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51,’ Platinum-based
chemotherapy

!\ Bevacizumab

o ~70% 38%
8 7H-é'l 1A X2 =34 (())|LH N 5l =85

o Despite optimal ubfront d the administrati (For ovarian cancer, European mean
Xl OH AH _75_ 7 7 I' Z= O|'7 |'2,3,4 espite optimal uplront surgery and the administration age- standardized 5-year survival was low
o L 3 O HA of front-line paclitaxel—-carboplatin chemotherapy, [37.6%, 95% CI 37.1-38.0])
~70% of patients will relapse in the first 3 years' o ' '

E8 M E flct M22 1% X 2H]2] 7= o] &

1. Ledermann JA, et al. Newly diagnosed and relapsed epithelial ovarian carcinoma: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up. Ann. Oncol.2013;24 Suppl 6:vi24-32. 2. Bookman MA, et al. Evaluation of new platinum-based
treatment regimens in advanced-stage ovarian cancer: a Phase Il Trial of the Gynecologic Cancer Intergroup. J Clin Oncol. 2009;27(9):1419-1425. 3. Burger RA, et al. Incorporation of bevacizumab in the primary treatment of ovarian cancer. N Engl J Med.
2011;365(26):2473-2483. 4. Perren TJ, et al. A phase 3 trial of bevacizumab in ovarian cancer. N Engl J Med. 2011;365(26):2484-2496. 5. de Angelis R, et al. Cancer survival in Europe 1999-2007 by country and age: results of EUROCARE--5-a population-based

Study. Lancet Oncol. 2014;15(1):23-34. 6. Moore K, et al. Maintenance Olaparib in Patients with Newly Diagnosed Advanced Ovarian Cancer. N Engl J Med. 2018;379:2495-2505.
© AstraZeneca 2026



Unmet Need for PFS Improvement in HRD/BRCAwt Patients

Forest Plot of Hazard Ratios of PFS in PRIMA

HRD status :
HRd (all) 137/247 98/126 0.52 (0.40-0.68) e :
HRd/BRCAm 83/152 55/71 0.45 (0.32-0.64) o .
HRA/BRCAWt 54/95 43/55 0.66 (0.44-1.00) :
HRp 142/169 70/80 0.65 (0.49-0.87) :
HRnd 53/71 31/40 0.98 (0.62-1.54) d
0.25 0.50 00 2.00
>

Niraparib better

PFS benefit with niraparib monotherapy varied across HRD subgroups,

especially in HRdA/BRCAwt group

Placebo better

Gonzalez-Martin A et al., European Journal of Cancer 189 (2023) 112908

© AstraZeneca 2026
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Bevacizumab Enhance Sensitivity to PARPI
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p2¢ PARP1
DNA REPAIR

Hypoxia:
¥ key HRR factors 4 :

, Anincrease in sensitivity N
(i.e., RAD51, BRCA1, BRCA2)

to PARPI may occur under
\ 4 protein synthesis —’ hypoxic conditions due WD
to reduced DNA repair potential

¥ DNA repair potential Single stranded DNA breaks
\—D |/
VEGFR3 blockade: QMMD

Reduced BRCA expression
may allow BRC Awt
patients to benefit

from PARPI

2N
Double stranded DNA breaks

¥ BRCA2 expression
A cellular cycle arrest
A chemosensitivity

—>

Accumulation of DNA damage and cell death

Schematic Presentation of the Synergistic Effect of Olaparib in Combination with Bevacizumab

Bodnar L et al., Oncol Clin Pract 2026; 22: e00526075

Inhibit Angiogenesis

- Induce hypoxia
- Reduce DNA repair potential

=> Increased HRD
=>» Enhance sensitivity to PARPi

VEGFR Blockade

- Lower BRCA2 expression

=> Allow BRCAwt patients to
benefit from PARPi

© AstraZeneca 2026



PAOLA-1: Olaparib maintenance in newly diagnosed advanced ovarian
cancer patients treated with chemotherapy and bevacizumab1,2

Sponsored by ARCAGY research’?

Primary endpoint

* Investigator-assessed PFS

- FIGO stage IlI-IV Olaparib (300 mg (modified RECIST 1.1)
high-grade ovarian BID) x 2 years Sensitivity analysis by BICR
cancer (serous or ' : o

.. + )
endometrioid)* or non bevacizumab Secondary endpoints
mucinous BRCAm 21 randomisation: N<806 « TEST

. NED/CRIPR T ranaomisation; N= .

Surgery Stratification by tBRCA PR
(upfront or interval) statust and 1L treatment © TSST

« Platinum outcome + OS
taxane-based « Safety

. X 2 years
§3 Cyc,tles Ofb ) . y , Pre-specified exploratory endpoints

evacizuma : t
+ bevacizumab « PFS in pre-defined subgroups
including tBRCAm and Myriad

2 years’ maintenance treatment myChoice® CDx

>

N=762 patients were planned to be randomised in the study so that maturity of the PFS data is ~60%. 458 events will give >80% power, at 5% alpha, to show HR 0.75, mPFS
from 15.8 months (control) to 21.1 months (olaparib)

*Also includes fallopian tube and primary peritoneal cancer.

tBevacizumab: 15 mg/kg intravenous, every 3 weeks for a total of 15 months, including when administered with chemotherapy.

1By central labs

1. Ray-Coquard I, et al. N Engl J Med. 2019;381:Clinical Study Protocol; 2. Lorusso D, et al. Int J Gynecol Cancer. 2024;34:550-558. © AstraZeneca 2026



PAOLA-1 Inclusion Criteria
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ClinicalTrials.gov. PAOLA-1: Olaparib Plus Bevacizumab as Maintenance Treatment in Patients With Advanced Ovarian Cancer (NCT02477644). Available at: https://clinicaltrials.gov/study/NCT02477644.

8  Accessed October 2026. © AstraZeneca 2026



Baseline patient characteristics were well balanced between arms

Olaparib + bevacizumab Placebo + bevacizumab
(n=537) (n=269)

Age, median years (range) 61 (32-87) 60 (26-85)
1 378 (70 186 (69
SR W () IV 159 Eso; 83 ((31 ))
HRD positive 255 (47) 132 (49)
tBRCAmM 157 (29) 80 (30)
HRD status*, n (%) HRD positive excluding tBRCAm 97 (18) 55 (20)
HRD negative/HRD unknown 282 (53) 137 (51)
HRD negative 192 (36) 85 (32)
Upfront surgery 271 (50) 138 (51)
Residual macroscopic disease 111 (41) 53 (38)
No residual macroscopic disease 160 (59) 85 (62)
Historyiof cg/(toreductive Interval cytoreductive surgery® 228 (42) 110 (41)
surgery, n (%) Residual macroscopic disease 65 (29) 35 (32)
No residual macroscopic disease 163 (71) 75 (68)

No surgery 38 (7) 21 (8)

Response after surgery/platinum-based NED 2013 141 (52)
o CR 106 (20) 53 (20)
chemotherapy, n (%) PR 141 (26) 75 (28)

*BRCAm status by central labs; HRD status by Myriad myChoice HRD Plus; patients in tBRCAm and HRD positive excluding tBRCAmM

subgroups do not equal the total number of patients in the HRD-positive subgroup because of different testing methods.

Final OS DCO: 22 March 2022. Final OS analysis planned for 3 years after the primary PFS analysis or 60% data maturity

Ray-Coquard I, et al. Presented at ESMO Congress 2022. 9-13 September. Paris, France © AstraZeneca 2026



Approximately 50% of patients in PAOLA-1 were HRD-positive*

Around half of HRD-positive™ patients were tBRCAm

tBRCAmM
n=235; 29%

HRD-negative n=277; 34%

HRD-positive*
n=387; 48%

Genomic instability score
242, excluding tBRCAm

n=152; 199%

HRD status unknown
n=142: 18%,

*HRD-positive determined by tBRCAm and/or Myriad myChoice® CDx genomic instability score 242
Reasons for HRD status unknown: 4.2% missing; 2.1% fail; 11.3% inconclusive
10 Ray-Coquard |, et al. Presentation LBA2_PR presented at ESMO Annual Conference 2019, 27 September - 1 October, Barcelona, Spain. © AstraZeneca 2026



Final PFS analysis

Data cut-off March 2022

© AstraZeneca 2026



Median PFS for HRD-positive* patients at the final OS DCO
was almost 4 years in the olaparib + bevacizumab arm1,2

46.1% of patients in olaparib + bev arm were progression free at 5 years vs 19.2% in bev arm

100 5 Olaparib + Placebo +
90 - bevacizumab bevacizumab
(n=255) (n=132)
")
B 80
9 £ Events, n (%) 136 (53.3) 104 (78.8)
5 © 70 <
Q
£EZ 44
0T 5-year PFS rate Median PFS, months 46.8 17.6
L=
¢ & 50 46.1%
= O
o @ 40 - 5-year PFS rate, % 46.1 19.2
1= |
2 9 30 |
s L | HR 0.41
19.2%! 95% ClI, 0.32-0.54
10 —
0 T T T T I| T 1 T : :
0 12 24 36 48 60 72 80 59% reduction in risk of disease progression or death
. N for olaparib + bevacizumab vs bevacizumab alonet
No. at risk Time from randomisation (months)
Olaparib + bev 255 252 242 236 223 214 194 183 165 162 147 143 138 127 123119 117112103 79 63 40 31 8 5 3 0
Placebo + bev 132 129 118 103 91 79 62 52 41 37 34 30 29 25 24 24 21 20 19 15 13 8 6 2 O

Final OS DCO: 22 March 2022.
*HRD positive defined as tBRCAm and/or genomic instability score 242 in the Myriad myChoice® CDx; TDescriptive analysis

1.Ray-Coquard I, et al. Presented at ESMO Congress 2022. 9—13 September. Paris, France. 2. Ray-Coquard I, et al. Ann Oncol 2023;34:681-92

12 © AstraZeneca 2026



A substantial 5-year PFS benefit was seen in HRD-positive*
patients regardless of tBRCAm status

HRD-positive patients

Olaparib + Placebo + . Olaparib + Placebo +
bevacizumab bevacizumab bevacizumab bevacizumab
(n=157) (n=80) GXCIUdlng tBRCAm (n=97) (n=55)
Events, n (%) 78 (50) 58 (73) Events, n (%) 58 (60) 46 (84)
Median PFS, months 60.7 21.7 Median PFS, months 30.0 16.6
100 - 5-year PFS rate, % (95% CI) 50 (42-58) 25 (16-35) 100 5-year PFS rate, % (95% CI) 41 (31-51) 15 (7-25)
90 HR 0.45t 907 HR 0.47t
80 - 95% CI1 0.32-0.64 80 — 95% CI10.32-0.70
R <
o 70 E 70 —
5-year PFS rate
o 60- y 500, E 60-
S S
(5} (! [5)
o 504 > 507 5-year PFS rate
= = 0
T 40 5 404 4%
2 2 .
S 30 ° 307 |
= o 1
® 20- : 20 ' 15%
1
10 - . 10 - :
! 1
1
0 T T T T T T 1 0 T T T T f T 1
0 12 24 36 48 60 72 80 0 12 24 36 48 60 72 80
. . Time from randomisation (months) . . Time from randomisation (months)
Patients at risk Patients at risk
Olaparib + bev 157154150148144138131125116113102 98 96 87 86 82 80 78 70 50 40 27 22 8 4 2 0 Olaparib + bev 97 96 90 86 79 76 64 60 50 50 46 46 43 41 38 38 38 36 35292214 10 1 1 1 O
Placebo + bev 80 79 73 66 59 52 45 40 32 28 27 25 24 21 20 20 19 18 17 1210 6 5 1 0 Placebo + bev 55 54 48 41 37 32 23 191514131111 9 9 9 7 6 6 5 5 4 3 1 0

Final OS DCO: 22 March 2022.
*HRD positive defined as tBRCAm and/or genomic instability score 242 in the Myriad myChoice® CDx assay. tDescriptive analysis
13 Gonzalez-Martin A, et al. Eur. J. Cancer. 174 (2022) 221-231 © AstraZeneca 2026



Final OS analysis

Data cut-off March 2022

© AstraZeneca 2026



Olaparib + bev provided a clinically meaningful improvement in
OS in HRD-positive patients

At 5 years, 65.56% of patients receiving olaparib + bevacizumab were still alive

Olaparib + Placebo +
vs 48.4% who received bevacizumab alone be‘zﬂgzz;;)‘ab be\zzgyzsuzr;'ab

100

Events, n (%) 93 (36.5) 69 (52.3)

90
5-year OS rate 75.2
80 Median OS, months R 57.3
2o 65.5% (unstable)

5-year OS rate, % 65.5 48.4
50 —

40 - 48.4%: ___.J_._ HR 0.62

95% Cl, 0.45-0.85

Patients who survived (%)

30
20 ! S
! 38% reduction in risk of death for
10 E olaparib + bevacizumab vs
0 , , , , ’, , ! bevacizumab alone*
0 12 24 36 48 60 72 80 : — —
] o Patients receiving a PARP inhibitor
Time from randomization (months) .
No. at risk during any subsequent treatment:
Olaparib + bev 255 253 253 252 252 244 238 231 225 215 205 200 195 189 183 176 174 170 164 142 116 83 62 32 17 4 O . 0
Placebo + bev 132 130 129 128 126 121 117 114 109 105 100 96 91 89 86 82 79 77 70 59 44 29 21 9 2 1 0 Olaparib + bev: 17.3% (44/255)

Placebo + bev: 50.8% (67/132)

*Median unstable; <560% data maturity

Final OS DCO: 22 March 2022. Final OS analysis planned for 3 years after the primary PFS analysis or 60% data maturity.
Median time from first cycle of chemotherapy to randomization = 6 months

*Descriptive analysis

Ray-Coquard I, et al. Presented at ESMO Congress 2022. 9-13 September. Paris, France © AstraZeneca 2026



OS subgroup analysis by BRCAm and HRD status

The addition of olaparib to bevacizumab prolonged OS in HRD+ patients regardless of BRCA status.

bfv'ii’iazﬂﬂzb b:\::ziez':::n;b HRD ” bo'ap."’"ib . Flacebo & b
(n=157) (n=80) _-posmve,’r ev?:;;wa ev?::sg;na
Events, n (%) 48 (30.6) 37 (46.3) Eleliig) UESCH Events, n (%) 44 (45.4) 32 (58.2)
Median OS, months  75.2 (unstable)* 66.9 Median OS, months NR 52.0
5-year OS rate, % 73.2 53.8 5.year OS rate, % 54.7 44.2

HR 0.60 (95% Cl, 0.39-0.93)

HR 0.71 (95% ClI, 0.45-1.13)

100 | 100 =
90 | 5-year OS rate 90 -
g 80 n 73.2% 80 —
§ 70 | 70 5-year OS rate
g 60 ] 60 -
P 50
j | 53.8% 50 - !
3 |
2 40 | : 40 :
c 1 !
30
.% | ! 30 |
1 1
- 20 ] : 20 i
1
10 ! 10— i
— 1
O T T T T T T 1 0 :
0 12 24 36 48 €0 2 80 0 1I2 2I4 3I6 4I8 6IO 7I2 8IO
Time from randomization (months) Time from randomization (months)
No. at risk N
Olaparib + bev 157 156 156 155 155 152 150 144 143 139 134 131 130 127 123 118 117 115 112 99 80 55 42 21 11 2 0 Ola No.'ba: ESk
Placebo+bev 80 79 78 77 76 74 72 71 68 66 64 61 59 58 58 54 54 53 50 40 33 22 17 10 3 1 0 parib+bev o7 96 956 96 96 91 87 86 8 76 71 70 66 63 61 59 58 55 52 45 37 29 22 12 5 2 0

Placebo+bev 55 54 54 54 54 51 48 46 44 42 40 39 37 36 33 32 29 28 24 21 15 9 6 2 O

*By central labs; 1By Myriad myChoice® HRD Plus; $Unstable median; <560% data maturity
Final OS DCO: 22 March 2022. Final OS analysis planned for 3 years after the primary PFS analysis or 60% data maturity.

16 Ray-Coquard I, et al. Presented at ESMO Congress 2022. 9-13 September. Paris, France © AstraZeneca 2026



PFS & OS by Clinical Risk
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PFS & OS in Higher Risk HRD Positive Patients

Olaparib + bevacizumab § Placebo + bevacizumab “
(n=177) (n=89)

Events, n (%) 110 (62) 74 (83)
Median PFS, months 31.3 15.9
5-year PFS rate, % (95% CI) 35t 151

100 7

90 T

80

70 7

60 7

50 T

40 7

30 T

Progression-free survival (%)

20 T

10 7

HR 0.46 (95% Cl 0.34-0.61)

Olaparib + bevacizumab

O T T T T T T T T 1T T 1T 1T 711

0 3 6 9 1215182124 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 7880

No. at risk

Months since randomization

Olaparib + bev 177 175 166 161 150 141 124 113 98 95 85 82 78 70 68 17 63 62 56 44 31 22 17 2 0
89 87 79 66 59 47 35 28 22 21 20 17 16 13 12 12 11 10 10 8 7 4 2 1 0

Stage Il patents with PDS and no residual disease

Olaparib + bevacizumab | Placebo + bevacizumab
(n=177) (n=89)

Events, n (%) 82 (46.3) 53 (59.6)
Median OS, months 67.0t 54.0
5-year OS rate, % 55.2 42.2
| ( HR 0.70 (95% CI 0.50—1.00)
PARRP inhibitor as
subsequent treatment, % e 002
100 —

90 —

80 — 1 72.8%
~ 83.0%,;
é 70 . 1 1
m 1
O 60— : .
ks 1 1
z 50- ! !
3 40- : :
S ! ! 42.2%!
o 1 1 1
— 30 . 1 1 1
o 1 1 1

20 | : :

1 1 1
10 : : :
1 1 1
0 1 : : 1 : 1 1

0 12 24

36 48 60 72 80

Time from randomisation (months)

Patients at risk
Olaparib + bev

Placebo +bev 89 88 88 87 85 81 79 76 73 69

177175175174174166163156152143133128123117112105103100 96 82 69 49 36 15 8 O

66 62 57 56 53 50 49 47 43 36 24 14 10 4 O

*Higher risk patients defined as those with FIGO stage Il disease who had undergone upfront surgery and had residual disease or who had received neoadjuvant
chemotherapy or FIGO stage IV patients. Lower-risk patients were those with FIGO stage lll disease who had undergone upfront surgery and had complete resection?

TKaplan-Meier estimates. * Unstable median due to lack of events. 1. Lorusso D, et al. Int J Gynecol Cancer. 2024;34:550-558. 2. Harter P et al. Gynecol Oncol. 2022;164:254—64.

© AstraZeneca 2026



PFS & OS in Lower Risk HRD Positive Patients i
patients who received NACT, Stage IV patients
“ Olaparib + bevacizumab J Placebo + bevacizumab “ Olaparib + bevacizumab } Placebo + bevacizumab
(n=78) (n=43) (n=78) (n=43)

Events, n (%) 26 (33) 30 (70) Events, n (%) 11 (14.1) 16 (37.2)
Median PFS, months 75.2% 22.3 Median OS, months NE NE
5-year PFS rate, % (95% CI) 727 28T 5-year OS rate, % 88.3 61.3
HR 0.26 (95% Cl 0.15-0.45) | | HR 0.31 (95% CI 0.14-0.66)

PARP inhibitor as

subsequent treatment, % 14.1 39.5

100 -
90 —
100 . 948%  93.5%
80 4 90 — : i
S I
~ — 1
s /07 — 80 : 1
2 X 1 lll 1
E 60 - ~ 70 1 1 1
? 2 1 1 1
o 50 8 60 - : : -
& . o 1 1 61.3% 1
5 . . 2 50 1 1 1
2 404 Olaparib + bevacizumab = 1 1 1
? o) 40 - 1 1 1
o © 1 1 1
- 1
2 30 S 30 i : |
o 1 1 1
21 S - - |
1 1 1
10 4 10 1 1 1
1 1 1
0 0 1 II L 1 1 : 1 1
rrrrrrrrrrrrrrr T r T T r 1T T 1T 1T 1T 11 0 12 24 36 48 60 72 80
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 7880
No. at risk Months since randomization Time from randomisation (months)

Patients at risk

Olaparib +bev 78 78 78 78 78 78 75 75 73 72 72 72 72 72 71 71 71 70 68 60 47 34 26 17 9 4
Placebo + bev 43 42 41 41 41 40 38 38 36 36 34 34 34 33 33 3230 302723201511 5 2 1

Olaparib + bev 78 77 76 75 73 73 70 70 67 67 62 61 60 57 55 55 54 50 47 35 32 18 14 6 5 3 0 0
43 42 39 37 32 32 27 24 19 16 14 13 13 1212121010 9 7 6 4 4 1 0 0

*Higher risk patients defined as those with FIGO stage Il disease who had undergone upfront surgery and had residual disease or who had received neoadjuvant

chemotherapy or FIGO stage IV patients. Lower-risk patients were those with FIGO stage lll disease who had undergone upfront surgery and had complete resection?

19 TKaplan-Meier estimates. ¥ Unstable median due to lack of events. 1. Lorusso D, et al. Int J Gynecol Cancer. 2024;34:550-558. 2. Harter P et al. Gynecol Oncol. 2022;164:254—64. © AstraZeneca 2026



Population-adjusted indirect treatment comparison of PFS:

PAOLA-1 vs. PRIMA

M) Check for updates

1 Therapeutic Advances in Medical Oncology

Original Research

Population-adjusted indirect treatment
comparison of maintenance PARP inhibitor
with or without bevacizumab versus
bevacizumab alone in women with newly
diagnosed advanced ovarian cancer

Robert Hettle, Charles McCrea, Chee Khoon Lee and Richard Davidson

Ther Adv Med Oncol
2021,Vol. 13: 1-14
DOI: 10.1177/

17588359211049639

© The Authorfs), 2021.
Article reuse quidelines:
sagepub.comVjournals-
permissions
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Modified
PAOLA-1 set

26% of PAOLA-1 patients did not
meet the staging and surgical
eligibility criteria of PRIMA, and
were excluded from this analysis

Excluded

Patients who met the following staging and surgical criteria would
have been eligible for PRIMA and were included in this analysis:

— Stage IV disease

— Stage Il disease and residual disease after
primary debulking surgery

— Inoperable stage Il disease

— Stage lll disease and who had received
neoadjuvant chemotherapy

Patients who met these PRIMA entry
criteria make up a higher-risk group of
the full PAOLA-1 population

Modified

PAOLA-1 set

? 2
T!* n -

T Weighting

Patients in the modified PAOLA-1 set i
were weighted to match the reported
baseline characteristics of patients in
PRIMA, with more ‘PRIMA-like’
patients receiving higher weighting
than those who were less ‘PRIMA-

Methodology

g Excluded patients included those with stage
lll disease and no evidence of disease
following primary debulking surgery. While
™ all PAOLA-1 patients were at high risk of
I disease progression, these patients
represent a lower-risk group

Baseline characteristics were well balanced
following weighting, allowing for more appropriate
comparison of outcomes across the trials

PRIMA
8 o2
” ]
L1
vs - .
-~ LX)

Kaplan—Meier curves and
medians were generated
for each treatment arm:

PAOLA-1: olaparib plus bevacizumab and bevacizumab alone,
like using weighted individual patient data

PRIMA: niraparib alone and placebo, using reconstructed
patient level data from the published Kaplan—Meier curves

i PRIMA-ineligible £ Less PRIMA-ike £ More PRIMA-like

PAOLA-1: " patients ¥ patients | patients

Hazard ratios were calculated using Cox regression
analysis to allow for comparison between arms

20 Hettle R et al., Ther Adv Med Oncol 2021:13:1-14 © AstraZeneca 2026
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Population-adjusted indirect treatment comparison of PFS:
PAOLA-1 vs. PRIMA

Probability of PFS

Kaplan-Meier Curves

Forest Plot in HRD Positive Patients

0.75 —

0.50 —

0.25

0.00

I I 1
6 12 18

| T
24 30

1
36

Time from randomisation following first-line chemotherapy (months)

<+ Olaparib + bevacizumab
Niraparib

+ Placebo + bevacizumab

+ Placebo

Median PFS (95% CI),

months

36.0 (23.2-NA)
22.0 (19.3-NA)

17.6 (14.7-19.6)
10.5 (8.05-12.1)

Hettle R et al., Ther Adv Med Oncol 2021;13:1-14

Intervention

Olaparib +

bevacizumab
(ESS=164)

Placebo +

bevacizumab
(ESS=79)

Niraparib (n=247)
Olaparib +
bevacizumab
(ESS=164)
Niraparib (n=247)
Olaparib +

bevacizumab
(ESS=164)

Hazard ratio (95% ClI)

———

—

[
|
[
|
[
|
[
|
|
|
|
[
|
[
|
[
|
[
|
[
_._ |
[
]

00 02 04 06 08 10 12

Intervention on left better

Comparator

Placebo
(n=126)

Placebo
(n=126)

Placebo
(n=126)

Placebo +
bevacizumab
(ESS=79)
Placebo +

bevacizumab
(ESS=79)

Niraparib
(n=247)

Intervention on right better

HR (95% ClI)
0.23
(0.16-0.33)

0.58
(0.41-0.83)

0.41
(0.29-0.58)

0.40
(0.29-0.56)

0.70
(0.51-0.97)

0.57
(0.41-0.79)

© AstraZeneca 2026




Safety, tolerability and HRQoL




The safety profile of olaparib in the PAOLA-1 trial was consistent

with previous trials of olaparib

Median duration of treatment with olaparib/placebo,* months (range)

Median duration of treatment with bevacizumab since randomisation*, months
(range)

All grade AEs, n (%)

Grade 23 AEs, n (%)

Serious AEs, n (%)

AEs leading to death, n (%)

AEs leading to dose interruption of olaparib or placebo, n (%)

AEs leading to dose reduction of olaparib or placebo, n (%)

AEs leading to treatment discontinuation of olaparib or placebo,* n (%)

*HRD positive defined as tBRCAm and/or Myriad myChoice® CDx genomic instability score 242
TNeoadjuvant treatment may have included bevacizumab
Ray-Coquard I, et al. N Engl J Med. 2019;381:Supplementary appendix

Olaparib + bevacizumab Placebo + bevacizumab
(n=535) (n=267)

17.3 (0.0-33.0)
11.0 (0.7-21.4)

531 (99)

303 (57)

167 (31)

1(<1)

291 (54)

220 (41)

109 (20)

15.6 (0.1-26.2)
10.6 (0.7-17.1)

256 (96)

136 (51)

83 (31)

4(2)

65 (24)

20 (7)

15 (6)

© AstraZeneca 2026



The AE profile of olaparib in PAOLA-1 was consistent with previous
trials of olaparib

Nausea 53 2 " 22
Fatigue/asthenia 53 Sl Bk 32
Hypertension 46 19 I —— s 60
Anaemia* 41 18 I <1 10
Lymphopenia* 24 7 1 9
Vomiting 22 10 B2 11
Arthralgia 22 10 N1 24
Abdominal pain 20 10 72 20
Neutropenia* 18 ol 3 16
Diarrhoea 18 2l B2 17 Olaparib + bev: All grades (frequency 210%)
Leukopenia* 18 20 "1 10 I Olaparib + bev: Grade 23
uTlI 15 <1 I« 10 Placebo + bev: All grades (frequency 210%)
Headache 14 <1 01 13 B Placebo + bev: Grade 23
Constipation 10 | <1 10
Proteinuria 6 10 |<1 15
I T T T T T |1 T T T T T T
60 50 40 30 20 10 00 10 20 30 40 50 60

Treatment-emergent AEs (%)

Secondary data cut-off: March 2020. Median duration of follow-up: olaparib, 35.5 months; placebo, 36.5 months

All-grade grouped-term thrombocytopenia occurred in 8% of olaparib plus bevacizumab patients and 3% of placebo plus bevacizumab patients; grade =23 grouped-term
thrombocytopenia occurred in 2% of olaparib plus bevacizumab patients and <1% of placebo plus bevacizumab patients

*Grouped terms.

1. Gonzalez-Martin A, et al. Eur. J. Cancer. 174 (2022) 221-231; 2. Moore K, et al. N Engl J Med 2018;379:2495-505;
24 3, Pujade-Lauraine E, et al. Lancet Oncol. 2017;18:1274-84; 4. Ledermann J, et al. Lancet Oncol. 2014;15:852-61 © AstraZeneca 2026



2026 NCCN Clinical Guidelines for Ovarian cancer

STAGE II, lll, IV¥
POST PRIMARY THERAPY

Germline or somatic
BRCA1/2 pathogenic/
likely pathogenic
(PILP) variants

BRCA1/2 wild-type or
unknown

CRY/PR and

HR Deficient

BRCA1/2 wild-type or
unknown

and

HR Proficient or HR
unknown

g In the absence of a BRCA1/2 mutation, HRD status has been correlated with magnitude
of benefit from PARPI maintenancg in clinical trials. For PARPI therapy in advanced stage

disease, include measure of HR

-C).
k See Principles of Systernic Therapy [OW-0) and Management of Drug Reactions (OW-E).
sease.

¥ Mo definitive evidence o

MAINTENANCE THERAPY®:kXx

If bevacizumab not used during primary chemotherapy:

or
* Observe for select stage |l disease with CR*

* Olaparib (category 1) or Niraparib (category 1) or Rucaparib

If bevacizumab used during primary chemotherapy:
* Olaparib + Bevacizumab (category 1)

o

* Niraparib + Bevacizumab (if unable to tolerate Olaparib)

or
» OlaparibY or Niraparib¥ or Rucaparib¥

If bevacizumab not used during primary chemotherapy:
* Olaparib or Niraparib or Rucaparib

or
- Observe (if CR)

If bevacizumab used during primary chemotherapy:
* Olaparib + Bevacizumab (category 1)

O
= Niraparib + Bevacizumab (if unable to tolerate Olaparib)
or

* Bevacizumab

or

* Olaparib

If bevacizumab not used during primary chemotherapy:
* Observe (if CR)
or

* Therapy for Persistent Disease or Recurrence [OV-T)

If bevacizumab used during primary chemotherapy:
* Bevacizumab

" Monitering/Follow-Up (OV-6)

" Post primary treatment recommendations for stage [I-1\/ high-grade serous or grade 2
or 3 endometrioid carcinema; consider for clear cell carcinomaor carcinosarcoma with a

BRCAT1/2 mutation.

¥ After first-line thera
a sin I.e—a%ent PA
somatic BRCA1/2 PIL

| Mote: All recommendations are category 2A unless otherwise indicated. |

Wersian 1.2026, 0272526 © 2026 Nalional Comgrehansive Cancer Network®™ [NCON®), All rights reserved. NCON Guidelines® and this illusiration may nol be reproduced in any fomm wilhoul the express wrillan permission ol MOCM.

* Diata are limited for maintenance therapy with a PARPI for patients with stage Il disease.
/ with bevacizumab, data are limited on maintenance
i (olaparib, niraparib, or rucaparib) for patients with a germline or
variants. However, base
maintenance therapy for other subgroups, single-agent PARPI can be considered.

erapy with
on the magnitude of benefit of PARPI

0OVv-5 © AstraZeneca 2026



Olaparit PADLAA Olaparit PADLA-1

PRELIMINARY SCORE SCORE
ESMO-MCBS Scorecard
CURATIVE CURATIVE
ANNOTATION Overall Survival / Disease-Free Survival / Pathological Complete Response
AT - Acute toxicity PT - Persistent toxicity

« Olaparib
° PAOLA_1 NON-CURATIVE MON-CURATIVE

¢ TumOI' type: HRD+ Overall Survival
ADJUSTMENTS
Quality of life
? ,".‘, Progression-Free Survival
[ ]

-' Reviewed, but not qualified for an ESMO-MCES V
credit
Maon-inferiority (Improved Quality of Life or Reduced Adverse Events) / Response Rate

Serious and disabling adverse effects

Overall Response Rate / Duration of Response

Score

! INFORMATION

Experimental Arm: Olaparib + Bevacizurmab

Control Arm: Flacebo + bevacizumakb

EMA Therapeutic Indication: Olaparib for the maintenancs treatment of adult patients
with advanced (FIGO stages 11l and IV) high-grade epithelial ovarian, fallopian tube or
primary peritoneal cancer who are in response (complete or partial) following completion
of first-line platinum-based chemotherapy in combination with bevacizumab and whose
cancer is associated with homologous recombination deficiency (HRD) positive status
defined by either a BRCAT/2 mutation and/or genomic instability.

ESMO-MCBS v2.0, https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?scorecard=217 Accessed on 2026 Apr © AstraZeneca 2026
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https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?scorecard=217
https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?scorecard=217

Nirapar PRIMA/ENGOT-OV26/006.3012
PRELIMINARY SCORE SCORE
ESMO-MCBS Scorecard

CURATIVE CURATIVE

ANNOTATION Overall Survival / Disease-Free Survival / Pathological Complele Response

AT - Acute toxicity PT - Persistent toxicity
« Niraparib
° P RI M A NON-CURATIVE MON-CURATIVE

T
* Tu m o r type : H RD + @ Overall Survival
ADJUSTMENTS
Quality of life o
e Progression-Free Survival
*. G

'.l Reviewed, but not gualified for an ESMO-MCES .
credit

Man-inferiority (Improved Quality of Life or Reduced Adverse Events) / Response Rate
Serious and disabling adverse effects

6 . Owverall Response Rate / Duration of Response

More serious and disabling adverse effects
Score absees

Other adjustments

INFORMATION

Experimental Arm: Miraparib

Control Arm: Placebo

EMA, FDA Therapeutic Indication: Miraparib for the maintenance treatment of adult
patients with advanced epithelial ovarian, fallopian tube or primary peritoneal cancer who
are in a complete or partial response to first-line platinum-bazed ChT and whose cancer is
associated with HRD+ status defined by either a deleterious or suspected deleterious
BRCA mutation and/or genomic instability

Tumour type: Gynaacological malignancies

ESMO-MCBS v2.0, https://www.esmo.org/guidelines/esmo-mcbs/esmo-mcbs-for-solid-tumours/esmo-mcbs-scorecards?scorecard=245 Accessed on 2026 Apr © AstraZeneca 2026
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Case Presentation
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Tumor marker @

2023-058-02 = 2N

- mttn‘

<A0MA (Risk of Owarian Malignancy &laorithm)>

HALE S Z 1t =

BL371411 HE4 161.0 phal AL

BL3714 Ca125 114.0 UsmL

A= Z 1t High risk of finding Low risk of finding
epithelial ovarian cancer epithelial ovarian cancer

ROMA score

Pre-menopausal 59.6 ¥ = 11.4% <11, 4%

Post-menopausal BE.0 % = 29.9% <29, 9%

AFP: 3.1
CEA: < 0.5
Calem: 93.3
Ca19-9: 2,79
HE4: 162.00

=1 1D445cm
. 2 D 3.50cm

Ultrasound

Chest CT

© AstraZeneca 2026



2023-08-23 [RD] Open BSO TOMT c Pelvic peritonectomy c PCDS removal

c Rectal serosa removal c Rectal serosa reinforcement c Paracolic gutter r
emoval ¢ Colon serosa reinforcement c Wesentary nodule removal

c Rt.Diaphragm stripping c Splenectomy

Diagnosis (2020 WHO):
. HIGH-GRADE SEROUS CARCINOMA, grade 3, bilateral
ovaries

+ Greatest dimension: 3.5 cm (right ovary) and 1.2 cm (left ovary)
+ Lymphovascular invasion: Absent

+ Ovarian surface extension: PRESENT (bilateral) FIGO stage IVB
+ Salpingeal extension: PRESENT (right) PDS
RO

+ Pelvic peritoneal extension: PRESENT

+ Extrapelvic peritoneal extension: PRESENT — High vs Low risk

- Omentum: PRESENT BRCAWt/HRD (64)
- Spleen: PRESENT (capsule)

- R|ght diaphragm: PRESENT HZ HEE ZI(HRD) =HEH EtE 4 BRCA FHH sUEE B
- Ligamentum teres: Absent 24 e = (64)

- Mesentery: PRESENT
- Right paracolic gutter: PRESENT  [©.*2=%
- Left paracolic gutter: PRESENT DA (3NY) DNA (CHY)

Pass Pass

© AstraZeneca 2026



20

24

20

21.6

64039333738

1.1 2023.09.11 ~ 24-01-05 Paclitaxel-carboplat ingdb-Bevacizumabdt? | T
1.2 2024-02-07 ~ PAOLA(Bevacizumab-0laparib) #15 (10041000 ]
1.3 2026-05-27 ~ 2026-02 Olaparib (10041000 ]

8393536134 472

2.6

3-0(2023-1 (2023-1 | 2023-1 |2023-1 |2024-0 |2024-0 | 2024-0 |2024-0 |2024-0 | 2024-0 | 2024-0 | 2024-0 (2024-0 | 2024-0 | 2024-0 | 2024-1 (2024-1 |2024-1 |2025-0 [2025-0 (2025-0 |2025-0 |2025-0 (2025-0 |2025-1 |2026-0 [2026-0

u y

0-09 _|0-26 (117 | 2-14 _|1-04 _[1-26 | 2-01 | 3-04 _ |3-26 _ [4-21 - |5-27 . |6-24 _|7-14 _|8-19 . |95 017 - |1-14 | 2-09 . 1-03 - |2-10 - [3-17 - |4-25 & |8-16 _ |59-06 _ |2-22 . |3-19 . |6-22 u
05-12 0715

© AstraZeneca 2026
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Wl OPAFEM LT

EENOeZ [HEGIH D =20HHA RT.adenexaMl large
lobulateed solid mass b ZHEIE| L ascitestt SISASLICH
ovarian cancer with a sictes2 FEE|H 2| =220 2H
MH SEIEELICH

Ultrasound

CA-125

(U/mL  ):A3128.0
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[R1] TAH ¢ BSO ¢ PLND c both IP ligament remove
c pelvic peritonectomy ¢ bladder peritonectomy
¢ PCDS mass remove c falciform ligament remove ¢ TOMT
c appendectomy c Lt paracolic gutter mass remove

cmesenteric nogute Temove
c LAR

Diagnosis (2020 WHO):
. HIGH-GRADE SEROUS CARCINOMA, grade 3, bilateral ovaries

+ Greatest dimension: 5 cm (right ovary) and 5 cm (left ovary)

+ Lymphovascular invasion: PRESENT (substantial)

+ Ovarian surface extension: PRESENT (bilateral)

+ Salpingeal extension: PRESENT (bilateral)

+ Uterine extension: PRESENT (serosa, myometrium, and endometr ium)

+ Lymph node metastasis: PRESENT (5/21)
- Left pelvic (0/8)

- Right pelvic (2/7) (0.4 cm)

- "Left IP ligament" (1/1)

— Rectum (2/5)

+ Pelvic peritoneal extension: PRESENT

+ Extrapelvic peritoneal extension: PRESENT
— Pelvic peritoneum: PRESENT

— Bladder peritoneum: PRESENT

— Left pelvic peritoneum: PRESENT

- Right pelvic peritoneum: PRESENT

- Falciform |igament: PRESENT

— Mesenteric nodule: PRESENT

- Right IP ligament: PRESENT

— Left IP ligament: PRESENT (metastasis to |ymph node)
— Left round |igament: PRESENT

— Left paracolic gutter: PRESENT

— Parametrium: PRESENT

— Cul de sac mass: PRESENT

— Rectum: PRESENT (subserosa)

— Omentum: PRESENT

— Appendix: PRESENT (subserosa)

FIGO stage IlIC

PDS, R1

BRCAWt/HRD (58)

BRCA wHH =2

0
0z
0z

o
I

0
0

< 0 EHE

IDNA (SHY )

DHA (CHY)

I Pass

Pass
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V. CA-125

3,300

128.0

3,000

2,00

2,400

2,100

2023-08-31 ~ 2023-12-21 Paclitaxel-Carboplatin #6 -Bevacizumab #3 1]

1,800 2024-02-06 ~ PAOLA (bevacizumab+ Olaparib(100/100) maintenance) ]

- 2025-02-12 ~ Olaparib(100/100) 300mg BID I
1,200
500
GO0
a00

3- [2023- [2023- | 2023- |2023- |2023- |2023- | 2024- [2024- (2024- |2024- |2024- |2024- | 2024- | 2024- |2024- |2024- | 2024~ |2024- | 2024- | 2024- | 2024- [2025- [2025- | 2025- | 2025- |2025- | 2025- |2025- |2025- |2025-
n o |08-3. [00-2. 10-1. | 11-0u | 11-2. 12-2. | 01-1. [ 02-0u. [02-2.. |03-2.. | 041 | 05-0u. | 06-0.. [06-2.. [07-2.. |08-1.. | 09-0. | 10-0. | 10-2. | 17-1. | 12-1. |01 -0u {021 | 03-1. | 041 | 05-1. | 06-1. [O7-2.. [ 08-1. EIEi'-E...u
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57/F 0200

+ BIHHAALR  MEIEDCREE 4T FT

—

rfo Cfgrs =8 giEscr

(207876)

A ERFS A HEEHY M2 ASE LM HE
ZHICH,
Tumor marker @ 2025-04-06
CAl2h 1406.3 [ZAY] [&2]] 2025-05-08 10:32:15
CA15-3 209.7
CATS-9 17,3 CA-125 (U/mL ):.A681.6
CEA 1.3 CA-19-9 (UmL ):A39.8

Lymph node, left supraclavicular, US guided core needle aspiration :

. METASTATIC CARCINOMA, consistent with HIGH GRADE SEROUS CARCINOMA

<< Result of immunohistochemistry (according to outside report) >>

. p53: 3+ (22/3) (abnormal)
. PAX-8: Positive
. WT-1: Positive

© AstraZeneca 2026



1.1 25-04-09 Lymph node, left supraclavicular, US guided core needle aspiration
ROS)) METASTATIC CARCINOMA, consistent with HHGH GRADE SEROUS CARCINOMA

172°S/p Paciitaxer=Carbopiatim it =#3 (NAC ) (25-05-1T=25-07-01)

Diagnosis (2020 WHO):
. HIGH-GRADE SEROUS CARCINOMA, grade 3, bilateral ovaries

mRAH BSO ureterolysis (both) PCDS mass removal - SEHES pest meeadusent crensiieresy (1L
tota| Omentectomy morrison'S pouch remova| + Greatest dimension: 4 cm (right ovary) and 3.5 cm (left ovary)
. . + Lymphovascular space invasion: PRESENT (substantial)
splenectomy right diaphragm mass removal + Ovarian surface extension: Absent
. . + Salpingeal extension: PRESENT (bilateral)
right paracolic gutter mass removal + Uterine extension: PRESENT (serosa)
mesenteric LN removal (#1) + Lymph node metastasis: Absent (0/1)
RO - Mesenteric (0/1)

+ Pelvic peritoneal extension: PRESENT
+ Extrapelvic peritoneal extension: PRESENT

- Ligamentum teres: Absent FIGO Stage VB
< BRCA! Gene Mutation Analysis Feport = - Right paracolic gutter: Absent
— Mor ison pouch: Absent NAC, RO
= RESULT - Right diaphragm mass: Absent
Pathogenic Yariant: Detected - PCDS ma.lssl PRESENT gBRCA1 m
Identified Yariant: MM_0O07294,4(BRCA1):c.18404>T, p.(LvsE14+), heterozvgous ~ Spleen: Absent

— Omentum: PRESENT
(see |MTERPRETATION, FECOMMENDATIOM and COMMENTS) L Y R e () e e
— Omentum: CRS 3

— Right adnexa: CRS 2

— Left adnexa: CRS 2

© AstraZeneca 2026



V. CA-125

~ om 681.6

Bl

BG0

e 1.4 2025-08-04~2025-09-16 paclitaxel-carboplatin-bevacizumab #3 (adj) T
420 1.5 2025-10-15 ~ PAOLA maintain #12 1

350
240
210
140

70

——_ .

3-05-0|2025-06-02025-07-0|2025-07-1|2025-08-0| 2025-08-2 | 2025-09-1 | 2025-10-0|2025-11-1|2025-12-1 | 2026-01-1 | 2026-02-1 | 2026-03-1 | 2026-04-0 | 2026-05-1 |2026-06-0 | 2026-08-0 | 2026-09-0 | 2026-09-2 | 2026-10-
o Lra2 L 40732 10816 | 80738 | 40739 | & 0801 & 0804 | 2073 2 0733 00734 | 307N 10731 11034 | 70729 | 11234 | 21109 | 40739 | 31330 | 814405 0 0736
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Maintenance treatment with olaparib + bevacizumab provided a clinically meaningful PFS and OS benefit
irrespective of clinical risk status:

* Median PFS in HRD-positive patients was almost 4 years (46.8 months) in the olaparib plus bevacizumab arm vs 17.6
months in the control arm

« 38% reduction in the risk of death was observed with olaparib + bevacizumab vs bevacizumab alone (HR 0.62; 95% CI
0.45-0.85) in HRD positive patients.

No new safety signals were observed with longer-term follow-up.

* Incidence of MDS/AML and new primary malignancies remained low and balanced between arms.

In HRD positive patients, PAOLA-1 based regimen is the only NCCN Category 1 recommendation.

Anticipated reimbursement expansion could improve access to olaparib plus bevacizumab maintenance therapy
for eligible patients.
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