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TE 34 16 2 0.6
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« CYPs9 9Al: Ygtay T+ F8 12 hAASl M1 CYPA2, CYP2B6, CYP2CS8, CYP2CY,

CYP2C19, CYP2D6, CYP3A42] <A A7} o}t},

« CYPsY #% Yggy T MIS CYP3A4 S=A17F obyth YUatatH-e in vitrool Al

CYPIA2E °FatAl =gt

. CYPs¢ 714 IR =t = R in vivool A carboxylesterases (CEs)

UDPglucuronosyltransferases (UGTs)¢ 7] & o]t}
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A o] oko] QbHAdS dulA YA T
12. #g5Fof(Overdose)

o] ¢ HFFof7t HAE H§ 5%
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13. B3 9 HFA] FoAE

1) ojdo]e] &o] ©x] &
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Yatatge Al BAEAH] A1 (Ames)ol A EdWo] fabAdo] et
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CAaEE g gk A Az, AAAE,
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|l A ==% (AUCO-24hr)
, olelgh Ao 7 A Aol 9%
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@ F2ol e 54/ # /Ees A

In vitrool A, Ua&tatge ©awl £54 (DAT), =2d3uZd 554 (NET) 2 AzZEY &
SA (SERDel ZAjstdiar AxeA w2 avzddy =avle] F5E O*xﬂo}@‘ovﬂ o uj
IC50 #2 AFEHFS Foure gxjolA] Aol A 9] Cminkth wokth Yetatge 3xs
of s olglg FHAe A BE FIFS AL shsAo] At (o M‘éwﬂ TE 3
F A gk F ).
nFEAAAALES A AolA 1, 3, 10 mg/kg &Fo YztaHS 308 s 4
Re W, FAA FA | v&] Tt 77t 13-20%, 18-27%, 19-25% S 7HEI A
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422 HEEAEHAY(CID 4232) (A4 53)
o P : B 3 Y ¥WERY B 4 F IJEIZ ZAHAY(GLP)= st eH, 0, 5 10, ¥ 30
mg/kg/day &#FANN IY ATEASH (122328 2 12-2328 Amendment 1). 30 mg/kg/day2 T3t &
A PA=e 239 NES et FU47] Day 29-33(F 5 Q) Foll, o] FEol tisl 20 mg/kg/dayE F
£ AN A 30 mg/kg/dayellAl, 2 30/20 mg/kg/dayolA #EHH Y =4 (hematoxicity) =

=42 FAHIAR, 1 1Y AE 50 mg/kg/dayol Al #2E ARG FEErF O ok 18 A4 AE 3

22 7 Q= 30/20 mg/kg/dayol A FHZFHAT 1 AL AdoAMAH, 3 AL A= AP NOAELE 10
mg/kg/day A TF.

o B2 3 ANE Fo] + 4 F 3H7 GLP A+ 54 A9 (Study No. 12-3110 % 12-3110 Amendment
DA, BZ20 2 12 mg/kg/daydl 6 vlel/Ad¥; 1.5 2 4.5 mg/kg/dayel 4 viel/Ad#)d] Uztag o,
1.5, 4.5, =¥ 12 mg/kg/days Folatlth. Ak s Aol 1 Y 7 Aol A el nldh §aFoA
AR A ok e 242 12 mg/kg/day ST BRHJT T2 Aol Me HET A%
=4 Ul AAEAE (hypocellularity)7} #25Ath, NOAELS 79 13t HAAL A7AE& vgo g2 7 45
mg/kg/day, ¥ /s AL 2AS AR AP 12 mg/ke/dayo R ARHT FH
NOAELS 4.5 mg/kg/day, &7 12 mg/kg/daydtt. o] &FolA Ygtutd e Day 90 83 AUCO-24hre
71 855 ng.h/mL, ¢4% 2180 ng.h/mLtt. Yade Day 90 8% Cmaxis #H 111 ng.h/mL, 4FH
246 ng.h/mL3It}.

o SFHY ALY

£

-

N

Species S t udy|Study]| Dose (mg/kg/day) Exposures (niraparib)
Duration Number Cmax  (ng/mL) AUCO0-24hr(ng.h/mL)
Rat 3—-month 12-2328 NOAEL M/F = 10a 530(M)/417(F) 6830(M)/3920(F)d
HDbM/F= 30—20c 1430(M)/1240(F) 15,800(M)/20,500(F)d
Dog 3-month 12-3110 NOAEL M/F = 4.5 HD | 103e 856e
M/F = 12 261e 2295e
Human Steady State 300 mg daily 1144f 212551

a M = male; F = female

b HD = high dose

c Dosing was initiated at 30 mg/kg/day in both genders. Males were lowered to 20 mg/kg/day on Day 34

d M = 20 mg/kg/day; F = 30 mg/kg/day

e male and female combined

f: Clinical study PNOO1. Concentrations in initial report are in mMolar. The MW of niraparib is approximately 320
daltons
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2 a
4% A= 10mg/kg/day, IS4 FA A 45mg/kg/day, FHANA 12mg/kg/dayd. 24+ SHAF
2 9 oA el A o] AUC0-249F A4A4 2o A e AUCO-240] that HlE= 2% 1 o3,

TH28% 1% 5
L sAoerEe 7 RANYARS WHTOISA, 1-34Y WRFISYNAAR(EHGIEA2A |
EeRhE ofe A8l B ARE EUARAR EE QANAREL 283 5 glown, B3 Al |
me fRst A9 Aol 1ud ARl 48N AAItE Aol B oJopEY 5 |
i*éoﬂ Agrel A7 T AFANIEARE AEstes A 2USRZ slo] g% gAY ARrE A
A BN EARE 28T 5 9 |

o HIYY ex-vivo B AW 2P PARP JAA7F A3E (wild-type) FAART BRCA-1 == BRCA-27} &
P4 E843Hhomozygous inactivation) & HolE TFS A= B AEHTE Y5

o HIY FHANE AL A dad BFAA Ytatd e A871d 2 FEAS Hrekr] s akE
Uetatdo] 45 Axg Adel Ade A A BTS2 9A 5 = A9t Ad93 PARP-1
PARP-2 A Aol A4 A2E FEstE A& DY (therapeutic window)& 7FA 1L AZ AMEE
St AdHd Az a4 AN 2 A2 E49e AHEET SEM 9 PARP oA B 3
< "2 BRCAmut A|EF o]Folde T&ste] st F7Hd AW FPAPdE T,
BRCA-2 =AHol7l & TY E+ Myriad myChoice® HRD ZHARA & AZF(HR; homologous
recombination) ZH & ER{E TUdE XTI A Ff 0]F0]4(PDX; patient-derived xenograft) & %]

t s myoA Udye 359 242 45T
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52. EEAY

O In vitro N3

o PARP #4° gt & (potency) 2 HEA S AAs] el A3st g A 7|0 BAolA Ygtayds H7}
S THPDO001, 1001). A33bsha B4 A3, Yy 1C504nM 7] T2 2 PARP-1/-20 3] A1) & 0] 9] 31 (Section
26.2, Table 1), TH& PARP &4 tjH] 100 Hl ©]d9 FY(window)s EATH 1 2 =3 thAEE<]
M1 (Section 2.6.5.2 Metabolism AUl #%)& PARP-1 =& PARP-2(PARP-05232016)5 AAI5tA] %3ttt

« BRCA-1/2 ZA% ¢ Az JYdgyd Az ¢ 10100 nMe HHAAM 5% =4 FT=
(CC50;cytotoxicconcentrations) & =311, ol @ 7te Ad EFE A&t 283 $E9 FASITh
N R, Az o Jztngel dFAade CC50 2900nM ZFHH LA AT (PD003,
Section 2.6.2 Table 4-7) [28].



O In vivo NE

« AR Y FoA7F FEAS FNTIEA G
(PD007). BE ZFolA froldh $4 4% oAZh 429 34, 3 F 5 4 F T AHAH AR wet H
&3} &3 (remission) 7} S 7FTh(Section 2.6.2, Figure 3). °l& ©] & =
PARPS] A7} Baghe AAsHH, Yetatge] gt Fofo tidd o] &4 27

Figure 3:  Activity of Niraparib on MDA-MB-436 (BRCA-1-Mutant) Xenograft- Bearing
Mice When Dosed Orally at 80 mg/kg QD for 1, 2, 3, and 4 Weeks-

—@— Vehicle

—a—  Niraparib 80 mpk QDxlweek

1600- —{— Niraparib 80 mpk QDx?week

~— WNiraparib 80 mpk QDh3week
Niraparib B0 mpk QDxdweek

Tumor volume

0 10 20 30 ' 40 50
DAYS

N= 7 for each group, bars represent the SEM, mpk = mg/kg.»

* BRCA2mut 1% 44 dactoA Yatay §x8He AAA §o4L 5t
3F9ATH3000-09-003). FA &ML mjF FtREed, A2, 3 Yutdor FAE 34 Héoﬁ‘ﬁ(tnplet
therapy) & & 4 Fo o]o] 20 F &<t 30 mg/kg® ¥ Uztay FAA(T EE XN& AJEV} 7] 4 F
¢ HPFS BHYPFE Esta, Ygtaty A ZIEC FA9E wAE vheAST FF Y (tumor free) &
B 2 2% 2 tHSection 2.6.2, Figure 5).
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53. Yuek AR (EE AR LA E)
« YUehgo] A8% 75 MAE 9FE FA7] s nFAT
g 1, 3 ¥ 10 mg/kg S04 3 2 A

37 T (vagotomized) " 7] 3 vilo] Yz}
30 & F AMY(IV)EZ FAST o2l aRE A A
o

o] &

v 1 bl
o|zehlF Hlwatg i, 7N 4 vt E FAE HEY IFAA FAT FHAGG vwstth Autr, Hd T,
A= WA EF(PR, QRS, QT/QTc HA)E Fo A 9 2 30 # F¢ 713 §<F ZUHPsA. H1 &3

10 mg/kg7tA QT/QTc, 87 &= PR PlA& FFS BEHA Utk T &ZFAA, Aol FYstke ¢ =
e Ay B F FEE 153 £ 1.1 uM(@489% ng/mL F Z2F 2 wAFH oAt

« Uy &% fEH R AutrE FTIAATHHE%, 9%, D +17%). 1 mg/kgHEH H FHYY &F 59

2 S7H+16%E +21%)7 BT QRS AL 10 mg/kgol A¥E &% F7H+6%)3HAth 1 2 3 mg/kg &

U4 A 349 H3 B 8T vE(EF AT % vE?= 1 2 3 mg/kg FFONM 44 12 uM(384

ng/mL) ¥ 3.9 uM(1248 ng/mL)oi‘jr ool = ME ez 31 /1Y 2 3 /Y GLP A7 SAA P

A, Uehastde 247 15 8 12 mg/kg/daye] HI &FCeE FAHUT olHd o] Y& A A=

&2

o
_1
i

=



Figure 5: Response of BRCA2 mutant HGSOC PDX to niraparib maintenance therapy-

1.00 - — -
P
3 Start of observation or
S 075 maintenance therapy
g
P—
E
&
g 0.50
1]
£
(8]
2
£ 025
[ =
m
o
=
0.00 -

0123 4 56 7 s 91o111:131415151?1319202122232425
Time (Weeks)

Cohort 1: @ Carboplatin, paclitaxel (C+P), @ C+P observation
Cohort 2: @ C+P, niraparib (C+P+N), @ C+P+N observation
@ C+P+N, maintenance niraparib

(ECG)E& RUHT 3221 (Section 2.6.63.5 % Section 2.6.63.6 #%), & #A ECG o442 #ZHA okt

r°('

54. ¥ - BX - A} - uj Ao B
54.1. ¥4 (CTD 4.22.2) (A%t 813

o Ugtg g A9} oA mEA F5EUA(Tmaxzt ~ 2 2 0.5A17h), AFHo= Ao &7}

S (FZ 2t ~ 27 2 57%), e ZHEE(VdssZH2h~6.9 2 12.3L/kg), o 3t-=d&=9] o

Ab, F-20E G A A 9RET(e1/2 7 ~ 3 )E BATHPKO0D). Yty H=of

9} d5olo A FN(CSF; cerebrospinal fluid) 22 A EXFHAT. o5 o, P -4

2 Cmax W& 10 ¥ 30mg/kgold ATFPO)F ¥ 2z 0.77 2 0.64%t. L5o]olA

10mg/kg POFe] ¥ CSF-d% CmaxHl &< ¢F0.310]%13L, CSF-8% AUCO-inf H] &S 0.19%th
(KB-0039-DA-RI 2 PK004).

ok

®

542. ¥X(CTD 4.22.3) (A5t &3

o UgtutyS g oA (fu~16.0-28.4%) R Ao oz Adsta, Fo| 24 18-
A5 = 8] & (blood-to-plasmaconcentrationratio) < 1.1-1.7°] 1 tHPK002 2 PKO004). £3], o] 3}
g&o Axut Fybgdo] =9ktHPK002, PKO04, 2 15TESAP3). Uetatg e =& A T34, =
o Z

S XA B T Y W AFE d@F oAl A AdHodE Aom veiuth o] 3
& AR A FFE fFEstar 8- A (blood-brain  barrier)s Z  EHsEoH,

P-gp(P-glycoprotein) 25 E 2] 9 fZ(counter efflux)S W3] A3k= A},

543. hAHCTD 4224) (27 32
o AT Aol HEE i TEIGAH, AAFI AR A9 7 maAelA #EE dAL =
23de ARG HPK002 2 PKO03). dE &9, 2 <3 thAAE Sl 725 A X (carboxylic
acid)(MD)¥# $% SFF2Zupo]l= A3A|(glucuronide conjugate)(M10)9] F4& Fxdte T8



A A2 T 59240 Aoz yepgon, A 7] 2 Az A FEHQ0 ASZ e
oIZF, =, MNEHEH Fe 3 vlolazE AA 2 FFAXE AN Y He 3] A (turnover)
2 kst AA U A S| el ddty o=z =y wbH olujol= JREE dAREE

(amide-hydrolyzed metabolite)(M1) % A3} tJAAFE(oxidative metabolite)(M2 , M3, M8 %
M10)< 2 A3F vl & HEHAT Hepad e QIZE daibES A(AF o) H=olA B5F
AR, Aol M=t HREJT. 2E G4 AlDY] oY ofm A a4V AP F 2A
Ygtatgeo]l gixls @dsts vhd, Jh2E 2o ~H glolA|(CEs; carboxylesterases)i= ¢17F 7+ n}
o|ARE AAANA Yetztg el ofnfo] =(amide)E 7HiEdlsted T3 93-S JPTH(PK002). 1
g, Y o] FFES F2 A wet, A=, ) 2 AR RYH 4 AAg o=
ZyrEsirt BEE R gtk HxA A3l 7 Z(minor oxidative pathways)= FE CYP1lA2¢}
CYP3A4/5°l ela wiZl=™, CYP2D67} ozt 711 4= ity 22y, CYP Wi/id=s, =4
B, A8 FAdAN Higom uyepdt. = #3ete g dAmbES 9% A5 &%
(therapeutic dose)(Z, 300 mg) Fo & 43 A HEFHA ZAUHPR-30-5015-C). 182
Z, e CYPAEAS] 7oEs FAEWNS FFo2, CE-vIN F4ae Yekstdoel CYPYA

3
A B/EE FEEY BEE wf g g Hade AFSs B

54.4. WA (CTD 4.225) (A<t 83

Yetakge] 8 A7 A2 A o ez HJrkEdy. Yekat
M A2E &8 vWE A (unchanged) = AlA = oH, JlolA = A1 wldS Fd M1 =2
xﬂﬂg]o%q. Aok AelA dwbaQl 82 Edon, AMEY Fdste %

ol H&e UEPIT(E Fo W] 5 Azt - A < 80%)(PK003). A= 2 3|49} #esie,
AFZ| Ao A= o7t A AZ=H At A FHPR-30-5015-C).

i)

55. ool th AAA oA

ystatg el A2 ofE-ofE 434-8(DDI; drug-drug interactions) @& Al@d WollM Hrbstslon, Y
g & CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, T CYP3A4/59 719z A4
(reversible inhibitor) =& AlZFe] & AAA|(TDI; time-dependent inhibitor)7} obd A S & B& 4 th(PK002).
20 M FE(ER AR &% Fo F A8HM HEE BT Cmax® A45H) E5)odA Ugad e ARREA
xo WY Y mRNAZE == 2840 JolA CYP3A4E F=aA stk A@adelA CYP1A2 &
Aol A Feol AZHUAS. oldd A ofsHA HER L, EEH oY, S 1¥E =E &
AvHF, 5 uM °]4) FAEHUY. ol dFHozE FAGo| A& sl Wokth md Aty F8 1 A
=& dAEE MIE ®7ieion, 1 A3 Fa b %E diAb CYPY 9AAl, EE CYPIA2 EE
CYP3A4 fr=A7} obd A2 ERRTHKB-0081-DV-BADB).

Yetatg & P-gp(P-glycoprotein)®] 71& 2 3¢t A3/ @ E(BCRP; breast cancer resistance protein)®]
714 9 JAA Aoz YEPYTHPK002 2 15TESAPIR2). 1#u, Uetdgoly F8 thiE M1 F2
g AR F5 FEAE, F OATPIBI(R7] wol& 4% EHEZ 1Bl organic anion transport
polypeptide 1B1), OATP1B3, OAT1(fr7] =°l< %A 1; organic anion transporter 1), OAT3, ¥ OCT2(fr7|

<

ool & 4%A 2; organic cation transporter 2) % AL AAE FEALE Ao YehgA oot Ed,
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6. AMAHLEH st K=
6.1. YIANIAZY AZHAH(GCP &)

o QAT N AZAZZIAV D E AZAT

SANEAAE - F 84, 144 53, 244 14, 344 24

i=! o
o A Hese dSete 4 AN E L PR-30-5011-CS

6.3. A EFATAIE

o AAY MAHANA AAA TG Azo] MARE A WA AT FES HwWitE FF
H W8 EA Y

-9 A3 UHEY 100 mg AEAAE AAdD AEAA L L5 qEAHE A A FhAd FEA

Agel 875HA &gk

_l°1'

HPK) A& oIy

 (Ao]¥93%7h BA 9 BE B4 Uik A=Y FHEAEY TF T S2EY AHA o3k GEhel v AlF
o] oFL wjd Ao FAZ AFtdjel| T dh. HES HAE Ak S o] o2 A
A = FEAEH A H8o] Jlssitt
A A Eoloak | dls
]‘—/_]_74] %}bf\]%xﬂ"l qx}o] EH/E} :_Z]— ‘l—‘ﬂ O O 'lg 7]:601- 7534_
(HS/Ad) 2 A4 e
Do N | Cmax Tmax |AUCQ-0 t1/2
> (g/mb) | (n  |onghym | ()
L)
(30
PR-30-5011-| | iebatsy | L 0
14 C FE Jj—xh A ¢ 300 mg, AUCX mg)
substudy  |[o70 |29t 167 |93 %o Fast| 16 | 8037 31 29016.1 50.5
ed (50.2) |(1.68-6.0 | (63.4) ° (35.4)
7)
Fed | 15 | 582.1 6.1 31194.0 479
393) . 28) 23. | 542)¢ | 367

64. YA
641 AZF Ag(R/EE BA)NAY FFFANYPK)F =2 oy (ki 317)

9 WA o2l Hed | Fo8% 2 (9 23}

- (/414" A 44 =
PO01 g7, A @AWy 30 PK |+ MTD : 300 mg

14 (K8 113 %“%7]1, 1189k img MTD |3%5% ¥ & DLTE €% =% dAldA 30 mge =
& E delStgep= (FOIRE[40 mg, 60| AA (Am TS A4 6% T 1PIM RusA 34




me. 80 m HE DLTE 60 mgl 2 X5 9 3z 74 = 14
110 mg. 150 4 WiET. 457% AaWPaE DLTE 400
s 2 o A mg 216 me mg &% FToE X5 w2 6% F 2% B
MK-4827¢ 1% |104% 290 me, 300 AcH A8 AAG we o] $ES MIDS 23
% A ° e S 100 & Aow FAAY. &F TN FA WACNE
S ' Am = 290 mgO® ARF B4 593} 300 meOE AR
aq 7 @ #2109 % DLTE B s gl9la 300
mgS MTDE 13t}

o PK A%

- 219 &% a7l 30 mg WA 400 mgo] YtaHe 038 AT T F(Part A 2 Part B), UgHd e A&
8 FTHEAL Tmax®] T W= 1€ 3.0 WA 36433 219 (HF)oll 1.5 WA 404zt Akl
g8 g3 o ¥ Py 4 5 ZE2PL A9 24 W0 E Hy FFORREH 4 HA FEE ZE
§% 520 A4 3FHA B2 AA) AFYRYAA ditH oz Ydeel AIdch APE +F W9
30 mg ~ 400 mg9 A, 21979 Fof ¥ AUC0-24h% Cmax”]3t B+ FHHQ1Y/19)E 247 1.99 ~ 4.22

9 155 ~ 3.629 .
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60 mg WA 400 mg &F Helol 24 328 WA 46.0Ate] AT,

642. 214 ARl ek PK (dore 313
R

7% (CLer:60 ~ 89 mL/min) WA $%% (CLer:30 ~ 59 mL/min) A8l E 7b $kabo] dis) &3 24& 4
atA ot AAol =& Cockeroft-Gault 4 &l 43 A oted AoE2 AR S5 A2
= A BIARAES 717 B A o] ko] kAL eA YA Yt

o7 @ Yztago wig 34 AP o A, Ay 2 A AE(PN001 H
PR-30-5011-C)& 53¢ e PK #4& ZAZ 3 29 ~ 150 mL/min ¥ Fgoleld F4xee Uy
5l thaf Fod FFe] gk wAA, AF 9 F5= A UdddY PKA o IF

« e B4
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65. frEA4 2 HAA
651 FEA - dAAANE A&

o]Ab\]z‘ﬂ;q]E 115—04% z| 7]-
L A I = PR I B = e S B =L e A3
(H3/A1d) ° ‘C?;‘X; T =
§ E587: WHgTarie] Wh(FE e k) MENIZHd A dAG(dHY Be da 59 =
) ARl Ao s fA e
PR-30-5020
ol foll 3717 W o wg
£ 4714 Fete Ads ool olFel 374 ool sstae we WA, A
He we 213y S E 45} 4, LT A4 A sk daeh mx fw
g, A, aLE A setams A e fae] eolefdl A HelH= o &%)
oA A Lo e | 900 Zol 4 ety 300 mge 19 13 Fold o &
e Et N L, i el mg, [¢H|F F e A Z2EE FAg
2% o} = ojulA A ] o | A i o] otdA TEIPL ¥ 5
o, - ‘r']e S =1 o A }‘]'1‘47\‘] 1} 14 ° 1’]3]"‘1]'% 300 mg QD“] L@o 2RI “d’ﬂ 7}"6‘
Hukol ghalol 4| ™ ;o‘{ ° L}"ﬂot 13 g Aow yEldth g FE9 o] dAtElE o] e
RS E R T e w S AA aWe AHESE 2AH D REe] e
7 F Ao - BETe T A Az = o
féL}; frads ol g 291 AE®] A &HA[ZEo] 21 Age e AL A8E WS F
B7rst7] A% 2 o Atk
o I = v °
A&
wle e &gt
stetaE A
&% 23 ol
A8 WAL, whA] * PFS
PR-30-5011 | o]&™ oz A wb
WA okwel| A, 21|e WE P SRCA
Aol Sl A [sagel | - AA S Mol
3 [daeh SAelA| WA, [WSCR EE AL L — Ry
: I o mg, Al gl 2] oF Al gl 2l eF
(piv [91¢F wiv] Y& HF |[FE  ¥HS(PR) 19 PEFS
otaD|HH o frAl#e]| tix, |& uYEdlon, 1; @Ak | 372 181 138 65
of gk 3% | vl olHE  deks)
= s o PES 113 | 4 21.0
29 olgw| 2R, [ad e (month) : 7 0 | 55
A (NOVA) 3 |AE Hole A
W ol HR 0.38(<0.0001) | 0.27(<0.0001)
B, Ay =
et &2k, 553
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gk o] A FGS PARP AAARZ FA AEE LIO2H o|5L A& JMsAol /Mg & Aog FEHU
- 59 8 77 Aol YEA Be
+2: Patient Disposition Flowchart
| sSapatientsenrolled |
I
| |
h ¥
203 with gBRCAmut | | 350 with non-gBRCAMmUt
v + v v
138 assigned 65 assigned 234 assigned 116 assigned
to niraparib to placebo to niraparib to placebo
' ' ' '
136 received 65 received 231 received 114 received
treatment treatment treatment treatment
89 discontinued 61 discontinued 185 discontinued 102 discontinued
treatment treatment freatment treatment
17 Adverse event 1 Adverse event 33 Adverse event ZAdverse event

63 Disease grogression
ORiskto subject

0 Severe non-compliance
8 Subject request

O Pregnancy

49 Digease progression

2 Rigk to subject

0 Severe non-compliance
8 Subject request

|29 Dlsease progression
2 Riskto suhject
2 Seware non-campliance
11 Subject request

98 Disease progression
ORiskto subject
0Severe non-compliance
15ubject request

0 Pregnancy 0 Fregnancy OPregnancy
0 Lost to follow-up 0 Lost to followsup 0 Lostiofollowsup 0 Lost to follow-up
1 Other 1 Other 8 Other 1 Other
R J ¥ . L 4 L4 .
47 ongoing 4 ongoing 46 ongoing 12 ongoing
treatment at treatment at treatment at treatment at
data cutoff data cutoff data cutoff data cutoff
@ frak
- M8
PFS9 1 A #42 gBRCAmut IS ES HRDpos non-gBRCAmut 1§ E-FollA 98 719 PFS AR(PFS
events)o] HEHEHAES W] o] FAANEE AYHUT ofefollA] AW wpe} o], 2016 d 6 € 20 ¥ Hlo]EH|

o~ 3 &7 2016 A 5 € 30 ¢ data cutoff EA, F

0% gBRCAmut ZZEGA 103 A9 Aol RuEom, HRDpos 1] 101 7] RuEAT B4
non-gBRCAmut IS Eo|A F 213 740] HiH ]t}
PFS

¥ =¥4 7 E(central independent review)E H}E

BRCA =A™ o|T

L

BRCA <4
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Table 11-15 Progression-Free Survival Analysis per IRC assessment

gBRCAmMut cohort non-gBRCAmMut cohort
HRD+ subgroup Entire Cohort
Miraparib Placebo Miraparib Placebo Miraparib Placebo
(n=138) (n=65) [n=1086) (n=5&) {n=234) (n=116)
# of PFS 58 a4 56 45 125 88
events
rep* 55 43 56 432 123 EE
cPD? 1 i [5] ] 2 3
Death [ 5] [5] 1 o 1
Median in 21.0{12.9, 5.5{3.8, 128 (8.1, 15.8) 8(3.5, a.3 (7.2, 39(3.7.55)
months NR} 7.2) 5.7) 11.2)
(25% C1)
HR (95% 0.26 (0.17, 0.41) 0.37 (0.24, 0.58) 0.45 (0.34, 0.61)
cl)?
Povalue® <0.0001 <0.0001 <0.0001

* rPD= radiographic dizesse progression per disease progression criterion #1 a= defined in Section 7.2 .1
* epD=clinical disease progression per disease progression criteria 82 and 83 as defined in Section 7.2 .1
? based on stratified Cox progortional hazards model using randomization stratification facters

1 based on stratified log-rank tast using randomization stratification factors

MR=Mot Reached

[Source: responss to information request doted os 12 December 2018]

Cohort=gBRCAmMut

Niraparib Placebo
n/N n/N HR (95% CI)
Cverall 7 G 59/138 44/65 0.27 (0.173,0.41D0)
Age Group: 1
18 < 65 years 2 48/110 32/438 0.27 (0.165,0.447)
== G5 years b < 11/28 12/1¢ 0.27 (0.091,0.817)
Race:
) . Whita 7 e 54/123 36/55 0.26 (0.163,0.415)
Other (including Unknown) 4 > s5/185 g/10 0.45 (0.130,1.535)
Region'
USA and Canada - G —9© 19/53 17/28 0.15 (0.059,0.365)
Rast of Waorld 1 e 40/85 27/37 0.31 (0.177,0.534)
TTP before study enrelimant:
& TO =12 months - G 31/54 18/26 0.34 (0.178,0.632)
==12 months G—— 28/84 25/38 0.22 (0.119,0.393)
Bevacizumab use:
25 —— 15/33 14/17 0.15 (0.057,0.379)
M= G 44/105 30/40 0.32 (0.1%3,0.518)
20F on last platnum regimen:
CR 1 —— 29/71 21/33 0.30 (0.160,0.546)
PR B ] 30/67 z3/3z 0.24 (0.131,0.4941)
Total number of prior platinum regimens;
21 e 29/79 25/37 0.23 (0.122,0.435)
=2 1 = 30/58 19/28 0.24 (0.121,0.483)
Total eum ulative # of prior chamotherapy: 4
21 T 23/70 21/3¢ 0.17 (0.081,0.349)
=2 —r—% 36/87 23/38 0.27 (0.144,0.509)
BRCA 1
BRCA-1 —— 41/84 27/43  0.39 (0.226,0.6€0)
BRCAZ T @ b © 16/50 13/18 0.12 (0.046,0.332)
T T T T
am 010 1.00 10.00 1ocoo
Hazard Ratio (Niraparib:Placebo) and 95% Cl
® ® @ Hazard Ratio €92 Confidence Limit
Figure 22 Forest Plot of Hazard Ratio (95% CI) for PFS by Patient Subgroups for the gBRCAmut

Cohort (ITT Population) —~NOVA study

- OS



Cohort=non-gBRCA Overall

Niraparib Placebo
n/N n/N HER (95% CI)
Overall —— 125/234 88/116  0.45 (0.338,0,607)
Age Group:
18 -< 65 years 7 % 75/130 5z/65 0.55 (0.371,0.€00)
»= 65 yoars 7 —— 50/104 36/47 0.38 (0.236,0,613)
Race. ]
White ——% 104,201 76/101 0.43 (0.311,0.589)
Other (Inciuding Unknown ) < - 21/as 12/15 0.51 (0.191,1.7383)
Regian:
USAand Canada G—— 4a/a8 35/44 0.39 (0.236,0.649)
Rest of World 4 T 77/138 53/72 0.48 (0.329,0.707)
TTP before study enrollment:
B TO <12 months 4 G0 &85/80 27 /44 0,45 (0.289,0.711)
>=12 months —r— 70/144 51/72 0.45 (0.307,0.666)
Bevaciaumab use: ]
Yas ——-= 3s/&2 25/30 0.44 (0.253,0.776)
No e s0/172 63/86 0.46 (0.324 0.644)
BOR on last platinum regimen:
CR1 —— 60/117 43 /60 0.58 (0.383 0.E68)
PR g 657117 45/56 0.35 (0.230,0.532)
Total number of prior platinum regimens:
21 Gpell) 89/174 66/87 0.50 (0.354 0,701)
=2 = 26/60 22/28 0.36 (0.193,0.€85)
Total cumulative # of prier chemotherapy:
b 2 78/155 56/17 0.54 (0.371,0.774)
2 = 47/79 3z2/38 0.33 (0.191,0,558)
T T T T
0.01 0.10 1.00 10.00 100.00

Table 11-20 Results of Overall Survival

Hazard Ratio (Niraparib:Placebo)and 95% ClI

® & @& Hazad Ratio

€——¢ Caonfidence Limit

gBRCAMuUL cohort non-gBRCAmut cohort
HRD+ subgroup Entire cohort

Miraparib Placebo Niraparib Placebo Miraparib Flacebo

(n=138) {n=05) {n=106) (n=58]) [n=234) {n=118)
# of deaths 16 [12%) 8 (12%) 23 (22%) 7 (13%) 43 [18%) 27 (23%)
Median {95% | NR(24.5, NR) NE NR {28.3, NB} NR NR(28.3, NR) | N2 (202, MR)
Cl) imanths)
HR (35% CI) 0.92 {0.37, 2.32) 1.39(0.57,3.42) 0.72 (0.44, 1.18)

*based on Cox proportional hazards model stratified by randomization stratification factors

MA=not reached
[Source: CSA Tables 15 ond 14.2.4.1]

Table 11-21 Analysis Results of Progression-Free Survival 2

gBRCAmut cohort non-gBRCAmMut cohort
HRD+ subgroup Entire cohort

Miraparib Placebo Miraparib Placeba Niraparib Placebo

(n=138) {n=65) (n=106) (n=56) {n=234) {n=116)
# of PFS2 39 (28%) 25 {38%) 38 (36%) 23 (41%) 107 {44%) 56 {48%)
events
Median (95% 258 19.5 223 17.6 186 156
1) [months) [20.3, NR) {133, NR) [18.6, NR) 2o Np) | (182,207 | (132, 200)
HR [25% CI)F 0,48 (0.28, 0.82) 0,65 (0.37, 1.12) 0,69 (0.49, 0.96)

1 Based on stratified Cox proportional hazards model using randomization stratification factors, [Source: CSR Tables 37, 38,

1435.1]



Table 42: Summary of Treatment-Emergent Adverse Events (SAF Population, N=546)

Niraparib Placebo
(N=367) (IN=179)

Patients with: n (%) n (%)
Any TEAE 367 (100.0) 171 (95.5)
Any Related TEAE" 358(97.5) 127 (70.9}
Any CTCAE Grade 3 or 4 TEAE 272741 41 (22.9y
Any related CTCAE Grade 3 or 4 TEAE 237 (64.6) g(4.5
Any Senous TEAE 100(30.00 X1(15.1)
Any Related Serious TEAE® 62 (16.9) 2{1.n
Any TEAE Leading to Treatment Reduction” 153 (68.9) 203.0)
Axny TEAE Leading to Dose Intermuption” 244 (66.5) 26(14.5)
Amy TEAE Teadmg to Treatment Discontmuaton 340147 422
Any TEAE Leading to Death 0 0
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Table 67: Treatment-Emergent Adverse Events Resulting in Withdrawal of Study
Drug in 1% of All Patients (SAF Population)
Niraparib Placebo
(N=367) (N=179)
MedDRA Preferred Term n (%) n (%)
Any TEAE Resulring in Study Drug Withdrawal M(14.7) 4722
Fatigne 10027 0
Thrombocytopentia T({19) 1 (0.6)
Nausea 6 (1.6) 0
Anaemia 5(14) 0
Platelet covnt decreased 5(14) 0
Weutrophil count decreased 4(1.1) 0
Abbreviations: MedDE A=Medical Dicticnary for Regulatary Activities: SAF=safety; TEAF=Teatment-emergent
adverse event
Source: Table 14.3.1.1A and Table 14.3.1.13
Fof (vl 4)

AR F71 ¢ T2 ST F7N)ES YAy ART9 F7)AA O w2t o At dHgEsHA
5, A FoFE mAY BRI A AR kE TS AST(163Y)ET U AZT(250€)04 o
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Figure 39+ 2129 Yetatd &3 @)% (300 mg, 200 mg, 100 mg)olA A} Hl&o] AEE

AAE ek AAE HEe} 7L°1, SFHLET A7 7)o BEE Ao AL, HFEe FAs AE F 4
Nerol zZtzre] =49 &% P =2tk 12704, Ygtatyd ARE AL 2 Sle

S, 379 (23%)7H0] 300 mg LY EFS FAFYT LholA] FAE 200 mg (65, 39.9%) E= 100 mg (617,
374%)E AT
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B2 F 60 (16%)T $okol] TR E 18189 2 F 35%(19%)= E3HY,
Abgo] BaE ATHCSR PR-30-5011-C Table 14.1.1.1).

3719] A MDS/AML wj&el A5 & FHAF 717k Fetol RaHh; 14 Ygags Fojwe 34}
(Patient 001024-00004)°1 A 2712 $]ofS Fojrk-e &x}(Patient 001003-00008 2 Patient 033002-00013)14 H
Atk 249 A A2 #E e AR HuiENAY UZumy AsFd &3 199 f&x}(Paﬁent
001024-00004)7F Uetatd wpx[et Fof = 870 who] AP fofwol £33 172 EAk(Patient 033002-00013)
© Aok A Fo & oF 1d vhef] ARATHAA 4361 FR).

A3F 717 ¢ 957
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© MDS/AML

Holg vpd 7]Eo= B Scsoll 23H mE AY A 2A F 9 FFPANY 3T E FA ZH
WY HMDS/AML) F87F RauF ek AAHo R, 7749 MDS/AML Z#7F NOVA F A g($Tol &

g 2] &2 EHolA RuEJI FE AP QUADRA A RolAM 247 1d0] 2. HAZ g, ¢

 ZEIPNA gy os gk BE 3xtoA, MDS/AML HAES 0.9% 91@(751%91 &2 5 79)

9719 ¥ F 772 MDSAL 27 >AMLYTH11S QUADRA Aol Yzetatd] Eroqe;% A4 A (Z, Y
18282 75199 34 5 19; 01%), 13E& NOVA A golM $oFs Fojut o
Z A5 17999 A F 1%; 0.6%). NOVA F AlgA, MDS/AML LA &2 Y
% 59, 1.4%)% %%&(1791%91 g2 3 29, 1.1%)AM FAHITL OCT ZolME, 249 Bl Ui

QUADRA Al golA 1%¢] 327} AMLE B3 1 FE Aol A 1949 $x7F MDSS 213t
ool 3a mF 15F FAA dagel UAh 492 ¢gBRCAmut AWo] YL, 48L& ¥-gBRCAmut 24
o] ANoH, 14> BRCA &AWl Fej7t ¢ A A skt 98| &4 & 8‘%‘3 A ZoA BEe 1
YTk 792 33k oo A8 sHtay s wokth 8% av Uty FAuAE 79 82 F 49
A AAEAY; ASTdAE &% FAE AYTE A7 Ytk Uad e Fowe 799 34 F
AR F TEE DU %S T2 299 &4 F 19e] AR F FHE Bokrh Ao &3 299
FAE 4~ 5577 B¢ AP ARE wyth Uy AT £33 799 A= 1~ 20F7] 5% AP ARE
Hhgrth 99 o] A F 790l >4F7] He AE ASE Wdth. MDS/AMLS AlE AE FE F 15~ 870
o] AuYA g 399 A= MDS/AML 2H Aol 34 &9 (25 gt 9%91 2 7 3w A
B 19 Uztag s TP AR 282 §okS Fojire gt
2E Zdd U ddd FHAHES CSR PR-30-5011-C, Section 14.3.3, CSR PR- 30-5020-C, Section 14.3.3, %
CSR PR-30-5011-C2-FE, Section 14.3.3°] 250 it}
MDSE n#H Ao A £3] Bt o)A HAAH =8 AWo|th. MDSE 743 S4(d, YA =&,
ssta W ofE), A FAA o)y, B 71g 4o sty AW Ado] YU MDS $aks #
S T UEE HPT ASOE ERAZ F Ak 28 s A ARt E5oAE FHAE, f‘i*fzﬂ,
Hargs EUE JRE T3 IPSS-R(Revised International Prognostics Scoring System)o|T}. ©
4 7bE3 4%, Table 4991 7148 v} Zo] NOVA 5 AF Aol diste] A|F=of gl
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kol A 109 (6%) S $A7E aRTtaFEAET Aol vd Ugay AaddMe &
7b @A AaEs P AT (Table 24). PEYE UEhd 43734359 TAELS UddPE Fowre %‘rx}oﬂfﬂ
S Foure BatolM 0109 THCSR PR-30-5011-C Table 143.1.23). A o2, drApR4LFL
gBRCAmut7} §l= #AF(H]-gBRCAmut; 23198 9] 32+ 5 1287, 55%)°ll Hl3] gBRCAmut(136 2 4+ F 974,
71%)7F A& YetHoR A3 SAoA o &3] £6"E}(CSR PR-30- 5011-C Table 14.3.1.16A).
%, 12498 (34%)°] Grade 3/4 2Rt 42FS FPITh 48 (1%)S &2 Grade
3/4 HHg wEo] Yeluy 85 FHIITHCSR PR-30-5011-C Table 14.3.1.16B % Table 14.3.1.16G). Ue}3}§
o2 AEWE I F, Grade 3/4 4T 4TY FAEL gBRCAmMut(38%) LT ES} H-gBRCAmut(32%) 2
C AFSITHCSR PR-30-5011-C Table 14.3.1.16B). 91%F-& Fojuhd 1%(<1%)9] #A7} Grade 3 A%t
&£F5< Z3IE o FAE o] At HHTOH AEorE %‘—%ﬂﬂ.
E 1%)®

m
=
X
o

97 gk,
AAHOE, Yehshge Relle 129(%)9 B4% A%S Fol e 19(<1%)9 #2471 of 4FY o4 2
24 AYFe Fegnh

©® adst

e Uguge B 36799 A F 719(19%)F ke Fewe 17999 A F 8% (5%)0lA
TEAEZ HI ) SAER 758 w2 Itk Uetad AE5TolA gBRCAmut LS E] 43k 27 9] &4
(Patients 033002-00016 %! 049010-00003)7F 1d<H3 917](hypertensive crisis)& EATH o] F 182> His
p¥tol YAUTHCSR PR-30-5011-C Table 143.1.1A ¥ Listing 1627.1). EE T3 1Y FAHELS
gBRCAmut ZEEA 21%(136'8 2 &4 F 29%), Hl-gBRCAmut ZZE|A 18%(231% 2 A 3 42%)%ch.
]t PEY BAEL Yty A 5Tl 029, 9 FolA 0.08%FHCSR PR-30-5011-C Table 14.3.1.21).
Grade 3 1852 YUetaty A sl &3 3679 A4 5 308 8% BAHUIL Grade 3 1EUA 9171
= 2%(<1%)A RuEglon, oo HE fefrodE 4W(2%)°] Grade 3 TE}E HIFPTHCSR
PR-30-5011-C Table 14.3.1.10); Uetatg A goll &3 o] & 3278 F 158 (47%)< 185 ¥ys BIHTHCSR
PR-30-5011-C Listing 16.2.7.4). Grade 4 T 8%o] tidt R §i9ih
T, HEE 9 FAF BEo] Qe o=kl AlF 120 kgol 5041 o (Patient 049010-00003)ell4 1749] 11
NI M %Ol SAEZ HIHI ols A5 FEOE oozt o &A= AF 7K B HAZRE
(bisoprolol) & E-§ Zo]ATHCSR PR-30- 5011-C Table 14.3.2.2, Listing 16.24.2, & Listing 16.2.9.8). ©] #A}=

2 F7] &%l 31@%“3 A7 7ARstd ARE FHAD(HS T G dYol 160/100 mmHg A=), A @A

of ofsf Foig 2 A5t #AY WMo HWH F WA BRiE AR oF 179 Fof BAHT By 59 o
el siA= AT o] W WA FA, fas FFAE o]FHUL Yol 200/102 mmHgR O THFIH, A
AR g gaFol A AP F 157Y Fo] FA49 e 130/90 mmHg o2 HAHAT 449 H
ojzgkel FYe 140/80 mmHglth A@7I F Ryd HAd e F7] 1, 15€A Eig 150/100
mmHg# T (CSR PR-30-5011-C Listing 16.2.9.1). A&l #¥ Al B4 ofEo& HAZEE(25 mg QD PO)F #
EXHZUEF53E (pantoprazole sodium sesquihydrate) (40 mg QD PO)7F =Y, o] w39 AHEA,




Az g &7F] 625 mg QD PO2E ZF7H3 27| 28 (ramipril) 5 mg QD PO7} F7hE AATHCSR PR-30-
5011-C Listing 162.9.8). &84 91718 R1g & A= o] ¥ oty 7|8 e FFA7A X33 1
g A87t BuHA Gk

Uetatg A8l 5%(1%) e 47 18 wEol Fol ATAE AFAL 5% (1%)0] &F HEE MY
FTHCSR PR-30-5011-C Table 14.3.1.13 2 Table 14.3.1.14).

&% 2AmT op gt FuPYA Fols 5 s 1UYLE AF tE AP AR FUo|Y SAEZL i
HA dotorng, FaES Ao HYTHCSR PR-30-5011-C Table 14.3.1.15 % Table 14.3.1.6).

T571 2 §47) o] wojzeRlgARE Y] A S7tE AES 2, A5 F AU St B H TR

ol Uty ARTAM ¥ w71+ AT Utaty ARLH Aok bl A9 Aols RAHA S THCSR
PR-30-5011-C Table 14.3.5.10). A @e] € F§, wlo|zeiloMREH o F7te] Ha 2 Fdgpe F AF5Tl
ARF skt 7] B 847 o] wlolxEeldA R o B WK (+SE)= 44 Figure 14 3 Figure

150 ANl Uk Au) Wakel YMAFAAE, Tz Wt 2R ol ATl ARE Y FF W}
slekeel mal Yug Aewdd i § E0E AL HozEy

6.5.3. 113 4] YA A H (Non-pivotal studies) (213t 319
- ger Y A A Bx

65.7. FEA Ao th3 2o 5 AE

Vet g
STUDY NOVA(3%)
Fol &5 300 mg, 1¥ 13
BREE 23} ol4be] M7y
X4 73 iL E_OL:]_]{HO R
Eoz _ A B_RCA = |
Al 2ok A&t 2] ok
] 3z} 372 181 138 65
(mii?h) 11.3 4.7 21.0 5.5
HR 0.38(<0.0001) 0.27(<0.0001)
0S ~ ~ ~ ~
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HR 0.73(0.15) -
A o] Ak
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g0l Ao\, e BAE WD S ARE WEAoR v Jd|, B of AL WZo] Aol
WAL e A @A o ARel W B F RS AL o|oe] HFAHA YA A ABE
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o ofgo] WP A AR F W %S A7) S8 e AEHol AF 27HT Yk

o SolA-sla B

Jebshe 4A% a4 As%e

£ 2R BE 1A fEA BT A9 Sstas 453 & Yty
Fol g PFS7F ARt o 4A Yebdth gBRCAmut ZZE WolA PFS 4 22 21.070€
7 5570 Lol ATHHR: 0.27; 95% CI: 0.173, 0.410)(p<0.0001). ¥]-gBRCAmute] HRDpos #Abroll A PFSe Ueta}d
o] kRt fosA o ZAow129/h€ ul 3871Y; HR: 038 95% CI: 0243, 0.586; p<0.0001), A H|
-gBRCAmut ZIEA fAGH 237 A ATH9.370E of 3.970€; HR: 045; 95% CIL: 0.338, 0.607; p<0.0001).
F AZEY RE FAE 7 R gz 53 2N w29 PR Yty £49 Al o 211344
th 4770€; HR: 0.38; 95% CI: 0.303, 0.488; p<0.0001).
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« FDA 37} : 2017.03.27.
- HRD 7| EE 7dtete] Yetatg o] labeld] JHE YA S A

POSTMARKFTING COMMITMENTS SUBJECT TO REPORTING REQUIRFMENTS
UNDER SECTION S06B

We remind vou of your postmarketing commitments:

3187-2  Submdt to FDA the appropriate analytical and clinical validation study for the in
vitro diagnostic assay used to identify patients with epithelial ovarian, fallopian
tube, or primary pentoneal cancer with homelogous recombination deficiency
(HED) i clinical trial entitled ~“A Phase 3 Randonuzed Double-Blind Trial of
Maintenance with Niraparib Versus Placebe in Patients with Platinum Sensitive
Orvarian Cancer” to inform product labeling for both the device and for niraparib.

The tumetable you submitted on March 6, 2017, states that vou will conduct tlus study according
to the following schedule:

Final Report Submission: 122017

« EMA 37} @ 2017.11.16.
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