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CONTRAINDICATIONS
There are no contraindications for LYNPARZA.

WARNINGS AND PRECAUTIONS
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fh& 'abe’ in patients who developed MDS/AML was
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chemotherapy with platinum agents and/or
other DNA-damaging agents, including
: - radiotherapy.
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advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated

In combination with abi/pred in BRCAm* mCRPC

PROFGUﬂd: Mﬂﬂﬂl‘herﬂpy analysis. In PAOLA-1, of patients with newly
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. . ; positive status, the incidence of MDS/AML was
HRRM*mEREE, cduding BRCAM 1.6% (4/255) in patients who received LYNPARZA
and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
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received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of

LYN PI_11.2023: p2/ > "Select patients far this indication based on an FDA-approved companion diagnostic for LYMPARZA.
gi%ﬁll/aglgmg) HIOVIA LAAD (Longitudinal Access and Adjudication Dataset) prescription claims data, National Prescription Audit as of April 2024, #1 for new prescriptions and for total prescriptions. Please see additional | mpo rtant SEfet}'
abi=abiraterone; abi/pred=abiraterone plus prednisene or prednisolone; BRCAmM=BRCA-mutated or BRCA mutation(s); enza=enzalutamide; gBRCAm=germline BRCA-mutated; Information thro ug hout and com pl ete Prescribi ng
HRERm=homologous recombination repair gene-mutated; mCRPCzmetastatic castration-rasistant prostate cancer; O5=overall survival; PARPi=poly (ADP-ribose} polymerase inhibitor; " . . " . .
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- Important Safety

Information
PROpel Efficacy
CONTRAINDICATIONS
PROpel Safety and Tolerability There are no contraindications for LYNPARZA.

WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination
regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including
radiotherapy.

PROfound Efficacy
PROfound Safety and Tolerability
Summary

References and Abbreviations

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.
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Tryggvadottir 2007:
p930/col2/91/In13-15,
14/In1-2; p931/coll/13/
In1-3; p932/col2/92/
In1-4, 8-15

Tryggvadottir 2007:
p930/col2/91/In13-15,
14/In1-2; p931/coll/f3/
In1-3; p932/col2/f2/
In1-4, 8-15

* Na 2017 p3/82.1/91/

Initial therapy at diagnosis of BRCAm mCRPC is a pivotal

treatment decision

mCRPC is more aggressive in BRCA mutation carriers

At diagnosis of prostate cancer, BRCA mutation
carriers exhibited:

Lower mean age From a review of 596

Among patients with gBRCA mutations compared
to noncarriers

>2x had Gleason scores =8

patients diagnosed with

More advanced prostate cancer in Iceland g 34%
tumor stage — from 1955-2004, 30 patients

with BRCAZ mutation were Non-gBRCAm -
Higher tumor grade matched with 59 control,
(Grades 3-4) noncarrier patients.

From a retrospective analysis of patients with locally
advanced prostate cancer (n=1302) of which 67 patients had
a gBRCA mutation.

In1-3,9-10; p5/83/91/
In3-5; p6/83/13/In1-6;
pl2/Fig2C

* CALC: 3 is half of 6

Na 2017 p12/Fig2C

|
-

* Na 2017 p3/82.1/91/

Median survival for those with BRCA1/2 or ATM gene mutations was half that
of those without mutations

In a separate retrospective study based on a subgroup analysis of patients with metastatic prostate cancer
(n=122)*

Patients with BRCA1/2 or ATM gene 3
mutations (95% Cl: 1.5-4.5) years
Patients without mutations 6
(95% CI: 4.5-7.5) years

In1-3; p4/82.2/11/In1-2;
p5/83/11/In3-5; p6/83/
13/In1-6

CALC: 313+486=799

—>

"Subgroup of patients with metastatic diseaze at the time of diagnosis (n=122) whose germline DMA was sequenced. From a retrospective case study of pationts with prostate canoer {n=799).
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Important Safety
Information
CONTRAINDICATIONS

There are no contraindications for LYNPARZA.

WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination

<——regimen, consistent with the approved

indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated

Castro 2014: p2/
col 1/95/In1-4; p3/
col1/92/In1-3; col2/
11/In7-10

Revised from

analysis. In PAOLA-1, of patients with newly

< diaghesed-advanced ovarian cancer with HRD-

positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
and 2.3% (3/131) in the control arm.

SOLO-2, patients with BRCAm platinum-
sensitive ovarian cancer, the incidence
of MDS/AML was 8% ( in patients who
received LYNPARZA and 4% (4/99) in pati
who received nlacebhn. The duration of

Please see additional Important Safety

Information throughout and complete Prescribing

Information, including Medication Guide.

Important Safety
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+
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Prostate | PROpel: Combination Therapy

PROpel studied LYNPARZA + abi/pred vs placebo + abi/pred
(active comparator) in patients with mCRPC

PROpel was a randomized, double-blind, placebo-controlled, multicenter, phase 3 trial'’ K

ITT population (N=796)*

« mCRPC with or without HRR mutations

Exploratory BRCAm subgroup (n=85)
« FDA approval of LYNPARZA + abifpred was based on an exploratory subgroup in BRCAm patients

ITT population was randomized 1:1 to receive either LYNPARZA + abi/pred or placebo + abi/pred

= (=)
LYNPARZA (300 mg BID) + abiraterone (1000 mg QD)
with prednisone or prednisolone (5 mg BID) (n=399)

Patients were stratified by metastatic site and whether they received prior docetaxel
at the mHSPC stage. BRCAmM was not a stratification factor. Prior abiraterone was not
allowed. LYNPARZA was continued until ohjective radiclogical disease progression
determined by investigator or unacceptable toxicity,

placebo + abiraterone (1000 mg QD)
with prednisone or predniselone (5 mg BID) (n=397)

Primary endpoint:
. Radiological progression-free survival (rPFS) by investigator assessment’
Additional efficacy outcome measure
« Overall survival
Safety and tolerability

Exploratory BRCAm subgroup analyses

« Investigator-assessed rPFST and O5 in patients with BRCAm mCRPC (n=85)
« Sensitivity analysis of rPF5 by BICR

Select Baseline Patient Characteristics >

" All patients received a GnRH analog or had prior bilateral orchiectanmy.
PrPFS assessed by investigator per RECIST v1.7 (soft tissue) and PCWG3E (bane) criteria.

BICR=blinded independent central review; BlD=twice daily; GnRH=gonadotropin-releasing hormane; ITT=intent-to-treat; mHSPC=metastatic hormone-sensitive prostate canoar;
PCWG3=Prostate Cancer Working Group 3; QD=once daily; RECIST=Rasponse Evaluation Criteria in Solid Tumors.

@ Study Design rPFS Overall Survival

{ Prev Slide Next Slide »
Important Safety
Information
CONTRAINDICATIONS

There are no contraindications for LYNPARZA.
WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination
regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.

Important Safety
Information

+

Indications -
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PROpel Study Design

PROpel was a randomized, double-blind, placebo-controlled, multicenter, phase 3 trial'”’
LYN PI_11.2023: p14/col2/
] §14.8/M1/In4-6
ITT population (N=796)* Clarke 2022: p3/col2/
» mCRPC with or without HRR mutations o Table 1/row 23-26

Exploratory BRCAm subgroup (n=85)
« FDA approval of LYNPARZA + abi/pred was based on an exploratory subgroup in BRCAm patients %’/\:nﬁ'aﬂﬂzfzs";aﬁw/ coly

ITT population was randomized 1:1 to receive either LYNPARZA + abi/pred or placebo + abi/pred

P

l @)

LYNPARZA (300 mg BID) + abiraterone (1000 mg QD) placebo + abiraterone (1000 mg QD) R
wlﬂl-?!:fldnimi_nrprldnhn[mj! mg BID) (n=399) with prednisone or prednisolone (5 mg BID) (n=397) A
Patients were stratified by metastatic site and whether they received prior docetaxel g”eifif;tt';fj;jfjg;‘ncer
at the mHSPC stage. BRCAm was not a stratification factor. Prior abiraterone was not in Combination with
allowed. LYNPARZA was continued until objective radiological disease progression Abiraterone and
determined by investigator or unacceptable toxicity. Eiﬂ?!iﬁ[’fmgam pl4/
Prl-n'lﬂl'}' Enr.lp oint: col2/§14.8/91/In4-6;
> : . : : % i : Ing-12
11L2\;’1\| 1Pl3_11~2023: p15/coli/ - Radiological progression-free survival (rPF5) by investigator assessment’
n -
Additional eficacy outcome measure
-LYN PI_112023: pi5/coll/ . —> - Overall survival -§LPYR|\(I)P|,I1/1522-:>:2P74§7%/
92/In3 pe n1-2; 92/all;
. SHf'E'I}F ﬁl"id tulerahility 93-6/all; p8/coli/q1/all;
Tablel6

Exploratory BRCAm subgroup analyses

-LYN PI_11.2023: p15/coll/
93/In1-2; 95/all, Table 28

« Sensitivity analysis of rPFS by BICR

LYN PI_11.2023: p14/col2/ . ) . ) :
§14.8/91/In6-8 —> " All patients received a GnRH analog or had prior bilateral orchiectomy.

TrPFS assessed by investigator per RECIST v1.1 (soft tissue] and PCWG3 (hone) criteria.

LYN PI_112023: p15/coll/ /

Clarke 2022: p3/col1/92/
all

Important Safety Information
- CONTRAINDICATIONS

There are no contraindications for LYNPARZA.

WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid Leukemia (MDS/AML): Occurred in approximately 1.2% of patients with various BRCAm, gBRCAm, HRR gene-
mutated or HRD-positive cancers who received LYNPARZA as a single agent or as part of a combination regimen, consistent with the approved indications, and the
majority of events had a fatal outcome. The median duration of therapy in patients who developed MDS/AML was approximately 2 years (range: <6 months to >4
years). All of these patients had previous chemotherapy with platinum agents and/or other DNA-damaging agents, including radiotherapy.

In SOLO-1, patients with newly diagnosed advanced BRCAm ovarian cancer, the incidence of MDS/AML was 1.9% (5/260) in patients who received LYNPARZA and
0.8% (1/130) in patients who received placebo based on an updated analysis. In PAOLA-1, of patients with newly diagnosed advanced ovarian cancer with HRD-

@ Please see additional Important Safety Information throughout and complete Prescribing Information, including Medication Guide.
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Select patient baseline characteristics
CONTRAINDICATIONS
DR | i There are no contraindications for LYNPARZA.
[YNPARZA + abVpred (3% Easatialishirbin _ | WARNINGS AND PRECAUTIONS-
BRCAm status, n (%) BRCAm 47 (11.8) 38 (9.6) Myelodysplastic Syndrome/Acute Myeloid
BRCAm not identified 352 (88.2) 359 (90.4) Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
—BRUAM Stalus was assessed alter randomiZation and Defore primary analysis by both NGS-based tumor tssue and ctDONA Tests. BRCAm BRCAm, gBRCAm, HRR gene-mutated or HRD-

somatic mutation status of patients.

§14.8/11/In4-6

LYN PI_11.2023: p14/col2/

classification criteria in line with the FDA-approved assays were used to determine the deleterious and suspected deleterious germline or

<——positive cancers who received LYNPARZA as a

rows 25, 27-28

CALC:

LYN BRCAm: 38+9=47
placebo BRCAm: 35+3=38
BRCAmM unknown=HRRm
unknown

LYN non-BRCAm: 399-(47
+9)=343

placebo non-BRCAm: 397-
(38+9)=350

single agent or as part of a combination
regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy

LYN PI_11.2023:
p15/coll/91/all

LYN PI_11.2023: p15/coll/

in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4

Table28/rowl

ODAC Sponsor
Briefing

years). All of these patients-had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including

Document_29Mar2023
/p98/Table D1/col5-6/
rows

Clarke 2022: p3/col2/Tablel/

w patientswith-mewly diagnosed

, cidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated

row 2

LYN PI1_11.2023: p15/coll/
13/In3-4

ODAC Sponsor Briefing

-analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
positive status, the incidence of MDS/AML was
6% (4/255) in patients who received LYNPARZA

sensitive relapsed ovarian cancer, the incide
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients

who received nlaceho. The duration of

Please see additional Important Safety
Information throughout and complete Prescribing

T - BRCAm
L?HFHHZE-I- Rlarebho =1 wp slajgelle
ihifpl'_ﬂ'ﬂ LT EL : LWFMﬁ+ [ Y0 F
(n=399) ‘abi/pred pred
(n=47)
Clarke 2022: p3/col2/Tablel/
o2 = [Age, median (range) years 69(4391) | 70(46-88) ||[ 67(43-83) | 70(46:85) | | —
Race (%) White 70 72
Aéia 17 22 radiotherapy.
Do PROpel 2075 P2 : [ Hispanic or Latino 17| 13| < ~iaricad BRCAM oTARERT

Clarke 2022: p6/Fig2/all 3 rows Black or Jj!'uffiCEll'l 3 9
before last row American
White: 282 Gleason score, n (%) =8 265 (66.4) 358 (65.0) 34 (72.4) 25 (65.8)
+275=557/796=0.699 or 70%
ASian: 66+72-138/796-0.173 Missing 13 (3.3) 5(1.3) 3(6.4) 1(2.6) <
K O ean smercan: ECOG performance status, n (%) 0 286 (71.7) 272 (68.5) 36176:6) 20152:6]

1 112 (28.1) 124 (31.2) 11 (23.4) 18 (47.4)

Clarke 2022: p3/col2/Tablel/
rows 35 / Missing 1(0.3) 1(0.3) 0 0 and 2.3%

ovses ~ | [symptomatic(BPL:SF 24 and/or opiate use).n (%) 103(25.8) |  80(20.2) 15 (31.9) 10 (26.3) InSQLO:2, patients with 21
Tabk 180 Smotomaes Site of metastases, n (%) Bone only 217 (54.4) 217 (54.7) 25 (53.2) 20 (52.6)
Clake 2022, piFig2ion &9 | Visceral 53 (13.3) 52(13.1) 5(10.6) 8(21.1) B
LYN:
2171399-0.544 o1 54 4% / Other 129 (32.3) 128 (32.2) 17 (36.2) 10 (26.3)
129/399=0.323 or 32.3%
D 0547 or 5479 Docetaxel treatment at mHSPC stage, n (%) 95 (23.8) 94 (23.7) 10(21.3) 11 (28.9)
52/397=0.131 or 13.1%
128/397-0.322 0 32.2% Median PSA, pg/L (IQR) 17.9 (6.1-67.0) [ 16.8 (6.3-53.3) | 9.0 (7.0-78.8)| 22.5 (8.1-53.0)

Clarke 2022: p6/Fig2/row 9
CALC:

LYN: 95/399=0.238 or 23.8%
placebo: 94/397=0.237 or
23.7%

Clarke 2022: p3/col2/Table
1/row29

e

. - X z _ E /p98/Table D1/col5-6/
cluding Medication Guide. row15-17

DOF PROpel 2023: p5/
Table 1B/"Docetaxel"

Important Safety
Information

+ +

Indications

DOF PROpel 2023: p5/Table
1B/"Median PSA"

D1/col5-6/row12

Calc:

LYN+abi pts (n=47)

with missing score:

47 - (34+10)=3
3/47=0.64x100%=6.4%
Placebo+abi pts (n=38)
with missing score:

38 - (25+12)=1
1/38=0.026x100%=2.6%

Document_29Mar2023/p98/Table

ODAC Sponsor Briefing

D1/col5-6/row9-10

Document_29Mar2023/p98/Table

ODAC Sponsor
Briefing
Document_29Mar2023
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Clarke 2022: p3/col2/Table1/rows 25, 27-28
CALC:
LYN BRCAm: 38+9=47
placebo BRCAm: 35+3=38
BRCAm unknown=HRRm unknown
LYN non-BRCAm: 399-(47+9)=343
placebo non-BRCAm: 397-(38+9)=350
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Rob McMichael
Rectangle

Rob McMichael
Callout
Clarke 2022: p3/col2/Table1/row 2
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Clarke 2022: p6/Fig2/all 3 rows before last row
CALC:
White: 282+275=557/796=0.699 or 70%
Asian: 66+72=138/796=0.173 or 17%
Black or African American:
14+11=25/796=0.031 or 3%
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Calc:
LYN+abi pts (n=47) 
with missing score: 
47 - (34+10)=3  
3/47=0.64x100%=6.4%
Placebo+abi pts (n=38)
with missing score:
38 - (25+12)=1
1/38=0.026x100%=2.6%
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CALC:
LYN:
217/399=0.544 or 54.4%
53/399=0.133 or 13.3%
129/399=0.323 or 32.3%
placebo:
217/397=0.547 or 54.7%
52/397=0.131 or 13.1%
128/397=0.322 or 32.2%
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LYNPARZA® (olaparib) tablets 150 mg

Pl PROpel Efficacy < Prev Slide Next Slide >

MENU olaparib

tahicts. gomg

LYN PI_112023: Prostate | PROpel: Combination Therapy

psico/g3/nt 2 94 \ Im portant Safe ty
FDA approval was based on an exploratory BRCAm subgroup In formatinn LYN PI_112023:

p15/coll/Table 28/col2-3/

LYN PI_11.2023: p14/col2/

“wi | ———— | LYNPARZA + abi/pred demonstrated improvement in rPFS CONTRAINDICATIONS

row 1

mCRPC"); p15/col1/94/

e VS P’ﬂﬂ&bﬂ + ﬂbl[pmd n pﬂﬂenfs Wlfh BRCAm mCRPC There are no contraindi s for LYNPARZA.
e Median rPES WARNING PRECAUTIONS
015/col1/Table 28/ rPFS by investigator assessment in exploratory BRCAm subgroup . ” T laceh odysplastic Syndrome/Acute Myeloid
col2-3/row3-5; | bi/ored + P E':T D; Leukemia (MDS/AML): Occurred in
Figure 12 160 935 76 Focsessiononoean - | ied it i ki approximately 1.2% of patients with various
% : o HR=0.24 (95% CI: 0.12-0.45) Not reached 8 months BRCAm, gBRCAm, HRR gene-mutated or HRD-
0 ; ; s positive cancers who received LYNPARZA as a
g —"" tonpdza (95% CI: NR-NR) (95% Cl: 6-15) single agent or as part of a combination
e : i (r1=47) regimen, consistent with the approved
5 i indications, and the majority of events had a ONPLA2S:
= - 60% i BRCAm subgroup (n=85) fatal outcome. The median duration of therapy S
N Events, n (%): 14/47 (30) with - |_in patients who developed MDS/AML was e
B R LYNPARZA + abi/pred and 28/38 (74) approximately 2 years (range: <6 months to >4
| smmmme——— e L Lo with placebo + abi/pred. Results years). All of these patients had previous T ETTE
i ! - . — e rom the asSESSMENt Were chemotherapy with platin 015/colL/T6/all
B8 3 ) @ & 1gidz t i W N a7 o consistent with the investigator- -damaging agents, including
:ii'r;;?t:rp‘:hm:'dm; wh 4] & 49 M:Elnm::m“3?nd‘::m-“:’ﬂl“ 14 14 T 5 a radiﬂtherapy.
n'm.&-u..-.:r.-..f: 38 33 329 22 @ 16 13 131 W 7 & & ¥ 0 @ was not a stratincation factor in In SOLO-1 : patientﬂ with HEWI'}I' diﬂgﬁﬂSEd YN P 112023 p14/
PROpel, and analysis was not controlled <—advanced BRCAM ovarian cancer, the incidence seeti ooy
forType1 error. of MDS/AML was 1.9% (5/260) in patients who
j ITT population (n=796) received LYNPARZA and 0.8% (1/130) in patients
CYN PT_112023: pi5/coli/ Statistically significant improvement who received placebo based on an updated YN PI_112023:
pe e s in rPFS* was observed for LYNPARZA analysis. In PAOLA-1, of patients with newly e
HR=76% reduced risk + abi/pred compared with placebo + diagnosed advanced ovarian cancer with HRD-
abi/pred. positive status, the incidence of MDS/AML was
Patients without an identified 1.6% (4/255) in pa_tients who received LYNPARZA
BRCAm (n=711) and 2.3% (3/131) in the control arm.
Results from an exploratory analysis In SOLO-2, patients with BRCAm platinum-
in this subgroup (HR=0.77 [95% ClI: sensitive relapsed ovarian cancer, the incidence ;Tsl\;gﬁm?ﬁ
0.63-0.96]) indicated that the of MDS/AML was 8% (15/195) in patients who
improvement in the ITT population received LYNPARZA and 4% (4/99) in patients
was primarily attributed to the who received nlaceho. The duration of
results seen in the BRCAm subgroup. Please see additional Important Safety
Information throughout and complete Prescribing
"rPFS assessad by investigator per RECIST w1.1 {soft tissue) and PCWG3 (bone) criteria. ]I'Ifﬂ'r matiﬂn, iHCIUding MEdicati'ﬂn GUidE-
@ Study Design rPFS Overall Survival indications e important Safety b
Information
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LYNPARZA® (olaparib) tablets 150 mg

Lynparza

MENU olaparib
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~4.7 years median PFS with LYNPARZA and ~1.2 years with placebo

100

9o RISKREDUCTION OF DISEASE
PROGRESSION OR DEATH

939% 7

84%
S e e HR=0.24 (95% Cl: 0.12-0.45)
80 ‘ 72%
' {9596 (1 56-&1)
E 70 - : LYNPARZA
= v ! +abi/pred
£ 60 : i (n=47)
1 i
E 50 ! ; :
= 60% - :
8 ap (5% CL-43-74) :
: | i B
The analyses at 6, 12, and 18
E 30 months :re based on H:plan—h!eier ﬂﬁﬂ_ﬂ :
estimates and are descriptive only; ¢ ] —:
the PROpel trial was not powered to . | b
20 assess a statistical difference in rPF5 : : I e
between treatment groups at these i giﬁ i + abi/pred
10 time points. . : | ; (n=38)
| I |
. | Year1, Year2 _
0 2 4 6 8 10 12 14 16 18 20 22 24 26 2B

Mumber of patients at risk
LYNPARZA + abi/pred 47 44 43
placebo + abi/pred i8 33 29

Months since randomization

40 40 38 36 33 32 27 16 14 7
22 20 16 13 11 10 7 6 & 2 H 0

X

{ Prev Slide Next Slide »
Important Safety
Information
CONTRAINDICATIONS

There are no contraindications for LYNPARZA.
WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination
regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.

Important Safety
Information

Indications - -



LYN PI_11.2023:
p15/col1/93/In1-2; 94-5/
all

LYN PI_11.2023: p15/col1/
§14.8/93/In3; 94/In2-5

LYN PI_11.2023:

olaparib
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Pl

PROpel Efficacy

Prostate | PROpel: Combination Therapy

FDA approval was based on an exploratory BRCAm subgroup

LYNPARZA® (olaparib) tablets 150 mg

Overall survival for LYNPARZA + abi/pred vs placebo + abi/pred
in patients with BRCAm mCRPC

pl5/coll/Table 28/
col2-3/row 1, 6-9;
Figure 13
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OS in exploratory BRCAm subgroup
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70""5 REGUCTION IN RISK OF DEATH

HR=0.30 {95% CI: 0.15-0.59)

L IE-Eh
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Year3!

B LYNPARZA
+ abifpred
05 fn=47)

placeba
—  + obifpred
28% [R=35}

Median 05

LYNPARZA +
abi/pred

placebo +

abi/pred

Not reached 23 months

(95% CI: NR-NR) (95% Cl: 18-34)

BRCAm subgroup (n=85)
Events, n (96): 13/47 (28) with
LYNPARZA +abi/predand 25/38 (66)

with placebo + abi/pred. BRCAm

O

Number of patients at tisk

LYNPARIA = abdipred a7
Slacebnr + abbiperd 3B
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status was not a stratification factor in
PROpel, and analysis was not

_controlled for Type 1 error.

LYN PI_11.2023:
p15/coll/Table 28/col2-3/
row 9

CALC: 100%-30%
HR=70% reduced risk

ITT population (n=796)

OS for LYNPARZA + abi/pred
compared to placebo + abi/pred did
not reach statistical significance in the

ITT population.

Patients without an

identified BRCAm (n=711)

Results from an exploratory analysis
in this subgroup (HR=0.92 [95% ClI:
0.74-1.14]) indicated that the
improvement in the ITT population
was primarily attributed to theresults

seenin the BRCAm subgroup.

In PROpel, crossover from placebo to receive
LYNPARZA + abi/pred was not allowed.

Study Design

rPF5

Overall Survival

< Prev Slide Next Slide >
Important Safety
Information
CONTRAINDICATIONS
There are no contraindications for LYNPARZA.

WARNING PRECAUTIONS

odysplastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-

regimen, consi with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had [

chemot i atinum agents and/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence

LYN PI_11.2023:
pl5/coll/Table 28/
col2-3/row 1, 6-9;
Figure 13

LYN PI_11.2023:
p15/col1/Table 28/col2-3/
row 1,7

CALC: 47+38=85

LYN PI_11.2023: p14/
col2/sect14.8/91/
In10-11

LYN PI_11.2023: p14/

of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
<and 2.3% 3/131)-inthe controlarm.

92/In5-7

col2/secl4.8/parall/lnd
Clarke 2022: p15/coll/

LYN PI_11.2023:

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients

p15/col1/94/all

Clarke 2022: p3/coll/

<«—wheareceived nlacebo. The durafion of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.

Important Safety
Information

+

Indications -

11/In8-9
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LYNPARZA® (olaparib) tablets 150 mg

— L.V”P'arza P| PROpel Efficacy < Prev Slide Next Slide >
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Important Safety
Information
b e e A . o S There are no contraindications for LYNPARZA.

WARNINGS AND PRECAUTIONS
Myelodysplastic Syndrome/Acute Myeloid

OS in exploratory BRCAm subgroup x Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various

% BRCAm, gBRCAm, HRR gene-mutated or HRD-
70 REDUCTION IN RISK OF DEATH

1'3'3] - positive cancers who received LYNPARZA as a
o0 k—l-g-%mmrm 2% HR=0.30 (95% CI: 0. 15-0.59) single agent or as part of a combination
25% regimen, consistent with the approved

Sl . indications, and the majority of events had a

— - 5% C)-56-62) irf;fi‘; fatal outcome. The median duration of therapy

m=4?'; in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including

radiotherapy.
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The analyses at 6, 12, and 18 gﬁiﬂ-mm I[

30 months are based on Kaplan-Meier
estimates and are descriptive only;
the PROpel trial was not powered to
20 assess a statistical difference in rPFS
between treatment groups at these
time points.

placebo ] . .
+ abi/pred In SOLO-1, patients with newly diagnosed

28% (n=38) advanced BRCAm ovarian cancer, the incidence
iy of MDS/AML was 1.9% (5/260) in patients who
: received LYNPARZA and 0.8% (1/130) in patients
, ! who received placebo based on an updated
5 __ Yeari! Year2 ! __ Year3! analysis. In PAOLA-1, of patients with newly

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 diagnosed advanced ovarian cancer with HRD-
Number of patients at risk Months since randomization positive status, the incidence of MDS/AML was
LYNPARZA + abijpred 47 47 47 47 45 42 41 41 39 38 37 35 35 35 34 34 33 29 21 13 8 5 0 1.6% (4/255) in patients who received LYNPARZA

placebo + abifored 3 38 37 25 34 34 31 3 W 2N 19016 15 14 12 12 11 8 3 2 0 O and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.

[i i Important Safety
Indications .
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Revised from
US-73132, p6, marked
changes, content
otherwise is a direct lift

LYNPARZA® (olaparib) tablets/150 mg

Pl PROpel Safety and Tolerability < Prev Slide Next Slide >

MENU olaparib

bl wpo-mg

Prostate | PROpel: Combination Therapy

In the full study population
Select adverse reactions in PROpel

LYN Pl 11.2023:
/p?/colZ/PROpeI/
. ; ara2/all
LYNPARZA + abi/pred (n=398) [ll| placebo + abi/pred (n=396) » Fatal agverse reactions occurred in 6% of :
patients, including COVID-19 (3%) and
___pneumonias{0.5%)
i ¥*
Ay eran Ranctimee enghey 181N Gntie 3400 * Serious adverse reactions occurred in 39% of
‘i patients. Serious adverse reactions reported in LYN P 11.2023:
Blood and Lymphatic Disorders 529% of patients included anemia (6%), /EZZ%%IPROWV
FA. 48 16 COVID-19 (6%), pneumonia (4.5%), pulmonary
18 HN 3.3 embolism (3.5%), and urinary tract infection
: 14 5 (3%)
Lymphopenia 6 B 1.8 | * Venous thromboembolism (VTE), including
severe or fatal pulmonary embolism (PE),
General Disorders and Administration Site Conditions occurred in patients treated with LYNPARZA. In
: : : 1 38 53 the combined data of two randomized, placebo-
Fatigue (including asthenia) 30 15 | controlled clinical studies (PROfound and
: PROpel) in patients with metastatic castration- < :;/EoTzl/ic??
Gastrointestinal Disorders resistant prostate cancer (N=1180), VTE occurred paral/all
in 8% of patients who received LYNPARZA,
Nausea 30 0.3 including pulmonary embolism in 6%. In the
14 1. 0.3 control arms, VTE occurred in 2.5%, including
; 19 1 pulmonary embolism in 1.5%
Diarrhea 10 03
: -~ 13 0
Abdominal pain 7 B 05

Metabolism and Nutrition Disorders

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

) =

Decreased appetite

LYN PI_11.2023: p8/coll/
~ Table 16/footnotes

16 ‘
4.03.

/7 N
LYN PI_11.2023: p8/coli/ ' Includes anemia, anemia macrocytic, and red blood cell count
Table 16 decreased.

. ; 2 L A . * Includes lymphocyte count decreased and lymphopenia.
Adverse reactions reported in 210% of patients who received LYNPARZA (with a difference of 25% “iliides nhaloniinal discambort AbRiGHtral palir ATl

vs placebo) pain upper, and abdominal pain lower.
I Includes dizziness and vertigo.

Please see additional Important Safety Information throughout and complete Prescribing Information, including Medication Guide.

@ Adverse Reactions ‘ Laboratory Abnormalities Important Safety

Dose Modifications Indications =t ;
Information

+
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olaparib

bl wpo-mg

Pl

PROpel Safety and Tolerability

Prostate | PROpel: Combination Therapy

In the full study population

Select adverse reactions in PROpel

LYNPARZA + abi/pred (n=398) || placebo + abi/pred (n=396)

LYNPARZA® (olaparib) tablets 150 mg

{ Prev Slide Next Slide »

* Fatal adverse reactions occurred in 6% of

patients, including COVID-19 (3%) and

pneumonias (0.5%)
H ¥
Auveres: Beactions Grades 1-4 (W) Grasins 34 () » Serious adverse reactions occurred in 39% of
_ 14 5 patients. Serious adverse reactions reported in
Lymphopenia 5 B 18 | >2% of patients included anemia (6%),
COVID-19 (6%), pneumonia (4.5%), pulmonary
General Disorders and Administration Site Conditions embolism (3.5%), and urinary tract infection
, : , , 38 23 (3%)
Fatigue (including asthenia) 30 T 15 1| Venous thromboembolism (VTE), including
severe or fatal pulmonary embolism (PE),
Gastrointestinal Disorders occurred in patients treated with LYNPARZA. In
30 0.3 the combined data of two randomized, placebo-
Nausea 14 B 03 controlled clinical studies (PROfound and
PROpel) in patients with metastatic castration-
Disthis 19 1 resistant prostate cancer (N=1180), VTE occurred
10 W 0.3 in 8% of patients who received LYNPARZA,
1 _ 13 0 including pulmonary embolism in 6%. In the
Abdominal pain® 7 B 05 control arms, VTE occurred in 2.5%, including
: pulmonary embolism in 1.5%
Metabolism and Nutrition Disorders
. 16 1
Decreased appetite - 0
Nervous System Disorders
* Graded according to the National Cancer Institute Common
. 14 0.3 Terminology Criteria for Adverse Events (NCI CTCAE), version
Dizziness/ - 0 4.03.
' Includes anemia, anemia macrocytic, and red blood cell count
decreased.

2 " . s . . * Includes lymphocyte count decreased and lymphopenia.
Adverse reactions reported in 210% of patients who received LYNPARZA (with a difference of 25% i ! 3

# Includes abdominal discomfort, abdominal pain, abdominal
vs placebo)

pain upper, and abdominal pain lower.
I Includes dizziness and vertigo.

Please see additional Important Safety Information throughout and complete Prescribing Information, including Medication Guide.

Important Safety
Information

@ Adverse Reactions Laboratory Abnormalities Dose Maodifications

Indications -+ -
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LYNPARZA® (olaparib) tablets 150 mg

Lynparza

MENU olaparib

bl wpo-mg

Pl PROpel Safety and Tolerability < Prev Slide Next Slide >

Prostate | PROpel: Combination Therapy

In the full study population

LYN PI_11.2023: p8/col1/ o8 [ [ ] #
ey - Select laboratory abnormalities reported in 220% of patients in PROpel
LYNPARZA + abi/pred (n=398) [l placebo + abi/pred (n=396)
Laboratory Parameter Grades 1-4 (%) Grades 3-4 (%)
Decrease in hemoglobin ET: e 112
: 70 23
Decrease in lymphocytes R — 11 B
Decrease in platelets %g o ég
Decrease in absolute 23 5
neutrophil count 6 N 0

LYN PI_11.2023: p8/coll/
Table 17/footnote

* This number represents the safety population. The derived values in the table are based on the total number of evaluable patients for each laboratory parameter.

Please see additional Important Safety Information throughout and complete Prescribing Information, including Medication Guide.

Important Safety
Information

@ Adverse Reactions Laboratory Abnormalities Dose Modifications Indications e <L
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LYNPARZA® (olaparib) tablets 150 mg

Lynparza

MENU olaparib

bl wpo-mg

Pl PROpel Safety and Tolerability < Prev Slide Next Slide >

Prostate | PROpel: Combination Therapy

YN T 12033, p77coli] In the full study population

SPROpel/Ti/lnst2; /9a/ | T o gro . .
all;95/all; 96/all Dase mad'f'caflans n PROPe,

Changes due to adverse reactions LYNPARZA + abi/pred (n=398)
Dose interruptions due to ARs 48%
Dose reductions due to ARs 21%
Discontinuations due to ARs 16%

e In PROpel, the majority of patients remained on treatment without discontinuing due to adverse reactions (84% for
§pROp_el/?ﬂ1/ln§1F-)z; 2l LYNPARZA + abi/pred)

94/In1-2
Calc: 100%-16%=84%

The most common (>2%) adverse reactions requiring dosage interruption of LYNPARZA were anemia (16%), COVID-19 (69%), fatigue (3.5%),
nausea (2.8%), pulmonary embolism (2.3%), and diarrhea (2.3%). The most common (>2%) adverse reactions requiring dosage reductions of
LYNPARZA were anemia (119%) and fatigue (2.5%). The most common adverse reactions that resulted in permanent discontinuation of
LYNPARZA were anemia (4.3%) and pneumonia (1.5%).

Please see additional Important Safety Information throughout and complete Prescribing Information, including Medication Guide.

Important Safety
Information

+

@ Adverse Reactions ‘ ‘ Laboratory Abnormalities Dose Modifications Indications e
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-LYN PI_11.2023: p13/col2/
§14.7/91/all; 92/In1-2
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LYNPARZA® (olaparib) tablets 150 mg

Lynparza

olaparib

bl wpomg

Pl PROfound Efficacy

Prostate | PROfound

PROfound studied LYNPARZA vs investigator's choice of enza
or abi (active comparator) in patients with HRRm mCRPC
(including BRCAm)

PROfound was a prospective, multicenter, randomized, open-label, phase 3 trial ¥

KEY ELIGIBILITY CRITERIA: mCRPC; progression on prior enzalutamide or abiraterone for the treatment of

meetastatic prostate cancer and/or CRPC; a tumor mutation in at least 1 of 15 genes involved in the HRR pathway

‘ Randemization was stratified by prior receipt of taxane chemotherapy and presence of measurable disease by RECIST v1.1 ‘

Primary endpoint:

BRCA1/2 or ATM gene mutation (n=245)" Other HRR gene mutations (n=142)"
! Cohort A; rPF5 as determaned by BICR using L J !
| RECIST vi.1 and PCWG3 (bone) criteria |

1]#5 i

Select secondary endpoints
[tested sequentially within a hierarchical statistical analysis):

+ Cohort A: Confirmed ohjective responsa rate (ORH]
« Cohort B+B: rPFS 25 assessed by BICR
«Cohort A: 05

1::| rando rnl..?.:aii;: nopen I.a:hei 2 1 randﬁm-izatin.n open label

Investigator’s choice of enzalutamide Investigator’s choice of enzalutamide

or ablraterone (n=83) or abiraterone™ (n=43)

Patients with mCRPC were eligible for PROfound regardless of previous taxane use.
Although patients with PPP2ZR2A gene mutations were enrolled in the trial, LYNPARZA is not indicated
for the treatment of patients with this gene mutation due to unfaverable risk-benefit ratio.

Select Baseline Patient Characteristics >

* HER gene mutations (BRCAT, BRCAZ, ATM, BARDT, BRIPT, COK T2, CHEKT, CHEKZ, FANCL, PALBZ, PRE2R2ZA, RADSTE, RADS1C, RADS 1D, andfor RADS4L) were identified by tissue-based testing
using the Foundation Medicine FoundationOne® clinical trial HER assay performed at a central laboratory. Mo patients were enrolled who had mutations in 2 of the 15 prespecified HRR
genes: FANCL and RADS1C,

" Patients with co-mutations (BRCAT, BRCAZ, or ATM plus a Cohort B gene) were assigned ta Cohort A,
*All patients received a GnRH analog or had prior bilateral orchiectomy,
"BARDY, BRIPT, COKT2 CHEK1, CHEK2, FANCL, PALB2, PPPZR2A, RADSTE, RADS 1C, BADS 10, and/or RADS4L

'Treatment was continued until objective radiological disease progreszion as determined by BICR. Upon radiclagical progression confirmed by BICR, patients randomized to enzalutamide
or abiraterone were given the option to switch to LYMPARZ A,

CRPC=castration-resistant prostate cancer,

il Study Design rPFS

Exploratory rPFS

{ Prev Slide Next Slide »

Important Safety
Information

CONTRAINDICATIONS

There are no contraindications for LYNPARZA.

WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination
regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of

Please see additional Important Safety

Information throughout and complete Prescribing

Information, including Medication Guide.

Important Safety
Information

+

Indications -
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Pl PROfound Efficacy

Lynparza

LYNPARZA® (olaparib) tablets 150 mg

R e e g — g . D . W

e ey O A

Study Design

rPF5

Exploratory Subgroup Analysis for rPFS

Owverall Survival

Exploratory Subgroup Analysis for OS

rPFS for Cohort A+B

{ Prev Slide Next Slide »
Important Safety
Information
CONTRAINDICATIONS

There are no contraindications for LYNPARZA.
WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination
regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.

Important Safety
Information

+

Indications -
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Pl PROfound Efficacy

MEMNU olaparib -

-LYN PI_11.2023: p13/col2/
§14.7/91/all; 92/In1-2
de Bono 2020 p2/col1/92/

PROfound Study Design

{ Prev Slide MNext Slide

>

X

In1-6; col2/93/In1-4

In5-8

LYN PI_11.2023: p2/col2/ M

§1.7/all; p13/col2/§14.7/M/

S

LYN PI_11.2023: p1
§14.7/92/In12-13

3/col2/

KEY ELIGIBILITY CRITERIA: mCRPC; progression on prior enzalutamide or abiraterone for the treatment of
metastatic prostate cancer and/or CRPC; a tumor mutation in at least 1 of 15 genes involved in the HRR pathway

=
Randomization was stratified by prior receipt of taxane chemotherapy and presence of measurak

=disease by RECIST v1.1

LYN PI_11.2023: p3/coll/

COHORT A

/

§2.2/M/all; p13/col2/
§14.7/92/In1-2,8-10; 96/

n1-3

'BRCA1/2 or ATM gene mutation (n=245)"* Primary endpoint:
o Cohort A: rPFS as determined by BICR using
l RECIST v1.1 and PCWG3 (bone) criteria
= " WU mg BIL™ In=10 Select secondary endpoints

LYN PI_11.2023: p3/coll/
§2.2/91/all; p13/col2/
§14.7/92/In1-2,8-10; 96/
[n1-3

2:1 randomization open label

Investigator’s choice of enzalutamide
or abiraterone®ll (n=83)

(tested sequentially within a hierarchical statistical analysis):
- Cohort A: Confirmed objective response rate (ORR)
- Cohort A+B: rPFS as assessed by BICR
» Cohort A: OS

COHORT B
Other HRR gene mutations (n=142)*

-LYN PI_11.2023: p13/
col2/§14.7/95/all; p14/
coll/Table26

de Bono 2020: p3/col2/
14/In2-5; p4/col1/q1/
In1-6

LYN PI_11.2023: p13/col2/
§14.7/91/In1-4; 92/In11-12
de Bono 2020: p2/col2/
para4/line8-9

2:1 randomization open label

Investigator’s choice of enzalutamide
or abiraterone®ll (n=48)

Patients with mCRPC were eligible for PROfound regardless of previous taxane use.

LYN PI_11.2023: p13/col2/

/’w

Aithc-ugh patients with PPP2R2A gene mutations were enrolled in the trial, LYNPARZA is not indicated
for the treatment of patients with this gene mutation due to unfavorable risk-benefit ratio.

§14.792/In6-8

§14.7/91/In4-5
LYN PI_11.2023: p13/col2/ M//
g > "HRR gene mutations (BRCA1, BRCA2, ATM, BARD1, BRIP1, CDK12, CHEKT, CHEK2, FANCL, PALB2, PPP2R2A, RADS 1B, RADS1C, RADS 1D, and/ *All patients received a GnRH analog or had prior bilateral orchiectomy,

§14.7/92/In1-6,16-18; 93/
In6-7

LYN PI_11.2023: p13/col2/
§14.7/92/In5-6

or RADS4L) were identified by tissue-based testing using the Foundation Medicine FoundationOne® dinical trial HRR assay performed
at a central laboratory, No patients were enrplled whio had mutations in 2 of the 15 prespecified HRR genes; FANCL and RADSIC

TPatients with co-mutations (BRCAT, BRCAZ, or ATM plus a Cohort B gene} were assigned to Cohort A,

/

Important Safety Information

CONTRAINDICATIONS
There are no contraindications for LYNPARZA.

WARNINGS AND PRECAUTIONS

¥Upon radiclegical progression confirmed by BICR, patients randomized to enzalutamide or abiraterone were given the option to switch

—to e Al

Treatment was continued until ohjective radiological disease progression as determined by BICR. Upon radiological progression
confirmed by BICR, patients randomized to enzalutamide or abiraterone were given the option to switch to LYNPARZA,

Myelodysplastic Syndrome/Acute Myeloid Leukemia (MDS/AML): Occurred in approximately 1.2% of patients with various BRCAm, gBRCAm, HRR gene-
mutated or HRD-positive cancers who received LYNPARZA as a single agent or as part of a combination regimen, consistent with the approved indications,
and the majority of events had a fatal outcome. The median duration of therapy in patients who developed MDS/AML was approximately 2 years (range: <6
months to >4 years). All of these patients had previous chemotherapy with platinum agents and/or other DNA-damaging agents, including radiotherapy.

In SOLO-1, patients with newly diagnosed advanced BRCAm ovarian cancer, the incidence of MDS/AML was 1.9% (5/260) in patients who received
LYNPARZA and 0.8% (1/130) in patients who received placebo based on an updated analysis. In PAOLA-1, of patients with newly diagnosed advanced

[E_ Please see additional Important Safety Information throughout and complete Prescribing Information, including Medication Guide.

LYN PI_11.2023: p3/coll/

< |s22/al; p13/col2/

§14.7/92/In2-511-12; 96/
line1-3

LYN PI_11.2023: p3/col1/

§2.2/91/all; p13/col2/
§14.7/92/In2-511-12; 96/
linel-3
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LYNPARZA® (olaparib) tablets 150 mg

Lynparza Pl PROfound Efficacy < PrevSlide Next Slide >
MENU ?*[apa‘nh o] el [T
PROfound X Important Safety
Patient baseline characteristics Information
R0 Cohort A Cohort A+B CONTRAINDICATIONS
col2/814.7/111/In2-3 2 - z
de Bono 2020: pS/ et rion- Pt There are no contraindications for LYNPARZA.
Select patient L’I’HFAHZH EI'II:::E::‘!::E or L?NF:AHZAL EHI:FLIDtI::'I?:E or WAHNINGS AND PREC AUTIGNS
characteristics® (n=162) ; (n=256) : Myelodysplastic Syndrome/Acute Myeloid
abiraterone (n=83) abiraterone / § :
(n=131) Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
Patients with alteration(s) in a single HRR gene, n (%)" BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
46 Boro 2020: g5/ BRCA1 8(5) 5(6) 8(3) 5(4) single agent or as part of a combination
Tablel/co2 Brow710 [ s regimen, consistent with the approved
BRCA2 80 (49) 47 (57) 81(32) 47 (36) indications, and the majority of events had a
fatal outcome. The median duration of therapy
ATM 60 (37) 24 (29) 62 (24) 24 (18) in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
o Bono 5050 o) Median age at years). All of these patients had previous
Tabled/col2 Sron? '~ randomization (range), years H 4386} B 1488l GRAI=A BeHI-87) chemotherapy with platinum agents and/or

de Bono 2020° p5/ other DNA-damaging agents, including

o [ eastaicdisease at 38 (23) 19 (23) 66 (26) 25(19) radiotherapy.

initial diagnosis, n (%)

In SOLO-1, patients with newly diagnosed

Metastases at baseline, n (% 5 e
(%) advanced BRCAm ovarian cancer, the incidence
S Bone only 57 (35) 23 (28) 86 (34) 38 (29) of MPDSIAML was 1.9% (5/260) in patlgnts w_lnt:-
SR o received LYNPARZA and 0.8% (1/130) in patients
de Bono 2020: ps/ \ _ _ who received placebo based on an updated
Tablel/col2-5/ v - - .
roivli-f?() Visceral: lung or liver 46 (28) 32 (39) 68 (27) 44 (34) analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
Other 49 (30) 23 (28) 88 (34) 41 (31) positive status, the incidence of MDS/AML was
Qo Bono 2020 Pl \ 1.6% (4/255) in patients who received LYNPARZA
Eeaiyrabii;ﬁeaﬂe at 95 (59) 46 (55) 149 (58) 72 (55) and 2.3% (3/131) in the control arm.
aseline;, n ) . .
4& Bono 2030 55 In SOLO-2, patients with BRCAm platinum-
5/ Median PSA at baseline iti ' inci
Tablevoolz-Sromiz_| (I0R), uo/L 62.2(21.9,280.4) | 112.9(34.3,317.7) | 68.2(24.1,294.4) | 106.5 (37.2, 326.6) sensitive relapsed ovarian cancer, the incidence
da. of MDS/AML was 8% (15/195) in patients who
— = received LYNPARZA and 4% (4/99) in patients
"Cohort & included patients with at least 1 alteration in BRCAT, BRCAZ, or ATM. Cohort B included patients with alterations in any of 12 other prespecifed genes: BRIPT, who received nlaceho. The duration of
BARD, COK12, CHEKD, CHEKZ, FANCL, PALE2, PPP2R2A, RADSTE, RADSIC, RADSTD, and RADS4L. Patients with co-mutations (BRCAT, BRCAZ, or ATM plus a Cohort B gene) Pleammmwety de Bono 2020 p5/
were assigned to Cohort AL In both cohorts, patients in the control group received the physician's choice of enzalutamide or abiraterone. ; . Tablel/asterisk and
YA total of 28 patients (21 in cohort A and 7 in cohort B) had mutations in more than 1 gene. A total of 4 patients were incorrectly assigned to cohort B {1 in the olaparib Infﬂ rmation thrﬂughGUt and Eumpl ete Pre 5l:r|h| ng double dagger
group had an alteration in 88CAZ, 1 in the control group had alterations in BRCAZ and CDKT2, and 2 in the olaparib group had alterations in ATA. ]nfﬂ'r matiﬂn, including MEdicati'ﬂn GUidE. footnotes
de Bono 2020° p5/ *Data were derived from electronic case-report forms as assessed by the investigator,
Tablel/section symbol 1 ‘5.‘13. tatal Ef[ 13 p..al: ients recr—.u:ued a news hormonal agent for diseasa before diagnosis of mCRPC; all others received a new hormeonal agent after the development of mCRPC : : Im portant SHfEt}r'
and paragraph symbol I 0ne patient recieved paclitaxel. Indications + 2 +
footnotes Information

de Bono 2020: p5/
Tablel/coll-5/row31
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55+71=126, n=126
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Lynparza

olaparib ™. 5

PROfound

PROfound Efficacy

Patient baseline characteristics

LYNPARZA® (olaparib) tablets 150 mg

Cohort A Cohort A+B
Investigator’s Investigator’s
: ARZ choice of _ choice of
SE lect fatil?“ W D-I;E:,E EI]A enzalutamide or ﬂ;::‘;::j& enzalutamide or
characteristics ' abiraterone (n=83) - abiraterone
(n=131)
Metastases at baseline, n (90)
Bone only 57 (35) 23 (28) 86 (34) 38 (29)
Visceral: lung or liver 46 (28) 32 (39) 68 (27) 44 (34)
Other 49 (30) 23 (28) 88 (34) 41 (31)
Measurable disease at 95 (59) 46 (55) 149 (58) 72 (55)

baseline, n (%)*

Median PSA at baseline
{(1QR), ng/L

62.2 (21.9,280.4) | 112.9(34.3,317.7)

68.2 (24.1,294.4) | 106.5 (37.2, 326.6)

ECOG performance status

{ Prev Slide Next Slide »
Important Safety
Information
CONTRAINDICATIONS

There are no contraindications for LYNPARZA.
WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination
regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly

0-1, n (%) 151 (93) 80 (96) 243 (95) 126 (96)
Previous new hormonal agent®
Enzalutamide 68 (42) 40 (48) 105 (41) 54 (41)
Abiraterone 62 (38) 29 (35) 100 (39) 54 (41)
Abiraterone+
enzalutamide 32 (20) 14 (17) 51(20) 23 (18)
Previous taxane use, n (%) 106 (65)" 52 (63) 170 (66)" 84 (64)

"Cohort & included patients with at least 1 alteration in BRCAT, BRCAZ, or ATM. Cohort B included patients with alterations in any of 12 other prespecifed genes: BRIPT,
BARD, COK12, CHEKD, CHEKZ, FANCL, PALE2, PPP2R2A, RADSTE, RADSIC, RADSTD, and RADS4L. Patients with co-mutations (BRCAT, BRCAZ, or ATM plus a Cohort B gene)
were assigned to Cohort AL In both cohorts, patients in the control group received the physician's choice of enzalutamide or abiraterone.

YA total of 28 patients (21 in cohort A and 7 in cohort B) had mutations in more than 1 gene. A total of 4 patients were incorrectly assigned to cohort B {1 in the olaparib
group had an alteration in 88CAZ, 1 in the control group had alterations in BRCAZ and CDKT2, and 2 in the olaparib group had alterations in ATAT.

*Data were derived from electronic case-report forms as assessed by the investigator.
54 total of 13 patients received a new hormonal agent for disease before diagnosis of mCRPC; all others received a new hormonal agent after the development of mCRPC.

I 0ne patient recieved paclitaxel.

diagnosed-advancedovarian cancer with HRD-
positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.

Important Safety
Information

+

Indications -
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42+54=96, n=96%
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US-73132, p16,
headline changed from
"more than doubled
median rPFS; marked
changes, content
otherwise is a direct lift
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LYNPARZA® (olaparib) tablets 150 mg

Pl PROfound Efficacy

Prostate | PROfound: Monotherapy

In patients with BRCA1/2- or ATM-mutated mCRPC (Cohort A)

LYNPARZA demonstrated superior rPFS vs investigator’s choice
of enza or abi

/ rPFS in Cohort A: Determined by
LYNPARZA doubled median rPFS vs comparatot. i BICR using RECIST version 1.1 and
i PCWGS3 (bone) criteria.

Events, n (%): 106/162 (65) with
LYNPARZA and 68/83 (82) with

05 RISK REDUCTION OF DISEASE

0 PROGRESSION OR DEATH

HR=0.34 (95% CI: 0.25-0.47): P=0.0001

-Pulled and revised headline from

abiraterone"

claim

{ Prev Slide Next Slide »
Important Safety
Information
CONTRAINDICATIONS

There are no contraindications for LYNPARZA.

WARNINGS AND PRECAUTIONS

Replaced old headline which read "Primary
endpoint in PROfound: rPFS in Cohort A"

copy on the right which read "In patients
with BRCA1/2- or ATM-mutated mCRPC
>2x median rPFS with LYNPARZA vs
investigator's choice of enzalutimide or

also adjusted chart header to match 2x

callout

LYN PI_11.2023: p13/col2/

< Myelodyspiastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in

approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-

B

investigator's choice of
enzalutamide or abiraterone.

Q

£

50 Consistent results were observed in

exploratory analyses of rPFS:

* For patients who received or did
not receive prior taxane therapy

; . \L— * For those with germline BRCA
: Inwestigator's choice of enzalutamide or abiraterane|m=83) . . - .
e e e mutgttnnstdentlﬁec_i using the
Months since randomization Myriad BRACAnalysis CDx" assay
compared with those with BRCA
mutations identified using the

40
LYNPARZA 300 mg BI

(n=162)

N

Probability of rPF5 (%]

Fo

Mumbaer of patients at ik
L¥NPAREA

lezwariBga lor's chaie of
endalubaouds of abiralerons Bl . 4F 44 22 M %2 12 7 [ L | L ¥ . 1 i i 1 I a

162 149 136 116 MW W1 & YF O M 53 &2 I O0M I 18 11 M 2 o

Foundation Medicine F1CDx assay

-LYN PI_11.2023: p14/
coll/Table 26/col2-3/
rows-6

CALC: 100 - 34 = 66;
HR=0.34

LYl

positive cancers who received L
single agent or as part of a combination
regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous

§14.7/95/In1-3

table 26

LYN PI 11.2023:
pl4d/secl4.7/coll/

«chemotherapy with platinum-agentsand/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who

received LYNPARZA and 0.8% (1/130) in patients

who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
positive status, the incidence of MDS/AML was

1.6% (4/255) in patients who received LYNPARZA

and 2.3% (3/131) in the control arm.
In SOLO-2, patients with BRCAm platinum-

sensitive relapsed ovarian cancer, the incidence

of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of

Please see additional Important Safety

Information throughout and complete Prescribing

Information, including Medication Guide.

il rPF5

Study Design

Exploratory Subgroup Analysis for rPFS

Important Safety

Indications -
T Information

+
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Lynparza

olaparib

babdats o

Pl

LYNPARZA® (olaparib) tablets 150 mg

PROfound Efficacy

LYNPARZA doubled median rPFS vs comparator

0% RISKREDUCTION OF DISEASE
PROGRESSION OR DEATH

HR=0.34 (95% Cl: 0.25-0.47); P<0.0001

Median rPES
74 mo
(95% Cl:6.2-9.3)

LYNPARZA 300 mg BID
(n=162)

1 i
Investigator’s choice of enzalutamide or abiraterone (n=83)

10042
90
80
g7
LN
5 60
S
e e,
= Medion rPFS
AR 3.6 mo ;
'E (95% Cl 1.8-3.7)
& 30 |
20
10
0
0o 1 2 3

Number of patients at risk

LYNPARZA 162

Investigator’s choice of
enzalutamide or abiraterone 83

149 126 116 102 101 B2 77 56

79

47

A4

4

r¥

o 6 2 ot 9 10 11 12 13 14 15 16 117 18 19
Months since randomization

53 42 37 2% 24 18 11 1 3 2 0

20 13 12 7 b 3 3 3 2 2 1 1 1 1 0

{ Prev Slide Next Slide »
Important Safety
Information
CONTRAINDICATIONS

There are no contraindications for LYNPARZA.

WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination
regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.

Important Safety
Information

+

Indications -
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direct lift

LYNPARZA® (olaparib) tablets 150 mg

Lynparza Pl PROfound Efficacy < Prev Slide Next Slide >
MENU Eiapanb
Prostate | PROfound: Monotherapy I mp 0 rt 3 nt S af Ety
Exploratory subgroup analysis Informatinn
rPFS in Pﬂﬁ&ﬂfs with BRCAm mCRPC CONTRAINDICATIONS
These E}{p1nratnr‘}r Suhgrﬂup anat};seg There are no contraindications for LYNPARZA.
mn.ql&l e are Idescriptiu;ie Grnl';,r. Lhe PROfound WARNINGS AND PRECAUTIONS
. ﬁkh__‘ =7 Q% mexrEcToN F isEase S e Fc.'t g;lgne ol Myelodysplastic Syndrome/Acute Myeloid
w0 . PROGRESSION OR DEATH statistical signihcance in rPF5 Leukemia (MDS/AML): Occurred in
_ | =032 (o595 C1: 0: 150,32} between treatment arms in the ; o . ,
3 70 b BRCA approximately 1.2% of patients with various
£ m or ATM-mutated subgroups.
£ a0 & ; . BRCAm, gBRCAm, HRR gene-mutated or HRD-
g Tk Results should be interpreted with s :
— £ s o Saition. positive cancers who received LYNPARZA as a
Appendix: p18 (pdf pg — = & LYNPARZA 300 mg BID single agent or as part of a combination
Loy Fiaure SSlAYChar é L"_l__":‘ﬂ”?-? rPFS in patients with BRCAm regimen, consistent with the approved
CALC: 100%- 225~ 30 LLI_ mCRPC: indications, and the majority of events had a Mateo 2023 p6)
@ Events, n(%): 62/102 (60.8) with fatat outcome. The median duration of therapy Fig2A/legend
e e it LYNPARZA and 51/58 (87.9) with in patie DSfonl wia cALC:
ﬂ.:. 1 2 % 4 5 & 7 & 9 10 11 12 13 14 15 18 17 18 19 investigator's choice of enzalutamide apprﬂxlmatEIy 2 years {range: <6 months to > 62/102 =0.6078
Manths since randomizati b J years). All of these patients had previous 51/58 =0.879
Murber of patients at risk VNG, AL TN or ahiraterone. : =
LYNPARZA 102 83 BF 83 7B 77 A7 B6 48 45 36 33 33 23 4 B & 2 2 : ; ; chemnthera Fj:-,r with piatinur‘n agents aﬂd,.'"r_jt'
:-:ﬁ'f;r:ii;ﬂxﬁi::,::{m,? B B5 30 4T 1 10 -8 5 i 3 1 1 1 ! 0 B B 8 o i FPFS In PEtI‘E‘I’ItS WIth ATMI“ ITICHPC: Gth-EI' DNA_damaging agentﬂr including
Events, n(%): 46/62 (74.2) with radiotherapy.
LYNPARZA and 17/24 (70.8) with _ , ,
investigator’s choice of enzalutamide In SOLO-1, patients with newly diagnosed

advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients

or abiraterone: 4% increased risk of
progression or death; HR=1.04 (95%

Chea1=L80, who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
sitive status, the incidence of MDS/AML was
1.6% in patients who received LYNPARZA
in-the control arm.
In SOLO-2, patients with BR latinum- Aomeniit a8 (ocf
sensitive relapsed ovarian cancer, the incidence A Sonegend
of MDS/AML was 8% (15/195) in patients who p20)/Figure B/Chart
received LYNPARZA and 4% (4/99) in patients CALC: 100%-104%=
who received nlaceho. The duration of -4% HR=1.04
Please see additional Important Safety DAP: US-97600/
Information throughout and complete Prescribing |~ "
Information, including Medication Guide.
@ I':"i;r.e rPF5S Exploratory Subgroup Analysis for rPFS Overall Survival Indications e :nme:::;;:ﬂfﬂtF b
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LYNPARZA® (olaparib) tablets 150 mg

— Lynparza* Pl PROfound Efficacy < Prev Slide Next Slide >
MEHMNLU Ei?EEI'II]
Important Safety
Information
AR 2 gt D W A o WS CONTRAINDICATIONS

There are no contraindications for LYNPARZA.

WARNINGS AND PRECAUTIONS
Myelodysplastic Syndrome/Acute Myeloid

x Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
mﬂ‘g‘l"mi— BRCAm, gBRCAm, HRR gene-mutated or HRD-
90 L positive cancers who received LYNPARZA as a
by 7 % ggg::ﬁmﬂgggﬁﬂ“ single agent or as part of a combination
80 — regimen, consistent with the approved
_ l HR=0.22 (95% ClI: 0.15-0.32) indications, and the majority of events had a
R fatal outcome. The median duration of therapy
E 60 in patients who developed MDS/AML was
= approximately 2 years (range: <6 months to >4
s 50 years). All of these patients had previous
E " I_LLg LYNPARZA 300 mg BID chemotherapy with platinum agents and/or
'E '_L.if_r 02) r::th:er DNA-damaging agents, including
& 35 radiotherapy.
l_L In SOLO-1, patients with newly diagnosed
20 advanced BRCAm ovarian cancer, the incidence
0 | : of MDS/AML was 1.9% (5/260) in patients who
Investigator's choice of , received LYNPARZA and 0.8% (1/130) in patients
. enzalutamide or abiraterone (n=58) I = who received placebo based on an updated
o1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 analysis. In PAOLA-1, of patients with newly
Number of patients at risk Months since randomization diagnosed advanced ovarian cancer with HRD-
LYNPARZA 102 93 87 8 78 77 67 66 48 45 36 33 23 22 16 & 8 2 2 0 positive status, the incidence of MDS/AML was
Imvestigator's choice of e, ) L o 1.6% (4/255) in patients who received LYNPARZA
priEOTNE S o B R 2 8 ¢ LS. 4 R S S P88 and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.

@ T Important Safety
e ek + Information 23
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LYNPARZA® (olaparib) tablets 150 mg

Pl PROfound Efficacy

Prostate | PROfound: Monotherapy

In patients with BRCA1/2- or ATM-mutated mCRPC (Cohort A)

LYNPARZA demonstrated superior overall survival vs
investigator’s choice of enza or abi

Probability of overall survival (28]

Mumber of patients at risk
LFMPAREA

Irsdei figaror’s e ange of

lllllll Jutaoide o ehivelerane T

A
% K
3 l REDUCED RISK OF DEATH
HR=0.69 (95% Cl: 0.50-0.97): P=0.0175

e diom 05

19.1 mo

I 17 A - 2EA
oL LYNPARZA 300 g BID
14.7 mo

(n=162)
RE T BT ‘I\'Llh‘_‘
L

Investigator's choice of
enzalutamide or abirgterone
(m=83)

1w 12 14 16 18 o33 I4 [ 30 A2 id
Menths since randomization

¥ 4 G 8
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OS in Cohort A: LYNPARZA

Mext Slide >
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nformation
CONTRAINDICATIONS

There are no contraindications for LYNPARZA.

WARNINGS AND PRECAUTIONS

LYN PI_11.2023: p14/coll/
Table26/col2-3/row15-16
CALC: 100%-69%

HR=31% reduced risk

Myelodysplastic Syndrome/Acute Myeloid ——

demonstrated an OS5 benefit vs =
investigator’s choice of enzalutamide
or abiraterone.

Events, n (%): 91/162 (56) with
LYNPARZA and 57/83 (69) with

LYN PI_11.2023: p14/coll/
M/all

Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination

investigator’s choice of enzalutamide
or abiraterone.,

PROfound was powered to evaluate
several secondary endpoints within
a hierarchical statistical analysis,
including:

* ORR in Cohort A

s rPFS in Cohort A+B
* O5in Cohort A

LYN PI_11.2023: p13/
col2/814.7/15/In3-5;
pl4/91/all

de Bono 2020; p3/col2/
94/In2-5;p4/col1/91/
In1-6

More

oratory Subgroup Analysis for rPFS

Overall Survival

Exploratory Subgroup Analysis for OS5

regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4

years). All of these patients [ col2/§147/92/1n1-2; 95/
motherapy with platinum agents and/or el o

other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
ived LYNPARZA and 0.8% (1/130) in patients
who recei lacebo based on an updated
analysis. In PAOLA-T; atients with newly
diagnosed advanced ovarian
positive status, the incidence of MDS
1.6% (4/255) in patients who received LYNPAR
and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.

Important Safety
Information

+

Indications -
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Probability of overall survival (%)

Number of patients at risk

LYNPARZA

Investigator's choice of

Lynparza

Pl PROfound Efficacy

100
o 3 1% REDUCED RISK OF DEATH
80 HR=0.69 (95% Cl: 0.50-0.97); P=0.0175
/0
Median 05
60 19.1 mo
(95% Cl: 17.4-23.4)
S.D ......................................... e R e Vi e B
: LYNPARZA 300 mg BID
Median 05 -
40 14.7mo [ (n=162)
[os5: Chk11.9-18.8) d
30 :
20 Investigator’s choice of
: : enzalutamide or abiraterone
10 | ; (n=83)
; . .

Q 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 42
Months since randomization

162 155 150 142 136 124 107 101 91 71 56 44 30 18 6 2 1

enzalutamide or abiraterone B3 79 74 69 64 58 2} 134 37 27 18 15 11 g G 3 1
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Important Safety
Information
CONTRAINDICATIONS

There are no contraindications for LYNPARZA.
WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination
regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.

Important Safety
Information

+

Indications -
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Prostate | PROfound: Monotherapy

Exploratory subgroup analysis

Overall survival in patients with BRCAm mCRPC

Mateo 2023: p5/
coll/para7/Ini1-4;
p6/Fig2B/legend

CALC:100% - 63%

of death

= 37% reduced risk

Mateo 2023: p6/
Fig2B

Exploratory analyses are descriptiv
a only. The PROfound trial was not

Mateo 2023: p6/
Fig2B

i

-

Probability of owarall survival (36
8 & =

37 % soucromsxornean

HR=0.63 [95% Ci: 0.42-0.95)

designed to assess statistical
significance in gene-by-gene
subgroup analysis. Results should be

[(r=T702]

LYNWFARTA 300 myg BID

interpreted with caution.

OS in patients with BRCAm mCRPC:
Events, n(%): 53/102 (52) with

LYNPARZA and 41/58 (70.7) with

investigatar’s cholea af
enzglutemide or abirgie
58]

investigator's choice of enzalutamide
rone or abiraterone.

OS in patients with ATM mCRPC:

a1 2 3 4 F 6 7 B P I NI NI L5 MG T IE T A0 XL oFE RF 34 IF L0 7 I I IO W 3w 33 A=

Pomibey of pabavls gkenk
LFNFARTA

e P Tl 1 i o
e i atavedp o abarateiose 54 BE B5 53

83 &% 4R 4B 48 43 I35 31X 1 3D

Months since randomization

132 E BE %4 61 91 BY SR HY BY TE M0 OEH A7 &B 42 OO 84 SR ORI XP O2F 21 23 T4 OKFY B &4 1 2 1 8 %

I by ¥ OB ONCAR 12NV 0 % % B R K OE OFOT ON OB

Events, n(%): 39/62 (62.9) with
LYNPARZA and 15/24 (62.5) with
investigator’s choice of enzalutamide
or abiraterone: 7% reduced risk of
death; HR=0.93 (95% Cl: 0.53-1.75).

/

Hussain 2020:
NEJM suppl
appendix/Fig S5B

More

Overall Survival

Exploratory Subgroup Analysis for 05

rPFS for Cohort A+B
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Important Safety
Information
CONTRAINDICATIONS

There are no contraindications for LYNPARZA.
WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination
regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.

Important Safety
Information

+

Indications -
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CONTRAINDICATIONS

There are no contraindications for LYNPARZA.
WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination
regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.

Important Safety
Information

+

Indications -
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LYN PI111.2023:
pl3/secl4.7/col2/
para6/In1-3; p14/
table26

In patients with HRRm mCRPC (Cohort A+B)

LYNPARZA demonstrated superior rPFS vs investigator’s choice of

LYN Pl 11.2023: p13/
col2/814.7/11/In2-3;
15/In3-5; p14/coll/
Table26/col4-5/row2-6

_enza or abi

P

—

o 51%

RiZK REDUCTION OF DISEASE
PROGRESSION OR DEATH

&0 L HR=0.49 (95% CI: 0.38-0.63); P<0.0007

A

K

Probability of rPF5 (3]

LYNPARZA 300 mg BID
{n=256)

by BICR.

Genes included in Cohort A+B:

BRCA1, BRCA2, ATM, BARDI1, BRIP1,
CDK12, CHEKT, CHEKZ2, FANCL,
PALB2, PPP2R2A,* RADS51E,
RAD51C, RAD51D, and RAD54L.

Investigator's choice of enzalutamide
ar abiraterane (n=131)

Hurmber of patients at sk
LFNPARTA 56 219 1ER O YTE 1sF 143 104

I estigotors cholee of
rnralvtomdde or obirsferone 131 323 33 &7 38 35 30

7 B 9 M 11 12 iF 4 15 16 17 18 1'??_
Months since randomization

163 6F 63 45 43 ¥ M 20 11 i) I 2 t

9 9 B * 5 ] kS a i ] 1 1 K

*Although patients with PPP2R2A
mutations were included in all
analyses of Cohort A+B, LYNPARZA
is not indicated for this population
due to an unfavorable risk-benefit
ratio

PROfound was powered to
evaluate several secondary

endpoints within a hierarchical | <
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Important Safety
Information
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There are no contraindications for LYNPARZA.

WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid ——

~

LYN PI 11.2023: p13/
col2/814.7/75/In3-5

Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination

regimen, consistent with the approved

< approximately 2 years{range:<6-menthsto>4 |

indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was

years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence

LYN PI 11.2023: p13/
col2/814.7/12/In1-6

LYN PI 11.2023: p13/

col2/814.7/2/In1-8

statistical analysis, including:
* ORRin Cohort A

* rPF5in Cohort A+B

* 05in Cohort A

il Overall Survival

Exploratory Subgroup Analysis for OS5

rPFS for Cohort A+B

of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.

Important Safety
Information

+

Indications -
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HR=0.49 (95% Cl: 0.38-0.63); P<0.0001

Median rPFS
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sErse e

LYNPARZA 300 mg BID
(n=256)

|
Investigator’s choice of enzalutamide

or abiraterone (n=131)
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Maonths since randomization
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Important Safety
Information
CONTRAINDICATIONS

There are no contraindications for LYNPARZA.

WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination
regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.

Important Safety
Information

Indications - -
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! Pl PROfound Safety and Tolerability < Prev Slide Next Slide >
MEMU olaparib

bl wpomg

Prostate | PROfound: Monotherapy

e | Select adverse reactions in PROfound (Cohort A+B)
>10% of patients in

PROfound (Cohorts A
+B)” LYNPARZA (n=256 Investigator's choice of enzalutamide or abiraterone (n=130
{ ! . g { AR Fatal adverse reactions occurred in 4% of
patients treated with LYNPARZA. These included N PIIi5055
Adverse Reactions* Grades 1-4 (%) Grades 3-4 (%) pneumonia (1.2%), cardiopulmonary failure «—  |o7IcoluPROfounds
(0.4%), aspiration pneumonia (0.4%), intestinal para2/all
Blood and Lymphatic Disorders diverticulum (0.4%), septic shock (0.4%),
46 21 Budd-Chiari syndrome (0.4%), sudden death
- : :
Anemia B — 5 B (0.4%), and acute cardiac failure (0.4%)
2 { Serious adverse reactions occurred in 36% of
Thrombocytopenia® 12 patients receiving LYNPARZA. The most frequent
3 . 0 serious adverse reactions (=2%) were anemia |- YNPLLL2023:
: = s p7/coll/PROfound/
Gactrointestinal Dicorders (9%]), pneumonia (4%), pulmonary embolism para3/all
(2%]), fatigue/asthenia (2%), and urinary tract
. : 5
Nisiisas ;I; — {:I] infection (2%)
e o \ * Venous thromboembolism (VTE], including
Tablets Diarrh 21 1 severe or fatal pulmonary embolism (PE),
e 7 - 0 occurred in patients treated with LYNPARZA. In
18 5 the combined data of two randomized, placebo-
Vomiting I — 1 controlled clinical studies (PROfound and
PROpel) in patients with metastatic castration- <« LYN Pl 11.2023:
General Disorders and Administration Site Conditions resistant prostate cancer (N=1180), VTE occurred pajcola/secs 3/
in 8% of patients who received LYNPARZA, =
: - ; : 41 3 including pulmonary embolism in 6%. In the
Fatigue (including asthenia gp Y '
gue 9 } 32 N 5 1B control arms, VTE occurred in 2.5%, including
Metabolism and Nutrition Disorders pslimonanembalisin 157
; 30
Decreased appetite 18 B 1
Respiratory, Thoracic, and Mediastinal Disorders
Adverse reactions reported in 210% of patients who received LYNPARZA D = Comian Temiplogy s - VN PI_T12023: p7/col]
" Inciudes anemia and hemoglobin decreased. ?opoigéissr}:fable 14/
FIncludes platelet count decreased and thrombocytopenia.

Please see additional Important Safety Information throughout and complete Prescribing Information, including Medication Guide.

Important Safety

@ Adverse Reactions Laboratory Abnormalities Dose Modifications Indications e _
Information

+



Rob McMichael
Rectangle

Rob McMichael
Callout
LYN PI 11.2023: p3/col2/sec5.3/para1/all

Rob McMichael
Rectangle

Rob McMichael
Callout
LYN PI 11.2023: p7/col1/PROfound/para2/all

Rob McMichael
Rectangle

Rob McMichael
Callout
LYN PI 11.2023: p7/col1/PROfound/para3/all

Rob McMichael
Callout
LYN PI_11.2023: p7/col2/
§PROfound/Table 14; Table15


Rob McMichael
Rectangle

Rob McMichael
Rectangle

Rob McMichael
Callout
LYN PI_11.2023: p7/col2/ §PROfound/Table 14/footnotes/all

Rob McMichael
Rectangle

Rob McMichael
Callout
Revised from headline that read "Adverse reaction reported in ≥10% of patients in PROfound (Cohorts A+B)1" 

Rob McMichael
Callout
Revised from US-73132, p20, marked changes, content otherwise is a direct lift


LYNPARZA® (olaparib) tablets 150 mg

|
M
S
Q
Q)

! Pl PROfound Safety and Tolerability < Prev Slide Next Slide >
MEMU olaparib

bl wpomg

Prostate | PROfound: Monotherapy

Select adverse reactions in PROfound (Cohort A+B)

LYNPARZA (n=256) Investigator's choice of enzalutamide or abiraterone (n=130 \ .
. g { ) * Fatal adverse reactions occurred in 4% of

patients treated with LYNPARZA. These included
Adverse Reactions* Grades 1-4 (%) Grades 3-4 (%) pneumonia (1.2%), cardiopulmonary failure
Thrombocytopenia’ rz - (0.4%), aspiration pneumonia (0.4%), intestinal
3 H 0 diverticulum (0.4%), septic shock (0.4%),
_ _ ) Budd-Chiari syndrome (0.4%), sudden death
Gastrointestinal Disorders (0.4%), and acute cardiac failure (0.4%)
Nausea 41 1 * Serious adverse reactions occurred in 36% of
19 1IN 0 patients receiving LYNPARZA. The most frequent
_ 31 i serious adverse reactions (=2%) were anemia
Diarrhea 7 0 (9%]), pneumonia (4%), pulmonary embolism
(2%), fatigue/asthenia (2%), and urinary tract
Vomiting :g ? | infection (2%)
* Venous thromboembolism (VTE), including
General Disorders and Administration Site Conditions severe or fatal pulmonary embolism (PE),
> " occurred in patients treated with LYNPARZA. In

the combined data of two randomized, placebo-
3. . > B controlled clinical studies (PROfound and
PROpel) in patients with metastatic castration-
resistant prostate cancer (N=1180), VTE occurred

Fatigue (including asthenia)

Metabolism and Nutrition Disorders

5 d i 30 1 in 8% of patients who received LYNPARZA,
TR AR 18 W 1 | including pulmonary embolism in 6%. In the
_ ] O _ control arms, VTE occurred in 2.5%, including
Respiratory, Thoracic, and Mediastinal Disorders pulmonary embolism in 1.5%
11 0
Cough > B 0
Dyspnea b 2
ysP 3 0
i i i i "Graded according to the National Cancer institute Commaon Terminology Criteria
Adverse reactions reported in =10% of patients who received LYNPARZA e Lo e Teringla gy Cm
Fincludes anemia and hemoglobin decreased.
#ncludes platelet count decreased and thrombocytopenia.
Please see additional Important Safety Information throughout and complete Prescribing Information, including Medication Guide.
@ Adverse Reactions Laboratory Abnormalities Dose Modifications Indications e Impﬂrtar.lt Safety .
Information
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P PROfound Safety and Tolerability < PrevSlide

Prostate | PROfound: Monotherapy

MNext Slide

Laboratory abnormalities reported in 225% of patients in PROfound (Cohort A+B)

LYNPARZA (n=256)* . Investigator’s choice of enzalutamide or abiraterone (n=130)*

Laboratory Parameter’ Grades 1-4 (%) Grades 3-4 (%)

; . 98 13

Decrease in hemoglobin D —— 4 1
; 62 23

Decrease in lymphocytes _ 13 =
: 53 4

Decrease in leukocytes T 0

Decrease in absolute 34 3

neutrophil count 9 H 0

N

* This number represents the safety population. The derived values in the table are based on the total number of evaluable patients for each laboratory parameter.
* Patients were allowed to enter clinical studies with laboratory values of CTCAE Grade 1.

Please see additional Important Safety Information throughout and complete Prescribing Information, including Medication Guide.
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LYNPARZA® (olaparib) tablets 150 mg
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Prostate | PROfound: Monotherapy

Dose modifications in PROfound
Changes due to adverse reactions LYNPARZA (n=256) < ™
PROpel table
Dose interruptions due to ARs 45%
LYN Pl 11.2023: N
p7/coll/PROfound/ Dose reduction due to ARs 22%
parad4/all
Discontinuations due to ARs 18%
The most frequent adverse reactions leading to dose interruption of LYNPARZA were anemia (25%) and thrombocytopenia (6%), and the most
frequent adverse reaction leading to reduction was anemia (16%). The adverse reaction that most frequently led to discontinuation of
LYNPARZA was anemia (7%).
e o In PROfound, the majority of patients remained on treatment without discontinuing due to adverse reactions (82% for LYNPARZA)
CALC:100%-18% = 82%
Replaced the line that
read ">8 OUT OF 10
PATIENTS REMAINED
ON LYNPARZA
WITHOUT
DISCONTINUING DUE
TO ADVERSE
REACTIONS"
Please see additional Important Safety Information throughout and complete Prescribing Information, including Medication Guide.
@ Adverse Reactions Laboratory Abnormalities Dose Modifications Indications e Impﬂrtar.lt Safety .
Information
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Table 28/col2-3/row 5
CALC: 100%-24%
HR=76% reduced risk
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LYNPARZA® (olaparib) tablets 150 mg

—Prostate

LYNPARZA is a targeted treatment option for eligible patients
with mCRPC who are at higher risk of aggressive disease

PROpel:
Combination Therapy

In combination with abi/
pred in BRCAmM* mCRPC

LYN PI_11.2023: p15/
coll/Table28; col2-3/
row4-5

LYN PI_11.2023: p14/

col2/sect14.8/71/
In10-11

LYN PI_11.2023: p8/coll/

Table 16

LYN PI_11.2023: p2/col2/
§1.7/all

-LYN PI_11.2023: p13/
col2/814.7/92/In1-2,
15/In1-2, 16/In1-3; p14/
coll/Table 26/col2-3/
rowl CALC: 162 + 83

= 245; n=245

-LYN PI_11.2023: p14/
coll/Table 26/col2-3/
row5-6 CALC: 100 - 34
= 66; HR=0.34

-LYN PI_11.2023: p14/col1/
Table26/col2-3/row4

LYN PI_11.2023: p7/col2/
Tablel4/col1-2/all

N

Mot an
actual
patient.

FDA approval based on rPFS and OS data in an exploratory BRCAm subgroup:

OS5 (n=85)

rPFS (n=85)
i:'/ RISK REDUCTION
7 07 orpiseast
PROGRESSION
OR DEATH
vs placebo + abi/pred
HR=0.24 (95% Cl: 0.12-0.45)

Median rPFS with [YNPARZA + abi/pred was
not reached (95% Cl: NB-NR) vs 8 months

with placebo + abi/pred (95% Cl: 6-15).

«——Important Safety
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LYN PI_11.2023:

Information
CONTRAINDICATIONS

p2/col2/81.7-1.8/all

ADD
Clarke
DiBono

o, REDUCTIONIN
70 /6 RISK OF DEATH
vs placebo + abi/pred

HR=0.30 (95% CI: 0.15-0.59)

There are no contraindications for LYNPARZA.
WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in

CALC: 47+38=85
n=85

LYN PI_11.2023: p15/col1/93/In1-2;
94-5/all; Table 28/col2-3/row 1

LYN PI_11.2023: p15/coll/

Median OS5 with LYNPARZA + abi/pred was not reached
(95% Cl: NR-NR) vs 23 months with placebo + abi/pred
(95% Cl: 18-34).

approximately 1.2%of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination

Table 28/col2-3/row 9
CALC: 100%-30%
HR=70% reduced risk

05 did not reach statistical significance in the ITT
population

BRCAm status was not a stratification factor in PROpel, and analysis was not controlled for Type 1 error.

regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy

LYN PI_11.2023: p15/col1/
Table 28/col2-3/row 8

ADVERSE REACTIONS The most common adverse reactions (=10%) in patients who received LYNPARZA + abi/pred were anemia (48%), fatigue
(38%), nausea (30%), diarrhea (19%), decreased appetite (16%), lymphopenia (14%), dizziness {14%), and abdominal pain (13%).

PROfound:
Monotherapy

Following pregression
oRprior enza or abiin
HRRm™ mCRPC

Primary Endpoint: Statistically significant
rPFS in Cohort A (BRCAm/ATMm; n=245)

Mot an
actual
patient,

66 4 OF DISEASE

PROGRESSION OR
DEATH vs investigator’s

choice of enza or abi

Select secondary endpoint:
Statistically significant OS in Cohort A
RCAmM/ATMm; n=245)

in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence

Clarke 2022: p15/coll/
92/In5-7

-LYN PI_11.2023: p13/

3 ' ©(, REDUCTION IN RISK
OF DEATH vs

HR=0.34 (95% Cl: 0.25-0.47); P<0.0001

Median rPFS with LYNPARZA was 7.4 months (95% Cl:
6.2-9.3) vs 3.6 months with investigator's choice of
enza or abi (95% Cl: 1.9-3.7).

investigator’s choice
of enza or abi

HR=0.69 (95% Cl: 0.50-0.97); P=0.0175

of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly

col2/814.7/12/In1-2;
15/In1-2; 16/In1-3; p14/
coll/Table 26/col2-3/
rowl CALC: 162 + 83
= 245; n=245

LYN PI_11.2023: p14/coll/

Median OS5 with LYNPARZA was 19.1 months (95% Cl:
17.4-23.4) vs 14.7 months with investigator's choice of
enza or abi/pred (95% Cl: 11.9-18.8).

diagnosed-advanced ovarian cancer with HRD=
positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
and 2.3%(3/131) in the control arm.

Table26/col2-3/row15-16
CALC: 100%-69%
HR=31% reduced risk

PROfTound was powered to evaluate several secondary
endpoints within a hierarchical statistical analysis
including ORR in Cohort A, rPF5 in Cohort A+B, and O5
in Cohort A.

ADVERSE REACTIONS The most common adverse reactions (=10%] in patients who received LYNPARZA were anemia (46%), fatigue (41%), nausea
(41%), decreased appetite (30%), diarrhea (21%), vomiting (18%), thrombocytopenia (12%), cough (11%), and dyspnea (10%).

Information throughout and complete Prescri

@ *Select patients for this indication based on an FDA-approved companion diagnostic for LYNPARZA'

LYN PI_11.2023: p2/
col2/81.7/1/In4-5;
§1.8/11/In3-4

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
wha ' nlacebo. The duration of

Please see additiona

Information, including Medication Guide.

Important Safety

Indications -
T Information

+
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Table26/col2-3/row12-16

-LYN PI_11.2023: p13/
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[n3-5; 96/In1-7; p14/coll/
91/all, Table26/col2-6/
row7-11

de Bono 2020 p3/col2/
74/In2-5; p4/col1/91/
In1-6, col2/92/In1-6,
f4/all; p7/coll/91/In1-2
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# Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod tempor incididunt ut labore et dolore
magna aligua. Ut enim ad minim veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip ex.

#  Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod tempor incididunt ut labore et dolore
magna aliqua. Ut enim ad minim veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip ex.

# Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod tempor incididunt ut labore et dolore
magna aligqua. Ut enim ad minim veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip ex.

#  Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod tempor incididunt ut labore et dolore
magna aligua. Ut enim ad minim veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip ex.

# Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod tempor incididunt ut labore et dolore
magna aliqua. Ut enim ad minim veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip ex.

# Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod tempor incididunt ut labore et dolore
magna aligua. Ut enim ad minim veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip ex.

# Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod tempor incididunt ut labore et dolore
magna aliqua. Ut enim ad minim veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip ex.

# Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod tempor incididunt ut labore et dolore
magna aliqua. Ut enim ad minim veniam, gquis nostrud exercitation ullamco laboris nisi ut aliquip ex.

# Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod tempor incididunt ut labore et dolore
magna aliqua. Ut enim ad minim veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip ex.

# Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod tempor incididunt ut labore et dolore
magna aligua. Ut enim ad minim veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip ex.

# Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod tempor incididunt ut labore et dolore
magna aliqua. Ut enim ad minim veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip ex.

#  Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod tempor incididunt ut labore et dolore
magna aliqua. Ut enim ad minim veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip ex.

# Lorem ipsum dolor sit amet, consectetur adipiscing elit, sed do eiusmod tempor incididunt ut labore et dolore

magna aligua. Ut enim ad minim veniam, quis nostrud exercitation ullamco laboris nisi ut aliquip ex.
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There are no contraindications for LYNPARZA.
WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination
regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.

Important Safety
Information

+

Indications -
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abi/pred = abiraterone plus prednisone or prednisclone

AR = adverse reaction

ATMm= ATM-mutated

BICR = blinded independent central review
BID = twice daily

BRCAm = BRCA-mutated

CDx = companion diagnostic

Cl = confidence interval

CR = complete response

DCO = data cutoff

ECOG = Eastern Cooperative Oncology Group
enza = enzalutamide

gBRCAm = germline BRCA-mutated or germline BRCA
mutation(s)

GnRH = gonadotropin-releasing hormone

HR = hazard ratio

HRD = homologous recombination deficiency
HRR = homologous recombination repair

HRRm = homologous recombination repair gene-
mutated

ITT = intent-to-treat
IV = intravenous

mMCRPC = metastatic castration-resistent prostate
cancer

mHSPC = metastatic hormone-sensitive prostate cancer

mPC = metastatic prostate cancer

AstraZeneca .’

mPFS = median progression-free survival

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

NR = not reached

OS = overall survival

PARPi = poly (ADP-ribose) polymerase (PARP) inhibitor
PCWG3 = Prostate Cancer Working Group 3

PFS = progression-free survival

PR = partial response

PS = performance status

QD = once daily

RECIST = Response Evaluation Criteria in Solid Tumors
rPFS = radiological progression-free survival

tBRCA = tumor BRCA

UTI = urinary tract infection

This product information is intended for US healthcare professionals only.

e MERCK LYNPARZA is a registered trademark of the AstraZeneca group of companies.
©2025 AstraZeneca. All rights reserved. US-93952 Last Updated 02/25
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CONTRAINDICATIONS

There are no contraindications for LYNPARZA.
WARNINGS AND PRECAUTIONS

Myelodysplastic Syndrome/Acute Myeloid
Leukemia (MDS/AML): Occurred in
approximately 1.2% of patients with various
BRCAm, gBRCAm, HRR gene-mutated or HRD-
positive cancers who received LYNPARZA as a
single agent or as part of a combination
regimen, consistent with the approved
indications, and the majority of events had a
fatal outcome. The median duration of therapy
in patients who developed MDS/AML was
approximately 2 years (range: <6 months to >4
years). All of these patients had previous
chemotherapy with platinum agents and/or
other DNA-damaging agents, including
radiotherapy.

In SOLO-1, patients with newly diagnosed
advanced BRCAm ovarian cancer, the incidence
of MDS/AML was 1.9% (5/260) in patients who
received LYNPARZA and 0.8% (1/130) in patients
who received placebo based on an updated
analysis. In PAOLA-1, of patients with newly
diagnosed advanced ovarian cancer with HRD-
positive status, the incidence of MDS/AML was
1.6% (4/255) in patients who received LYNPARZA
and 2.3% (3/131) in the control arm.

In SOLO-2, patients with BRCAm platinum-
sensitive relapsed ovarian cancer, the incidence
of MDS/AML was 8% (15/195) in patients who
received LYNPARZA and 4% (4/99) in patients
who received nlaceho. The duration of
Please see additional Important Safety
Information throughout and complete Prescribing
Information, including Medication Guide.
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