza in the original bottle to protect it from moisture.

Keep Lynparza and all medicines out of the reach of children.

24




General information about the safe and effective use of Lynparza

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not
use Lynparza for a condition for which it was not prescribed. Do not give Lynparza to other people, even if
they have the same symptoms you have. It may harm them.

You can ask your healthcare provider or pharmacist for information about Lynparza that is written for
health professionals.

What are the ingredients in Lynparza?
Active ingredient: olaparib

Inactive ingredients:

Tablet contains: copovidone, mannitol, colloidal silicon dioxide and sodium stearyl fumarate

Tablet coating contains: hypromellose, polyethylene glycol 400, titanium dioxide, ferric oxide yellow and
ferrosoferric oxide (150 mg tablet only)

Lynparza is a registered trademark of the AstraZeneca group of companies.
©AstraZeneca 2017

Distributed by:

AstraZeneca Pharmaceuticals LP

Wilmington, DE 19850

For more information, call 1-800-236-9933 or go to www.Lynparza.com.

This Medication Guide has been approved by the U.S. Food and Drug Administration. Issued: 8/2017
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—fRMET | AS/NUD NNV AT T GEEFHREZ)
e 4 U L8 —H®FE 100 mg T NAF R EHEA 100mg/4 mL
U L8—H®%E 150 mg T XA T P R 400mg/16mL
e 7 A N7 ¥R S TSR
KA R — 2007 454 H 18 H
HHIX 5y A7 ZE IR FE R, BIEE, AT EEN,
(b2 T 204 OB 2 HFET I BE 453 HOESH 2 HFDHR
LPEABEETH S,
AR - G | U A=Y 100 mg : HEA~FEEADO T 4V ha—T 4 V7, 1| HERA (S0 TL)
BEFRAZ R T L LT 100mg &4 TRAF O SR 100mg/4 mL ;1 3o TSR X< T (&
U bS—HEE 150 mg : SEE~IKFRED T 4 Vv ba—F ¢ o 78, 1| a R Z) #Y L LT 100mg &4
BEF AT R TELTIS0mg & A TONAF ST HER 400mg/l6mL : 1 ASA TAHFANANY X<
(GEfs Rz ) *9 & LT 400mg &4
H3) FAlE, FrA=—ANLAX—JIHMRE TG h
5, BLETROEMES E LT 2 mkSES (X7 ) &
R LTV,
2hie - 2R | B RPN AR ME O BRI BT 31T D HERFRIE - TR DI RE 2R ST - R OGNS - B
- TV BRI A bR < BIBRARREZRHEST - B DI/ MR AE
- EEAT ST O 5 5
« P RE LR LA
- BN B
M- HE | @E, RAZIEA TR0 7E LT 300 mg 2 1 H 2 |, HFA#RSEST | O IBEYIRAREREIT - RO « 8

Do 7ok, BAEOWREICL Y EHRET D,

- oBUEMEEA L ORIV T, @E. RASIEARARAY X
~7 (BETH#EZ) L TI1ES mgke ((KE) L 10mgkg
(FE) ZaflHiEikNER T2, REMEE 2 @l EET
50

- oBUEMEEA L ORIV T, @E, RACIEARAAY X

~7 GllcF##z) & LT 1 [ 7.5mgkg (KE) % siEilk
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/LT X TIHE O3 S
- O PUEMEIESEF & OOFHICRB VLT, EE. RAIZANN T X
~7 (EfETM#fz) & LTI 15mgke ((RE) & SHEHIRA
HEHNT 25, REREL3EBULEET S,

O FIRARREITH R AL
s R EFRALOFRICBNT, BE, RAKIEINRNY X<
7 (EfcF## %) & LT 1 9 10mgkg (KE) % siEFlke
EHNT 25, RERFEZ2 BEUEET 5,

O AR E
CEEL. RAZIEA—AINRNY T (B z) LT 1 A
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MRIEEIER T 5 Z &,
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WHRBEEMNGLETDH L,
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AR | DTEHORNR RN L, AR O K OV 2 & 40 S HR
L7z BT, BISHEEOEREZITY 2 &,

() IRIEBIBRAREE 72 AT - P DAENG - B K OVR - R 2 B <
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1) MBI RB O T, AR OF MR N2 2T
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2) [BRERAE] OHEHONEZRI L, AFI OGN etk %
FoCHfE LT BT, WIS EBE OBREITO Z &,
Q) FAFARESUT R DOEA
1) MBI RB O T, AR OF MR ONZ 2T
STV,
2) IEMBRITREN TR ( [RRERE] oES]R) |
3) [BEREAE] OEORNRERM L, AR OAM R LM%
43I HfRE U7- . HER 2 ROVKILVE U BIKOFERD
R E X TARANBEOMLEMEZRE L, S RE ORI E
1THZ2 &,
(3) ENEAIRBIE DG
[FEPERAE] OHORNEFZII L, AF O O et %+
INCERR U7 BC, TR, BRI A 2 TG A O
BIRAEATH Z &,
4) IPEEE OGS
1) FIGO Stagell L LD JREpBE IR G452 &,
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2) [ERRAE] OEONE LM L, AR OHZNER Rt %

TR L2 BT, WISEREOBRIREITH 2 &,
(5) EITXIXHRO TESHEOLA

[ERAR RS DEOWNEZ I L, AFI QA MR Ot %+

AVCEMRE L2 BT, BISHEE OEIREITO 2 &,
A - H /| 1. 100 mg $2 & 150 mg SEOEWFERIFRIEMEIIRINTW W =o, | (1) IBEUIRREEZREST - RO - BEEOLE. AAllx., 7 v
WZ R 5 300 mg Z 5 HERTIE 100 mg SEZEH L7222 &, eV X VU REAZ G OFUEME RS S & OFFHIC L v 5
BER LD | o AABGIC L0 BIERDSFB L 5EITIE, UKL B L ToZ e ([ERMRH] OHSHR) .

=
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T, R - BT D2 L,
BRI S8 B o> ] B i AL e

BIVER |FREE AL FRRR O 5B

Zin | ~F 7 B ENEST R EE21 BEOHROLA,
VfEDY Grade|g/dl IZ[EIHE 35 £ THETTICKET 5,
3 XiX 4 0% RK 4 BEREIARRET2 BB OHBOSHA .
& 5, 250 mg 1 A 2 [B| T 5

#F 7 Bk|Grade 3 Xi%|Grade 1 LA FIZ[E1E|T D,

B |4 ogs 35 £ TIKRHE |3 EHOHEHOEA.

50

200mg 1 H 2 [AICTH 5
ERAE

1 /)~ #|Grade 3 X%
B |4 0EE

Grade 1 LA FIZEIE
TAHETHRKN 4 H
R3S 5,

| 2 LAl|Grade 3 XX
gk o Ell4 DA
1EH

Grade 1 LA FIZEIE
T 5 F TIRES B

o

BEETITREGT 2,

* 1 Grade % NCI-CTCAE ver4.0 |ZHEU 5,
3. BRREREE O H 2 BE T, AAIOMHIREN L35 L odE
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[AERE ) DEB]
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[ MEEKRE) |

T bR & R < BIBRARRE R HETT - B O IR/ NHIRRATE DA
AFNT A SR PUBMEIREA 2 & T O PrEME IS A & OFFHIC &
D, FINRRESUIHERAEOLS ., KANT/ N7 U &2 XE/1 L Dff
FIC X0, WIEEMEMRBIEOS A, ARNIGHRBE R OT €
a3 FEOFFHIZE Y., IRBEOLA. AFNIINKRT T F
B ) HxE)LEDOHMCID ., EITUIFHIEOFEHED
e, RENI AT U Z X' &S toPuEEEEA & OOFHIC
LVBET 22 & ( [ERREGE] OESR) |

AL O D hoPUEMEREANL,  [BRAE] OmoNE %
B L= BT, BIRTDHZ L,

(2) PEHT DO FUEMERES A OIRM SCEZBGRT 5 2 &,

(3) PR EMMRBIELAMIIS T 2 AF HME 5 TORMMER N2
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&,

(5) BHEMRBIEOS S, ARIORE - A, [ERREGE] omEo
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(7) AT UIHRO TEEE O, BARNBFIZB WL, AANIX
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1.7 [RFERZh G —E R
— %4 TR T

= 1 RfERM—E
—RRBORFE | AS/N) T ANV RXT T GEEFHEERR)
HT5 (A EORE] OEBR)
2) MIEIBEG-ORFENBIFThHIUX, 2 BIEOEGIE 60 43T
THoTHEY, 2 FEOEEIZEBNTHARENRGF THN
X, FNLROBREGII30 DRRGET 2 ENTED,
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fiEE (M2 E&te) 2 HT5HBEICAAZ&ES LI-5E. K
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FHFESE OFIRIMARFEARIEN B Db, HETICEDLHNHE ST
W5, BEE AT RERRD DN HEICE, AF0RS
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(10) R ITERE L WS AREM D & 5 B ( TEe, e, &9
IR~ Y.| | [ZOMOEE] OESR)
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BHIHAD LbND ZENH DO T, AFIBEEBIERT & OS5
P EMMICMIERE 21TV, BEOREZ oI 8lEd s 2
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nTna ( TEXREWER OESR) |

(5) W2 AT 2 BE TIMH ML 2RO FRRESN, 72, 1
FEIBIENERE 2 55 L Uiz R FBERRBRIC BV T, AF D
BEHAZ X0 I OFBZR N B < R A EMBBO TN D,
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E. B ARSIV, MM RIS L 5 RIERBERD 5
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JL—77)v
— Y E AR

AR ERI S L —F T L—
EHERMEEBRLREVWE O EE
THI &,

zh o3k
A% o
CYP3A [H#E
fE A 1T Xk
. KA
R34 2% B ==
S A, I H
BENLE
T 5 AR
NdH 5D,

10




1.7 [RFERZh G —E R
— %4 TR T

= 1 RfERM—E
—RRBORFE | AS/N) T ANV T GEEFHERZ)
CYP3A FFEA4| AFNOFZENFEHI T 280 | 2 b 03
U772y | BHDHOT, CYPIA FEER | #H % o
g DI WEKI~OREEZBET S | CYP3A #E
IR BY | Z&, [ EpERE omEBR | E H I X
N . KAl D
Tz /)N E A3 TS M DS
& —) FHEIND
Tz= A 7=, ARA
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o, EREWERIZ, B 130 61 (66.7%) . & 76 B (39.0%)
L RS 58 B (29.7%) . WAL 50 1] (25.6%) . HESNE 47 B (
24.1%) . BEEEE 4561 (23.1%) STHoTm,  GKEEEE)
B4 R PUE NN AE S O BRIV B xR & L7 sh e 1T
FRBRICBWN T, ARG Zhiz 136 B4 122 1 (89.7%) 1ZH
TERDERO HAL, EREWERIZ, Bl 87 B (64.0%) | ¥57 59 fi
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1) BREIE - &l (29.3%) . 4FhERED (9.7%) . B ek
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HobNbdZERHDHOT, BEORELHyICBEL, BE
MWED SNTEAITIE. ARIOKRE, WETREEPIET 5
LOMUIRNEEITY Z L, [ TEEREANEE] OHEBMH
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HHOT, BEORELHSICEBEL, BRENHED LN

TR EIBR AR /2 ETT - TR ORENG - EE I3 2 E N R R
ORI G5 140 B & OMERFE % O R e BT O
ZRVERHIRT G 2,696 B, RIGE O R LR % B < T - B
5 DI NRIRIE () 2 E N ER R RS O 22 2 ERE R 51 125
B, PR RE TR FLIE LSk 3 5 [ P B R SRR D 22 4 P A st
G451 120 i, #IFE OB MR k9 5 ERE L RIER R RER D22 21T
it G5 (EIPEFD 19 B, PR EIEAR BRI 5t 5 E N ERR
AR D RTS8 31 451, IREE ISkt 5 ERR L RIERAR R
OLAEMEFE S (ENERF) 24 Fl, 1T XITFIE O SHE
W3 2 ENERRRBR O Z2 2R 55 7 BloFE 3,140 Bl
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FIE 341 1 (10.9%) . /R 328 6 (10.4%) . FREEEABGME
328 f5il (10.4%) . B&YYE 314 #5] (10.0%) FTho7o (HETXZ
HRO T ESmRREMNEE)
(1) EREIEH
D vavyr, 7F747%v— (1.8%) :vavr, 7F7
£ 7 % — - infusion reaction (ZEFRZ. MR IR, 0OEF
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OEAND b -BETIE, AFEHELE LN L,
TESEE G LIS I, BB EE (B
MEIEEESE)  (8.3%) . VH{bAEE (EEE) (0.5%) . THib
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5) HHifn (19.4%) : JEEEEH m 2 & de, JE(bE Him (ki
i) (2.0%) . iEm (mE - wEf)  (1.2%) . B
(01%) ENnbobbNdZ ™D, £2, BHM
(153%) . A (1.4%) . BHIM (0.1%K5H) Fo
R A S bbb Z ER3H 5, BEEOHMIZBWTIX
HCIWZEAPREE SN TWA =, Mt (Fif) X%
HEOHIMAH bbb -Ha1L, Ao E2HmiE L, #
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EHEG LN &,
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(2) FOMOFEIEH
LIF D X 9 BHERNRD S5AiE, ERICHbET
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5%LL B0 1 ~ 5%k 1%
HEE R

FEtppiRe R | Mg OR | SR R W, BA | MReR. RO
HEERE=a [, AIRAE, | DFEWV, R,
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O PNAKAE | B RMEMETE | 5. Bk, B
AL (AR | E, #F. CRP | 1B, AT —T /b
) RO o | RS A E | BEAOHE (&
Jatto PR CESR | Yoo RIES) |

%) AR~ LA
Bl R EIAN
EEK, BiF
JiE, B, R
K. HWRAES
B EER, R
HHIA R, BER
PR, . IR
I
6 ) WSMERRBROAERG L OHBREICCTRE SN HEE

BHTE R WEIERICOWTITBEERR & L,

5. EliE~OE
R EEE T, AFEEEMETL TS0 T, BEORES
BE LR OEEICRSTHZ L,

4. ElE~OEKE.
HESMIEARBRIZEI VT, 65 AR OBE L i L, 65 L LoR&
FCAFR G LD MMAEFIE, — WM M 1E, O 2ES
OFRIMARIEIRIE DFBZR D EHPBO b7, s Tid, B
KEBEWEHAN S LT Wi, BEOREZ oI BsR Lk
NOEEICHEETH 2L (TEXAREIER OEBR) |,

6. ihm, PEhm, BLWE~ORE

(1) AHIOTYRF ORGIZEET 2L AMIIHEYL L TWRWno T, 4
I SUTHER LTV B ATREME D & B tEicid, AAZ 5 Ly
ZEEFRIET DN, RUESTERET IHAICITIRE LOF
WHENfEREE B0 D ST SN GBEICORZEETH L,
£ 7o, WERATRE A PRI RT Ui, ARG K Ofk 4% 514
—EHAMITE D R E A D X o RS b, RTIC
AR G350, AFFRERORENEE L-EE81%. RIE

5. b, P, BILWE~ORS

(1) 1 SUTIERE L OB ATBEME D & 5 B I IRTE R L oA e
fakit % En s EHBF ST BAICORE G T2 2 8, TR
HEREMEN & B BEITIL, AFIE G, WU ek A V5
FOoRETL L, Fh, ARG TH ORI 6 b A Ik
MEEZAVWD L EETHZ L [(RAlE&EG Sh-BE Tk
EATHROHERRE SN TWD, F-, AFEZTHE (B
B ICEE Lzl A IR - RRERME R OE TR
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WCRENECDARELRD D Z L 2BEICHoMPET s L,
U@z 24 AR IT 22, 7 v b2 AW EERICE
W, BRRIRTEE A T2 AR TR - BRI T ORI (
IRERELE . HEE R OB OXKEL) NHfEShTnD, ]

Q) BHAFOLMEIZRETIHAITIE, B EFIEsED 2 &,
[(ARHNDOHAA P ~DOBITIIRHTH Y, B OEEICBET S
LML LT, ]

wonz]l (TZofoFEE] OEBR) |

Q) BB T G 8 ICIEAE P ILEE b2 L, Fo, KA
BERTH LRI 6 PAMIIFALARZNZ EREELY [k
b 1gG 1A FICBITT 50T, AFIFILROREICEEE
KIETAREMENRH D] ( [ZOMOEE] OESR) |

7. INREA~DOFE.
A ARER, BrAER, LR, SR SUT/NRICH 3 5 2tk
SEL TR (EFRRBR AN 220Y)

6. NEZEA~DOFEE.
(D) ARHZAERER, FrAR, 2N, SR/ NRIC k3 52 etk
L LTy ( [Z2ohodE] oEBR)
Q) NRETEENX GHUSOENLD) BHBbhd & ORENH
%

7. i ERE
vt hTHRFEI SN TEREMETH D 20mgkg (FEIRMERE) 12k
T, HEORBERAARD b,

8. M LoEE
HRKNAfTEE: PTP @EDHANT PTP > — M D EY H LU CRAT
HEHEETHZE, [PTP v— PO I Y, FEOELAEN
RIERBEA~FIA L, FII3FELE2E S UCHERAASEOEE RS
BHEZ T2 ZNREENLTVWS, ]

8. M LoEE
(1) FRTRE
1) RFNOEGRHII LB R ERE CHREBRY . ARAEHAHE
WIZHEIN L CHI 100mL & 32,

(075733 QR Gy E-W)
BEMY & (mL) =/E (kg) X1 [FEEGE (mgkg) 25
(mg/mL)

1 [Alf G & VB ERY & (mL) FEX
5 mg/kg HEWMY & (mL) ={KHE (kg) X0.2 (mL/kg)
7.5mg/kg HEWMYE (mL) ={KHE (kg) X0.3 (mL/kg)
10mg/kg HBERY & (mL) =&E (kg0 X04 (mLkg)
15mg/kg HBERY & (mL) =& (kg) X0.6 (mL/kg)

2) ARAEBARIRLSMIBER L2nwD &
3) FARFRELL . FARGIIECNCHE T A 2 &, E, B
IIBEESTDHZ L,
(2) 5K

1) A& T RUBRERZIRG LTeG, "NV AT D Hld
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. KFIE T R OBERIEOR Ui T A v % AT [R5
I TN &,

2) AFNIARFHER & LTORHW, 2EFEII ThRenZ &
( [Hik - AE] omEsR) |

9. TORMDIEE

(1) ERADERRRBRECRBW T, B RSP REGRE, Vs fErE
F 55 O "R PEPEESE 358 A L T2 &L OWEDRH D,

Q) BRI T, M 2 W D18 IR 228 SR Tl
TIRERGFRIEITRO DR, Fr A =— ALK
2 —PHEHIaZ N D in vitro YeE R R E B CII AR R
FHFEERDR A, T v ME/IMERER TR A &5/ MERE
EIEMDFED 6T,

9. ZTOMOEE

(1) "HXONE - JRIEEER (10~100mgkg ZEEBEHFRS)
BT, BIRKREORED, WIREOBEMN, SME - B R %
BT DR ROEIMRRD B,

Q) HlwH =27 A PN TIIARKOKERE (2~50mgkg, H 1 [F]
Xi3E 2 BElifE) 12Xk Y, BERER CEIRRE LB
O BT,

(3) MEAMEGIRFRERIZ IS CTARK & ALFRIE & R U 7= PR Al 2o 1 iR
Fix, ALRRIED B A FE N LT B & bl LT, SR RETR
4 (B-HCG IHRBARRMET 3 7 8L Bk 5 A o
FSH=30MIU/mL) OFEBENE W EORENH VD | 2K
TOMEBEENRBE SNz, B, AAIFIEZICIZEA DR
FHCINHEBERE D RIE RO SN TNWDB R, KEOIEZME~D
EHIREBIRHTH D,

(4) ARG BICHEBEENEB LI EORERNDH Y, £<ITE A
BARF— FRUFN G FH VTR GERRN D HERET
bole, T, AR EELMEFAEMEELE B AR AKRR—
I SR I 2 O P SR BE A 0D B B AN HA N3 2 AR A R
Sz OHFENRD B,

(5) wISAMEBICH T MR (A - A& &5HicBW
T, MERERIEE, ERNZE. fECRH L, RN A O IR R A
HHbIAZENRRESNLTND, AR TFERNKRST S
W75 T, AFOREG) 72 EEEAE T TO/INFFIz L,
EERIBEIEN D Sbiv, KINCE - 72 FI0 N Tl &
nNTnd, £, WIMTBWT, DIFEE, MEFSERH 5
bhpZERFEShTnp 2

TERRAEA B

2017 4F 11 A

2016 4= 5 AET (35 17 kD)
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BERVEMAZE &

AT TR 2 W85k M ORI HIRE &2 DL ISR,

BREER U EPIAE FREEDEREA

AUC Area under plasma concentration-time curve from zero to infinity
(for HRQoL analyses, AUC is defined as “area under the curve”) : 5% 0
ISP 70> & EBROKIRF ] 3 C oD i rp i — B b T 1ri o

AUCq Area under plasma concentration-time curve during any dosing interval at
steady state : EFRAEIZ 51T D $ 51RO i S v B — R Al AR R A

BRACAnalysis CDx® The test consists of gene sequencing and large rearrangement analysis of the
BRCAI and BRCA?2 genes performed by Myriad Genetics, Inc in their Quality
Systems Regulation (QSR) facility : Myriad Genetics 73 [F] 41D Quality
Systems Regulation (QSR) ¥EHlLfitiax CHEfid 5. BRCAI }2 ¥ BRCA2 &
157 O IERHIRNT K O TR AE BARNT 2 S LD = N = 2 I
&

BRCA Breast cancer susceptibility gene (in accordance with scientific convention,
gene and mutation is italicised whereas protein is not italicised) : FLIEES M
BAnF (BFEERREDHANCED, B FEIRHATRRT 228, # oy
Bt HaldfiE 2 Hvazn, )

CCDS Company core data sheet : (E¥HEET — X o — |

CI Confidence interval : 15§ X [#]

CL/F (CLF)

Apparent plasma clearance (at steady state) : #2117 U7 7 A (EHIKE
BT HREO7 VT T R)

Cunax (Css.max) Maximum plasma concentration : fz = MLAEHIRE (EFIREICHK T 5 HK&
i #E R )

CrCL Creatinine clearance : 7 V7 F =27 U7 T A

CYP Cytochrome P450 : 3 7 &2 . P450

gBRCA Germline BRCA : A5l 5251 D BRCA 8As+-

HR Hazard ratio : /~%— Rt

PARP Polyadenosine 5’diphosphoribose polymerase : 18U 77 /> > 57 U Vg
UR—ARY A7 —F

PBPK Physiologically-based pharmacokinetic : ZE ¥ 5= 3E0 0 i 35

PD Pharmacodynamic : 3£7) ?

PFS Progression-free survival : MEHATEA: 77 HA R

PK Pharmacokinetic : %‘é%@]?&a

ty, Half life : JH 210800

tmax Time to reach maximum concentration : #x ey HILATE F i B 21 122 I Y

Vz/F Apparent volume of distribution during terminal phase after non-intravenous

administration : RN ISIT D BT DA BFE
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1.8.1 e - IR () RUZDHRTERN
1.8.1.1 HEe - R (F)

BRE « 2R () MORRE - ZRICEEET DM EOWERE () 13U TO LB &RE LK,

[%hHE - 2 H]

BRCA &5 12 BIGEO IR L)

<ZhRE « AR T B H EodE >

Ha AR EO BRI Z IR ETHZ L,

BT D [ HUE 2 &t et P RIER THRICERDI AR L TWABREEZ SR LT L,

BRCAEGTEREETDHZ ENMERSINTBEIRET DL, MEICHIZ-T

X, AR SINTmEFEEHNCTHET S Z &,

4. TERREGE) OHEOWNEZRM L, RKEIOFINER VL2 E -+ 87 L= BT,
WG BRE ORIREITH 2 &y

N

woN=

1.8.1.2 EE - R () DRERML

2 SOFERFER AU D0816C00002 (SOLO2 #ER) M V%R D0810C00019 (FXER 19) ) TH:
b7 — 2 &G 2 &, AR MBS T (gBRCA) 28R I5E0 B 4 fUHIE
PPN B B OMERFRIEIC BT 24 T %) ZORMR_E 7 4 v FAVURENTZ, SOLO2 RERT
. BERANC L 2L &G0 A&RIFIERZEE2H T 5 BRCA BRGMEREE, A7) 7\
L2RVTF v U U (ADP) UAR—RAKRY A5 —+F (PARP) fHEORSR L L-, &
LT, WBETXUIECDO U A7 D 70%IK T L (O — R [HR] 0.30; 95% 54X M [CI
1 0.22~0.41; p<0.0001) . MERFEIENTON IR Do 76 & ik U CERE AR (PFS) 23+
FAET 13.6 WHIER LTz (AZ /%Y 7D PFS HAE 191 B HICK LA Z8AR 55 B H) . 3Bk
19 CiE, AaRANRS M T ASRAN KT U3 2 R~ 3mSR N g B 2 4 7 ) 712
X% PARP [HEDxG L L=y, &R 19 128\ T, & KD PFS IEENRD 57D, gBRCA
IR M T > 72, gBRCA RGOV 7 7 N —7 T, HEETUILLED Y 27 MR
83% X F L (HR 0.17; 95% CI 0.09~0.31; p<0.00001 [[i{f]]) . A7V TR VT T B REED PFS
HFR Xz N EN 112 WA L 41 WA THH- T,

F TR TOEBEREE SN A7 ORNTEE IFEE DS DT, BEoRk G ik 25
THHD TR oTz, HEFPERIEE LTOA T %) 70, MiEIC LY PARP FHEZNENIRE S
LRIOEBEHNCHOIUE, RERORBEZEZ D AREMERH 5, B 7 ENAENC L DHEFRIEE %
TV BEBEEOEBBOBHNCIBW T, gBRCA 2 FI5ME 0 1 4 TR M 58 U B g o
24.5%F TN 2 FLLE, 94%F T 6 FFLLE, F T3 T2 LIROIBRICBITL TV RN D
EDVREINTEY, TN TRHERFRIEICB T 2 EHEGICHE L TWD Z e LT — %0
OHERINTVWD, £/, SOLO2 RERD B ARNEFIZB T 2 HMMEORKRITH T, 2FREH
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EWER—EMEN AR ONTZ LD, gBRCA 28 B 5M A @A MR R IV B I B W TS B Tz
F TRV TOEMEONET v M, BAARNBEIZBWTCHREBRICHIFGFTE S &2 5,
PLEX Y gBRCA 2Rk D AR B INEREE IZBWNWT, A7) 7D Y 27~
X7 4 MIRGFTHY, FRBIICA T Y 7TE2BE UEHRIEC L D BIBIREET 5 TO
HMAZIER S SO RIETE 2 &2 5,
L7=M-> T, TEZRE - 218 % [BRCA #Ein AR ErEogiigE L Lz, [ hEhKhN

¥, AVRE ¢ BRI, KERFE A ORI WNT T EeRPUEM ISR M O R IR HE 12
T DHEFFIRIE] LT,

1.8.1.3 HEe - MRICEEIT HERALDIE () ORERM

NEE « EICEET A2 EorE (£ (18.1.1HEZSMR) OREMBRIILLTOEEBY TH 5D,
AFNC LV HFEND2GENEOND L EX ONHEAE (AR M A3 IN H g R
) EHEUNGERINTE D L9 ICERE LT,

2. AANZ ;@%ﬁéﬂéﬁ%ﬂ%%hék%z&ﬂéﬁﬁ(EAﬁﬁ%a@m%ﬁﬁ%mﬁ
QLURAUERTLTCEY, HiroA&MA| ZET bl kL ¥ 2 st LTS (58
TR 22%h) o L CWAHEE) Ul T 5 Ko ICiRE LT,

3. AANCE VR ENDEEEBAHT-DITIE. BRCA B TFEREM L . A CTAR N
WO RMEICLI VR THAZENEETHL L EZRTE L,

4, JFHICEEORRZITHI BT, TERREGRE] OEORNRZRM L, AFIOF DML OVE 2

S CERE T A Z ENEETHDH EEZRTE LT,

Ok

[u—

mE. EE - DIRICEE S S EOERIL, ARBFEEOBEBRICB W TLUTORHE L o7,

<ZhRE + ZHRACBRES D EoiEE >

1. RO B eRHUEEGH 2 2 DL ERIE TRIPER S TV BE 2R L5 2
&o

2. FRRHEBRICH A AN S BE BT D AARPUENMEIEEA 2 & T L FBRIER TR O
FETOHM (PFD) FIZHOWT, TERRAGGE I OTHOWNEZRI L, AFIOF ML VL
A IR U7 BT, WIS EE OBIRAITO L,

1.8.2 A& - AE () RUZDOHRTEREN
1.8.2.1 Ri%&-AE (8)

Mk - & () KOHE - HEICEET LM EOERE () 13U TOLBERE L,
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[ - H&E]

W RACIEA TR 7L LT300mg (150 mg $E2 88) & 1 H 20, &AoKET 5, 7
B, BEOREICL Y EEHEET S,
<HE - HEIZBEET 268 H Fods>

1. A& Z ST L P EER TRICARAI Z ERpRIE L L TR S35 2 &,

2. ARFNOEHBHIARFIZ 300 mg Z %59 2 BRIT1X 150 mg §& 2 HEZ L H L, 100 mg HE 1375
BRFICOBMHEHTHZ &,

3. BMERARBLLSHA1T, HEIDE U CTREXIEET S22 &, BWERIZE D . BHIZHK
B9 5854120, 250 mg (100 mg $EM O 150 mg $845 1 88) 1 H 2 [EIIHE L, £ D%
METHIE 200mg (100 mg HE 2 H) 1 H 2 [BENIHET DH 2 &,

4. PEEOBEREDH D BEITHEG T HERTIE, 200mg (100 mg §£2 §8) 1 H 2 [A]
~OWEEEBETLHZ L, [ MEEEE] | PR oES ]

5. 507172 CYP3A EHRZ 09 58121 100 mg (100 mg 2 1 88) 1 H 2 [A~DJ &
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). TOREINAIEOIEEL - L TR, DORREOT a7 7 A N3k 7L Al L&
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Grade 3 X% 4 OGH |BIET 5 £ THK 4 HE|TIC&ET 5,
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ZEMBRRE LT,

B RS REIR S O B FE IRV ARSE D
IREBEROHENBRO LN &
o OVER B R I 5 AR S VR
BEAREREERIGE LT —2n
BOENTWRNI ENBERTEL
776

(1)

2

2. EELGEAIE

A, A PERED . BERED MR Y 2SR
BWOFEDEHREIMH N HEND ZERH DD T, AHFIK
G BRARET M O G- FP 3 E IR il i A 2470 & D
Wz +oicisgds2 L. [ TERRREN] oS

2. EELGEAPIE

ERAREIWERZM I 5 LT, AAI#
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(1) AAIOWEHRF OE 52 B$ 5 22T LTV e | AFIOBMHEROERL D, IE - B
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T, WAREEZERL NE2HETK - RIEET RO
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 56

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9)], the following names are selected as Recommended International
Nonproprietary Names. The inclusion of a name in the lists of Recommended International Nonproprietary Names does not
imply any recommendation of the use of the substance in medicine or pharmacy.

Lists of Proposed (1-91) and Recommended (1-52) International Nonproprietary Names can be found in Cumulative List
No. 11, 2004 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 56

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9)] les dénominations ci-dessous sont choisies
par I'Organisation mondiale de la Santé en tant que dénominations communes internationales recommandées. L’inclusion
d’'une dénomination dans les listes de DCI recommandées n’implique aucune recommandation en vue de I'utilisation de la
substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-91) et recommandées (1-52) dans
la Liste récapitulative No. 11, 2004 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 56

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Selecciéon de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucién
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9)], se comunica por el presente anuncio que las denominaciones que a
continuacion se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La
inclusién de una denominacion en las listas de las Denominaciones Comunes Recomendadas no supone recomendacion
alguna en favor del empleo de la sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-91) y Recomendadas (1-52) se encuentran
reunidas en Cumulative List No. 11, 2004 (disponible s6lo en CD-ROM).
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ocrelizumabum*
ocrelizumab

ocrélizumab

ocrelizumab

oglemilastum

Ca20H19N3O
HsC
v
A~ N7 CHs
i H
OCH,@

immunoglobulin G1, anti-(human CD20 (antigen)) (human-mouse
monoclonal 2H7 y1-chain), disulfide with human-mouse monoclonal
2H7 k-chain, dimer

immunoglobuline G1, anti-(antigéne CD20 humain), dimére du
disulfure entre la chaine y1 et la chaine k de I'anticorps monoclonal
de souris humanisé 2H7

inmunoglobulina G1, anti-(antigeno) CD20 humano) dimero del
disulfuro entre la cadena y1 del anticuerpo monoclonal 2H7 hombre-
ratén, y la cadena-k del anticuerp@ monoclonal 2H7 hombre-ratén

Cea94Ho978N171802014S 46

oglemilast N-(3,5-dichloropyridin-4-yl)-4-(difluoromethoxy)-8-[(methylsulfonyl)=
amino]dibenzo[b,d]furan-1-carboxamide
oglémilast N-(3,5-dichloropyridin-4-yl)-4-(difluoromethoxy)-8-[(methylsulfonyl)=
amino]dibenzo[b,d]furan-1-carboxamide
oglemilast N-(3,5-dicloropiridin-4-il)-4-(difluorometoxi)-8-[(metilsulfonil)=
amino]dibenzo[b,d]furano-1-carboxamida
CH13CIF2N305S
CH,
HN\/s/\\
/
RN
Cl
o] = IN
O,
F O NN
H
)\ Cl
F (0]
olaparibum
olaparib 4-[(3-{[4-(cyclopropylcarbonyl)piperazin-1-ylJcarbonyl}-
4-fluorophenyl)methyl]phthalazin-1(2H)-one
olaparib 1-(cyclopropylcarbonyl)-4-[2-fluoro-5-[(4-ox0-3,4-dihydrophtalazin-
1-yl)méthyllbenzoyl]pipérazine
olaparib 1-(ciclopropilcarbonil)-4-[2-fluoro-5-[(4-0x0-3,4-dihidroftalazin-
1-il)metil]benzoil]piperazina
220
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orvepitantum
orvepitant

orvépitant

orvepitant

ovemotidum
ovemotide

ovémotide

ovemotida

ozarelixum
ozarelix

ozarélix

C24H23FN4O3

(2R,4S)-N-{(1R)-1-[3,5-bis(trifluoromethyl)phenyl]ethyl}-2-(4-fluoro-
2-methylphenyl)-N-methyl-4-[(8aS)-6-oxohexahydro-1H-pyrrolo=
[1,2-a]pyrazin-2-yl]piperidine-1-carboxamide

(2R,4S)-N-[(1R)-1-[3,5-bis(trifluorométhyl)phényl]éthyl]-2-(4-fluoro-
2-méthylphényl)-N-méthyl-4-[(8aS)-6-oxohexahydropyrrolo=
[1,2-a]pyrazin-2(1H)-yl]pipéridine-1-carboxamide
(2R,4S)-N-[(1R)-1-[3,5-bis(trifluorometil )fenil]etill]-2-(4-fluoro-
2-metilfenil)-N-metil-4-[(8aS)-6-oxohexahidropirrolo[1,2-a]pirazin-
2(1H)-il]piperidina-1-carboxamida

CS1H35F7N402

CF3

[264-L-valine]melanocyte protein Pmel 17 (human
melanoma-associated ME20 antigen)-(256-264)-peptide

[264-L-valine]protéine Pmel 17 du mélanocyte humain (antigéne
ME20 associé au mélanome humain)-(256-264)-peptide

[264-L-valina]proteina Pmel 17 de melanocitos humanos (antigeno
ME20 asociado al melanoma humano)-(256-264)-péptido

CusH71NgO14

H—=Tyr—Leu—Glu—Pro—Gly —Pro—Val—Thr—Val—0OH

N-acetyl-3-(naphthalen-2-yl)-D-alanyl-4-chloro-D-phenylalanyl-
3-(pyridin-3-yl)-D-alanyl-L-seryl-N-methyl-L-tyrosyl-N°-carbamoyl-
D-lysyl-L-2-aminohexanoyl-L-arginyl-L-prolyl-D-alaninamide

N-acétyl-3-(naphthalén-2-yl)-D-alanyl-4-chloro-D-phénylalanyl-
3-(pyridin-3-yl)-D-alanyI-L-séryI-N-méthyI-L-tyrosyI-Ne-carbamoyl-
D-lysyl-L-2-aminohexanoyl-L-arginyl-L-prolyl-D-alaninamide

221
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42265

Assessment whether KU-0059436 is a substrate
and/or inhibitor of the human multidrug resistance
protein 2 (MRP2)

AstraZeneca

20K
20

B

HREH

SHEEH

4.2.2.6.6

An In Vitro Investigation of the Potential for
AZD2281 to Interact with the Human Organic
Anion Transporting Polypeptide 1B1 (OATP1B1,
SLCO1B1) Transporter Heterologously
Expressed in HEK293 Cells

AstraZeneca

20K
20

B

HREH

IR

4.226.7

An in vitro study on the inhibition of OATP-
mediated [3H]-pravastatin uptake by AZD2281
using HEK293 cells heterologously expressing
the human Organic Anion Transporting
Polypeptide 1B1 (OATP1B1, SLCO1B1)
transporter

AstraZeneca

20K
20

B

HREH

S

42268

Assessment whether KU-0059436 is a substrate
and/or inhibitor of the human multidrug resistance
protein 2 (MRP2)

20K
20

i)

#HREH

BPEmA

42269

Assessment of the Cytochrome P450 Inhibition
Potential of AZ12627831 (AZD2281) in Human
Liver Microsomes for CYP3A4/5

20K
20

i)

HAEH

=g et

4.2.26.10

Assessment of the CYP3A4/5 Time Dependent
Inhibition (Kl/kinact) Potential of AZD2281 in
Human Liver Microsomes

20|
20

i)

#HREH

=g et

4.2.2.6.11

Evaluation of Induction Potential of CYP1A2,
CYP2B6 and CYP3A4 by AZD2281 in Human
Hepatocytes

-
.
—
wr

20K
20

i)

HAEH

ST &

422612

Calculation of parameters for the in vitro induction
of CYP3A4 mRNA by AZD2281

AstraZeneca

4.2.2.6.13

Assessment of UGT1A1 and UGT2B7 Inhibition
Potential of AZD2281 (Olaparib) using Human
Hepatic Microsomes

20

B

HREH

SHEEH

B

HREH

SHEEH
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4.2.2.6.14 | Assessment of AZD2281 as an inhibitor of the
human uptake transporters OATP1B3, OCT1,
OCT2, OAT1, and OAT3 and of the human efflux 20
transporters MATE1 and MATE2K in transfected - ZM )N HAEH FEEmER| i
HEL293 cells, and as an inhibitor of the human "
efflux transporter MRP2 using MRP2-expressing
membrane vesicles
422615 Assessment of the Human P-gp (P-glycoprotein, 20 i
ABCB1) Inhibition Potential of AZ12627831 - 20" )N #HREH FmEN| &
(AZD2281) in MDCKII-MDR1 Cells ' "
4226.16 Assessment of AZD2281 as a substrate of the 20
human uptake transporters OATP1B1, OATP1B3 - 2(“ LA HREH FMEER &
and OCT1 in transfected HEK293 cells '
4.2.2.7 DD EYENEEEAER
BTl
4.2.3 AR
4.2.3.1 A% 5 H 4R
42311 . -
COCE42 (Ku-0059436): Single Dose Oral Toxicity . P~ e T .
Study in the Mouse piAN HREH FHEEN | '
42312 COCE42 (Ku-0059436): Single Dose Intravenous
- : 3 & S (0 35 4 4
Toxicity Study in the Mouse L HNEH AR R
42313 COCE42 (Ku-0059436): Single Dose Oral Toxicity
" ' 3 & S (0 35 4 4
Study in the Rat piAN HREH FHEEN | '
42314 . - .
CO-CE42: Single Dose Oral Toxicity Study in the a1 24 RS ST .
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42315 100CE42 (Ku-0059436): Single Dose Intravenous 20
- . - R S22y i 52 4| 4
Toxicity Study in the Rat 20Il 5t AR RHERM &
4232 REHRSHHEHAR
4.2.3.2.1 |KU-0059436: 7 Day Oral (Gavage) Administration
Study in the Rat followed by a 21 Day Treatment )N HAEH SEEH| &
free Recovery Period
42322 KU-0059436: 28 Day Oral (Gavage)
Administration Toxicity Study in the Rat Followed )N HAEH FEEmER| i
by a 28 Day Treatment Free Recovery Period
4.2.3.2.3 |AZD2281: 1-Month Oral Gavage Toxicity Study in . s PR .
e Rat s Bt HHEH  |BEEH| =
4.2.3.2.4 |AZD2281: Three Month Oral (Gavage) Toxicity s o PR -
Study in the Rat I Bt HmEH  (sEER| ®
42325 156 Week Oral (Gavage) Toxicity Study in the Rat _ )N HAER FEEmER | i
4.2.3.26 |KU-0059436: Bioavailability Study and Maximum
Tolerated Dose (MTD) followed by a 7 Day Fixed N — P o
Dose Oral (Gavage) Administration Toxicity Study 25 HNEH SE AR
in the Dog
4.2.3.2.7 |KU-0059436: 7 Day Oral (Gavage) Administration
Study in the Dog followed by a 21 Day Treatment AN HREH SEEH| &
free Recovery Period
42328 |KU-0059436: 28 Day Oral (Gavage)
Administration Toxicity Study in the Dog followed AN HREH P ER | &
by a 4 Week Treatment-free Period
42329 156 Week Oral (Gavage) Toxicity Study in the Dog _ )N HAER FEEmER | i
4.2.33 EinEHHR
4.2.3.3.1 In Vitro R E&
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4.2.3.3.1.1|Report titleBacterial Reverse Mutation Test for _ 20 - N o e -
KU-0059436 (CO CE42) 20 J Bt #HRER AMEEN| &
4.2.3.3.1.2]In Vitro Mammalian Cell Cytogenetic Test: _| 20 II - N 2 S o 2 .
Chinese Hamster Ovary Cells 20 i HREH =FA S
4.2.3.3.2 In Vivo &
423321 Ku-0059436 (CO-CE42) 20
Micronucleus Test in Bone Marrow Cells of CD ] 2[“ B HREH AR
Rats 0 h + 24 h Oral Dosing and 48 h Sampling "
4.2.3.4 NARERER
42341 REINARERER
TS
4.2.3.4.2 EHRIFHENARERER
BZEGL
4.2.3.4.3 TDHhDHER
LAY
4.235 £ERAFMHR
42351 ZIRBERVERETOMEAMFEEICRET HHER
4.2.3.5.1.1|AZD2281: Oral Fertility and Early Embryonic s P~ S o 2 =
Development Study in the Male Rat AstraZeneca AN HREH FHMBER| &
423512 AstraZeneca/
AZD2281: Oral Fertility and Early Embryonic s O S 2
Development Study in the Female Rat 5 HAEH R F
42352 F-FRIRFAICEET HER
4235.2.1 AstraZeneca/
AZD2281: Oral Dose Range Finding Embryofetal N o e .
Development Study in the Rat 5 HAAEH AR R
4.2.3.5.2.2|AZD2281: Oral Embryofetal Development Study | > 228“ 551 A E—
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42353 HERRUHAZRORE G VICRADHEEIZE T 55
B0
42354 FEREAVHER
EELS
4.2.3.6 BRI ER
BN
4.2.3.7 T D DRER
4.2.3.7.1 HlRMHERER
B
4.23.7.2 EHEMHRER
EELAS
42373 BHXBEOHFICEET HHER
B0
4.2.3.7.4 IRTFHERER
EELAS
4.2.3.7.5 R#YDEHERR
B
4.2.3.7.6 T DB R
4.2.3.7.6.1 AstraZeneca/
AZD2281: One Month Compound-batch . s S [ 22
Comparison Oral Toxicity SFt)udy in the Rat o HNEH =REEH e
423.7.7 TDHDEHER
423.7.71 Myelotoxicity Studies with a Variety of . [ 22
E)gperimentgl Compounds ! . o HAEH SEAN e
4.2.3.7.7.2|AZD2281: 14 Day Oral (Gavage) Tolerability and T M RE ] =

4.3 BEXHR

4.3.1 FIEHER
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4.3.1.1 N
ADP-Ribosylation of Proteins: Enzymology and Althaus FR, _ _ Mol gli(o)lpiyschem _ _
Biological Significance. Richter C 1987:37:1
431.2 Oral poly (ADP-ribose) polymerase inhibitor C’A;:riﬁghl\:(\allvil
olaparib in patients with BRCA1 or BRCA2 ’ Lancet 2010;
. . Penson RT, - - - -
mutations and recurrent ovarian cancer: a proof- . 376:245-51.
. Friedlander M,
of-concept trial.
et al
4313 Beck C, Robert
Poly(ADP-ribose) polymerases in double-strand I, Reina-San- Exp Cell Res.
break repair: Focus on PARP1, PARP1, PARP2 Martin B, — — 2014;329(1):18- — —
and PARP3. Schreiber V, et 25.
al
4314 o . Bindra RS, Cancer Res.
::p;g:;r:\dgcic;g:wn-regulat|on of BRCA1 Gibson SL. . . 2005; 65:11597- . .
P y EEFsS. Meng A.et al 604.
4315 Down-regulation of Rad51 and decreased Bindra RS, Mol Cell Biol.
homologous recombination in hypoxic cancer Schaffer PJ, - - 2004 24:8504- - -
cells. Meng A, et al 18.
43.1.6 . . . Nature Reviews
'cl)'\r::rig;nf;]scz:wd evolution of high-grade serous Bowtell DD . . Cancer. 2010: . .
| 10: 803-8.
431.7 Mechanistic Rationale for Inhibition of Poly(ADP- Brenner JC, Cancer Cell
Ribose) Polymerase in ETS Gene Fusion-Positive | Ateeq B, Li Y,et - - 2011; 19: 664- - -
Prostate Cancer. al 78.
43.1.8 o Brenner JC, Cancer Res.
PARP,-1 inhibition as a targeted strategy to treat Feng FY, Han . . 2012: 72:1608- . .
Ewing’s sarcoma. S etal 13
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43.1.9
N y . Bryant HE, Nature 2005;
Specific killing of BRCA2-deficient tumours with Schultz N, _ _ 434(7035): 913- _ _
inhibitors of poly(ADP-ribose)polymerase. Thomas HD, et 17 ’
al '
4.3.1.10 i
Use of poly ADP-ribose polymerase [PARP] Cerrato A, CJ Exp Clin
. . . ] . ancer Res.
inhibitors in cancer cells bearing DDR defects: the| Morra F, Celetti - - 2016 Nov - -
rationale for their inclusion in the clinic. A. 24:35(1):179.
4.3.1.11 . . . . :
Functions of poly(ADP-ribose) polymerase in d'Adda di )
X Nat Genet. 1999;
controlling telomere length and chromosomal Fagagna F, — — 23(1): 76-80 — —
stability. Hande MP, et al ' '
4.3.1.12 . . . : . D'Amours D, Biochem J. 1999;
Pon(ADP-rlbosyI)anon reactions in the regulation Desnoyers S, _ _ 342 (Pt 2): 249- _ _
of nuclear functions. s
D'Silva l,et al 68.
4.3.1.13 |BRCA1 mutation analysis of 41 human breast Elstrodt F, Cancer Res.
cancer cell lines reveals three new deleterious Hollestelle A, - - 2006 Jan 1; - -
mutants Nagel JH, et al 66(1): 41-5.
43114 Targeting the DNA repair defect in BRCA mutant Farmer H, Nature 2005;
cells as a therapeutic strate McCabe N, B B 434:917-21 B B
P 9y Lord CJ, et al ' '
4.3.1.15 Garnett MJ,
Systematic identification of genomic markers of Edelman EJ, _ _ Nature 2012; _ _
drug sensitivity in cancer cells. Heidorn SJ, et 438:570-5.
al
4.3.1.16 Giannini G,
Human MRE11 is inactivated in mismatch repair- | Ristori E, 3 3 Ez'\ggzol\;{:f' 3 3
deficient cancers. Cengn;::h F, et 3(3):248-54,
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4.3.1.17 Gilardini J Exp Clin
ATM-depletion in breast cancer cells confers Montani MS, . . Cancgr Res . .
sensitivity to PARP inhibition. Prodosmo A, 2013_32_95'
Stagni V, et al e
43.1.18 Germline BRCA2 Gene Mutations in Patients with Goggins M, Caljcelt Res
. ) . Schutte M, Lu — — 1996; 56: 5360- — —
Apparently Sporadic Pancreatic Carcinomas.
J, etal 64.
4.3.1.19 The roles of BRCA1 and BRCA2 and associated iﬁ?:sdhsveﬁg _ _ Oncogene 2006; _ _
proteins in the maintenance of genomic stability. A 25:5864-74.
4.3.1.20 -Ri - ibi
Poly(ADP-Ribose) Polymerase-1 Inhibitor Hay T, Cancer Res.
Treatment Regresses Autochthonous Brca2/p53- .
. Matthews JR, — — 2009; 69: 3850- — —
Mutant Mammary Tumors In vivo and Delays Pictzka L et al 55
Tumor Relapse in Combination with Carboplatin. ’ |
4.3.1.21  |The underlying mechanism for the PARP and Mol Oncol
BRCA synthetic lethality: clearing up the Helleday, T — — 2011 5: 387-.93 — —
misunderstandings. T '
4.3.1.22 .
Toward a unified nomenclature for mammalian H:;téiirll\/loO, _ _ TIBS 2010; _ _
ADP-ribosyltransferases. ' 35(4):208-219.
Luscher B,et al
4.3.1.23 [ICH S7A: Safety pharmacology studies for human ICH . . . . .
pharmaceuticals.
4.3.1.24  |ICH S7B: The nonclinical evaluation of the
potential for delayed ventricular repolarization (QT ICH - - — - -
interval prolongation) by human pharmaceuticals.
4.3.1.25
Loss of 53BP1 causes PARP inhibitor resistance Kfr‘:tf:rrs:nEA . . Cancer Discov . .
in BRCA1-mutated mouse mammary tumors. Boon Ug ot al, 2013;3(1):68-81.
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4.3.1.26 Cancer Res.
Chemosensitivity of IDH1-mutated gliomas due to . LL.J Y’. 2017.; Pu.b“Shed
an impairment in PARP1-mediated DNA repair Kwintkiewicz J, N N OnlineFirst on N N
P pair. LiuY, etal February 15,
2017.
4.3.1.27 |The alternative end-joining pathway for repair of Mansour WY, Nucleic Acids
DNA double-strand breaks requires PARP1 but is [Rhein T, Dahm- - - Res. 2010; - -
not dependent upon microhomologies. Daphi J. 38(18):6065-77.
4.3.1.28 |Deficiency in the Repair of DNA Damage by McCabe N, Cancer Res.
Homologous Recombination and Sensitivity to Turner NC, - - 2006; 66(16): - -
Poly(ADP-Ribose) Polymerase Inhibition. Lord CJ, et al 8109-15.
4.3.1.29 -[3-(4- ' ine-1-
4-[3-(4 cyclopropanecarbonylp|pera2|pe 1 . Menear KA., J Med Chem
carbonyl)-4-fluorobenzyl]-2H-phthalazin-1-one: a ] )
novel bioavailable inhibitor of poly(ADP-ribose) Adcock C, - - 2008; 51(20): - -
poly Boulter R,et al 6581-91.
polymerase-1.
4.3.1.30 Miki Y, ' _
. . Science 1994;
A strong candidate for the breast and ovarian Swensen J, _ _ 266 (5182):66- _ _
cancer susceptibility gene BRCA1. Shattuck- '
. 71.
Eidens D, et al
4.3.1.31 . - Murai J, Huang Cancer Res.
Tra_ppmg of PARP1 and PARP2 by Clinical PARP SY. Das BB, et . . 2012: 72:5588- . .
Inhibitors.
al 99.
43132 Predictors and Modulators of Synthetic Lethality: Murata S, RBeI(sjl‘iSh
An Update on PARP Inhibitors and Personalized |Zhang C, Finch — — . — —
. International.
Medicine. N, et al 2016- 1-12
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4.3.1.33 - . . Oplustil
The PARP Inhibitor AZD2461 Provides Insights .
. - O'Connor L, Cancer Res.
into the Role of PARP3 Inhibition for Both ) )
. . e Rulten SL, — — 2016; 76(20): — —
Synthetic Lethality and Tolerability with
. - Cranston AN, et OF1 OF11.
Chemotherapy in Preclinical Models. al
4.3.1.34 A genetl.c screeh usmg the PiggyBac tran.sposon Pettitt SJ, PL0S One. 2013:
in haploid cells identifies Parp1 as a mediator of Rehman FL, — — ) — —
. - o 8(4):61520.
olaparib toxicity. Bajrami |,et al
43.1.35 Laying a trap to kill cancer cells: PARP inhibitors F‘>omm|er Y, Sci. Transl. Med.
: ) . O'Connor MJ, — — — —
and their mechanisms of action. 2016; 8: 362ps17
de Bono J.
4.3.1.36 A high-throughput screen identifies PARP1/2 Postel-Vinay S, Oncogene.
inhibitors as a potential therapy for ERCC1- Bajrami |, — — 2013;32(47):537 — —
deficient non-small cell lung cancer. Friboulet L, et al 7-87.
431371 High sensitivity of BRCA1-deficient mammary Rottenberg S, Proc 'Natl A(?ad
L Jaspers JE, Sci. 2008;
tumors to the PARP inhibitor AZD2281 alone and - - i - -
. S . . Kersbergen 105(44): 17079-
in combination with platinum drugs.
Aet al 84.
43138 |pbARP-3 and APLF function together Rulten SL, Mol Cell 2011:
to accelerate nonhomologous end-joinin Fisher AE, N N 41:33-45 N N
g joning. Robert |, et al OO
43.1.39 Dual Roles of PARP-1 Promote Cancer Growth Schlewgr MJ, . Cancer ]
and Proaression Goodwin JF, - - Discovery 2012; - -
g ' Han S, etal 2:1134-49.
4.3.1.40 Taniguchi T,
Disruption of the Fanconi anemia-BRCA pathway | Tischkowitz M, . . Nat Med 2003; . .
in cisplatin-sensitive ovarian tumours. Ameziane N, et 9:568-74.
al
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4.3.1.41 -ri inhibi
O o ey [Tt R
parib in p ' M, Garber JE, | — - 2010;376(9737). | — -
mutations and advanced breast cancer: a proof-of:
. et al 235-44.
concept trial.
4.3.1.42 [Cancer susceptibility and the functions of BRCA1 | Venkitaraman . . Cell 2002; . .
and BRCA2. AR 108:171-82.
4.3.1.43
The therapeutic potential of poly(ADP-ribose) Virag L and Pharmacgl. .
olymerase inhibitors Szabo C B B ReV. 2002; 54: B B
poly ' ' 375-429.
4.3.1.44
ATM-Deficient Colorectal Cancer Cells Are Wang C, .Jette Tra.nsl On.col.
. o i N, Moussienko - - 2017; 10(2): 190- - -
Sensitive to the PARP Inhibitor Olaparib.
D,et al 196.
4.3.1.45 L " I
The PARP inhibitor olaparib induces significant Weston VJ, Blood. 2010;
killing of ATM-deficient lymphoid tumor cells in Oldreive CE, — — 116(22): 4578- — —
vitro and in vivo. Skowronska A, 4587.
4.3.1.46 Wooster R,
Identification of the breast cancer susceptibility Bignell G, _ _ Nature 1995; _ _
gene BRCA2. Lancaster J, et 378:789-92.
al
4.3.1.47 |Mre11-dependent degradation of stalled DNA Yina S. Hamd Cancer Res.
replication forks is prevented by BRCA2 and FC gHe:IIeda 'IY - - 2012;72(11):281 - -
PARP1. ’ y 4-21.
4.3.2 EYEhReHER
4321 11 vivo CYP3A4 activity, CYP3A5 genotype, and | De Jonge H, de Clin F;T]zrrmaw'
hematocrit predict tacrolimus dose requirements Loor H, - - ) ) - -
X : 2012;92(3):366-
and clearance in renal transplant patients. Verbeke K, et al 75
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4322 I . I . .
Guideline on the investigation of drug interactions EMA _ _ _ _ _
(CPMP/EWP/560/95/Rev.1 Corr.*) 2012
4323 Guidance for industry. Drug interaction studies —
study design, data analysis, implications for FDA . . . . .
dosing, and labeling recommendations. Draft
document 2012.
4324 Drug Metab Rev
The melanin binding of drugs and its implications. Ings RMJ - - 1984;15:1183- - -
212.
4.3.25 Drug
Transporters,
Handbook of
Organic cation transporters (OCTs, MATES), in Nies AT, Experimental
vitro and in vivo evidence for the importance in Koepssell H, - - Pharmacology - -
drug therapy. Damme K,et al 201, (eds Fromm
MF, Kim RB),
Springer-Verlag,
2011.
4.3.2.6 In vitro P-glycoprotein inhibition assays for Rautio J,
assessment of clinical drug interactionpotential of | Humpherys JE, _ _ Drug Metab Rev _ _
new drug candidates: a recommendation for Webster LO, et 2006;34:786-92.
probe substrates. al
43.2.7 Internat J
Rowland A, Biochem Cell
Their role in drug metabolism and detoxification. | Miners JO and — — Biol — —
Mackenzie Pl 2013;45:1121-
32.
43.2.8 . Waxman DJ Mol Endocrinol
Qrowth hormone rggulahon of sex-dependent and O'Connor . . 2006:20:2613- . .
liver gene expression.
C 29.
4.3.3 EMHER
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4.3.31 . . .
Newly diagnosed and relapsed epithelial ovarian Colombo N, Ann Oncol 2010:
carcinoma: ESMO Clinical Practice Guidelines for Peiretti M, — — 21-v23-v30 ’ — —
diagnosis, treatment and follow-up. Parma G, et al ' '
4332 EMBO Journal
Loss of poly(ADP-ribose) polymerase-1 causes '\C/Iorgj”?/;,ll\ja:: _ _ 2001: _ _
increased tumour latency in p53-deficient mice. ’ al ’ 20(13);3535-
3543.
4333 Farrés J, Martin{
PARP-2 is required to maintain hematopoiesis Caballero J, _ _ Blood 2013; _ _
following sublethal - irradiation in mice. Martinez C, et 122(1):44-54.
al
4334 e Heyer B,
e e e | ey || feemesoevaen| |
oo 28OP g eary Behrendtsen O 14:2072-2084.
P ' and Werb Z.
4.3.35 e
ICH Q3A R2: Impurities in new drug substances ICH - - — - -
4336 ICH S9: Nonclinical evaluation for anticancer ICH _ _ _ _ _
pharmaceutical
43.3.7 Functional interaction between PARP-1 and M'l\,l/lrec?alsjlel'\tigsul EMBO J
PARP-2 in chromosome stability and embryonic iy - - 2003;22:2255- - -
. M, Tartier L, et
development in mouse. al 63.
43.3.8 Siegel R .
- . ’ CA Cancer J Clin
Cancer Statistics 2013. Naishadham D, - - Aoy - -
Jemal A 2013;63:11-30
ESE (ED1—IL5) BRERABRBRES
5.2 2lRRHAR—EX
52 SERABR—BR — — — — — —
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53 ERAKABRBSE
5.3.1 EMEAFABRBMES
5311 NAFTAISE)T4 BARBREBRES
5.3.1.1.1 |D0816C00004545% ;ABRMIEIE S AstraZeneca 22%1il.9- ot shEn  |szan| =
5.3.1.1.2 [DO81ACO0001:EER BRI IEEEE AstraZeneca 2%111-1- g5 ot nrEE  |szay| =
5312 HEBARBRRUENMFMREEN BE)HRRREE
5.3.1.2.1 |D0810C000245A5% JABR#MIEHRE S AstraZeneca 228%- g5 ot nrEs |mmen| =

5.3.1.3 In Vitro-In VivoD B EZ &I LI-HERIREE

5.3.1.3.1 |Olaparib-IVIVC-013 =& AstraZeneca | — o HRAN  |[sEAN| #

53.1.4 EYMFEHRVEECZHOITERITHRES

5.3.1.4.1 [D2281 KPV012(2229/059) BRI &=

KuDOS

2200‘1 s s e EL

53.1.4.2 (8291307 BRMEE

23(“ 51 wmEy  |szam| =
53.1.43 |D2281 KPI031(0088/549) RERR &= 0

2(“ i) HRER SEEN| 8
53.1.4.4 |D2281 KPV030(0088/531) AERR 5= ol

20". Bt HRER AmEN| &
53.1.45 |D2281 kPVO10 (JfTo0509-N HEBRHEE 2;)(“ 551 T ——.

53146 |[iooos61HBBREE

]
‘ 22(‘)". st snEs  |(szan| =
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