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Background

« Camizestrant is a next-generation oral SERD and pure ER antagonist’

« SERENA-1 (NCT03616587) demonstrated the safety, tolerability, and preliminary clinical
efficacy of a range of doses of camizestrant as monotherapy, with dose-dependent

exposure?3

« SERENA-2 (NCT04214288) was designed to explore the efficacy and safety of a range of
camizestrant doses administered once daily as a monotherapy in comparison with
fulvestrant, the current SERD standard of care

ER: estrogen receptor; SERD: selective estrogen receptor and degrader
1. Scott JS et al. J Med Chem 2020; 63: 14530-59

2. Hamilton EP et al. J Clin Oncol 2020;38 (15 suppl) [abstract 1024]

3. Baird R et al. Cancer Res 2021;81(suppl 4) [abstract PS11-05]
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SERENA-2 study overview

camizestrant 300 mg (n=20)

== (CSP v5 amendment: 16Dec20)
. . . . . Stratification:
Key inclusion/exclusion criteria: Prior CDKA/6:
 Recurrence or progression on at Post-menopausal Lung/liver mets : =
et ore o oFf) E'Ig ER+/HER2- ABC camizestrant 75 mg (n=74)
] candidates to
* No prior fulvestrant or oral SERD receive fulvestrant
in ABC monotherapy in the
« No more than one line of ET in ABC setting i camizestrant 150 mg (n=73)
ABC setting
* No more than one line CT in
ABC setting fulvestrant (n=73)
* Measurable and non-measurable
disease

* Primary endpoint: PFS (investigator assessment*)
« Secondary endpoints: CBR24, ORR, OS, safety
* Translational endpoints: serial ctDNA analysis including ESR1m, serial CTCs analysis

*disease progression assessed by the Investigator and defined using RECIST, version 1.1

ABC: advanced breast cancer; CBR24: clinical benefit rate at 24 weeks; CDK4/6i: CDK4/6 inhibitor; CT: chemotherapy; CTC: circulating tumor cells; ctDNA: circulating tumor DNA; ER: estrogen receptor;
ESR1m: mutation in estrogen receptor 1 gene; ET: endocrine therapy; HER2: human epidermal growth factor; PFS: progression-free survival; R: randomization; RECIST: Response Evaluation Criteria for Solid
Tumors; SERD: selective estrogen receptor degrader

This presentation is the intellectual property of the author/presenter. Contact them atmoliveira@vhio.net for permission to reprint and/or distribute.



mailto:moliveira@vhio.net

San Antonio Breast Cancer Symposium®, December 6-10, 2022

Statistical considerations

SERENA-2 was designed to compare each of the camizestrant 75, 150 and 300 mg doses with fulvestrant

No formal analyses of camizestrant 300 mg versus fulvestrant were conducted since enrolment to
camizestrant 300 mg was stopped early (n=20 patients)

SERENA-2 was not powered to compare between camizestrant doses

108 events for the pairwise comparison versus fulvestrant provided 86% power at the 2-sided 10%
significance level assuming the true hazard ratio was 0.59 and the median PFS in the control arm was
5 months

Primary analysis was triggered in August 2022 when 108 progression events (75% maturity) had occurred
in the best performing pair (camizestrant 75 or 150 mg versus fulvestrant)

Primary analyses used a stratified Cox proportional hazards model to compare PFS, adjusting for
prior use of CDK4/6i and presence of lung and/or liver metastases

No multiplicity adjustments were made for multiple comparisons in this Phase 2 study

CDKa4/6i: CDK4/6 inhibitor; PFS: progression-free survival

This presentation is the intellectual property of the author/presenter. Contact them atmoliveira@vhio.net for permission to reprint and/or distribute.



mailto:moliveira@vhio.net

San Antonio Breast Cancer Symposium®, December 6-10, 2022

Key baseline patient characteristics

C75 C 150 F Total
(n=74) (n=73) (n=73) (n=240)
| Age (median, range) 61.0 (37-89) 60.0 (42-84) 60.0 (35-84) 60.0 (35-89) I CT adjuvant, Y (%) o4 1 534 52.1 52,1 I
CT in ABC, Y (%) 21.6 12.3 26.0 19.2
Gender, F (%)? 100 100 100 100 ET overall_Tines (%)
| Race, White (%) 95.9 95.9 89.0 942 | 0 1.4 14 0 0.8
I ER+ (%) 100 100 100 100 I 1 81.1 72.6 76.7 77.1
2 16.2 24.7 19.2 20.0
PgR+ (%) 81.1 84.9 79.5 79.6 3 1.4 14 41 X
| ECOG 0 (%) 62.2 57.5 58.9 58.8 | | ETadjuvant,Y (%) 66.2 71.2 60.3 66.7
| Lung/liver metastasis Y (%) 58.1 58.9 58.9 58.3 | Al 40.5 35.6 31.5 35.8
Liver metastasis (%) 31.1 41.1 47.9 40.8 SERM 524 452 43.8 a7
° : : ' ' ET in ABC, lines (%)
Bone only disease (%) 14.9 19.4 17.8 17.6 0 37.8 28.8 26.0 31.3
| ESR1m detectable (%)® 29.7 35.6 47.9 367 | 1 62.2 71.2 74.0 68.8
D538G 18.9 19.2 31.5 22.9 Al 55.4 67.1 67.1 63.3
Y537N 14.9 15.1 15.1 13.8 SERM 6.8 2.7 6.8 5.0
Y537S 6.8 13.7 19.2 12.5 Prior CDK4/6i Y (%)°  51.4 50.7 50.7 49.6
E380Q 9.5 8.2 8.2 8.3 Palbociclib 21.6 31.5 30.1 27.9
L536H 14 8.2 4.1 46 Ribociclib 23.0 19.2 16.4 18.3
Y537C 4.1 4.1 2.7 3.3 Abemaciclib 5.4 14 4.1 3.8

aAll post-menopausal women; PESR1m assessed in plasma samples at screening (GuardantOMNI™) and Cycle 1 Day 1 (Guardant360%), ESR1m defined as E380Q, V422del, S463P, L536H/P/R,
Y537C/DIN/S, D538G, individual mutations present in >2% total cases reported; “Missing or not specified in 3 patients

ABC: advanced breast cancer; Al: aromatase inhibitor; C: camizestrant; CDK4/6i: CDK4/6 inhibitor; CT: chemotherapy; ECOG: Eastern Cooperative Oncology Group; ER: estrogen receptor;
ESR1m: mutation in estrogen receptor 1 gene; ET: endocrine therapy; F: female; PgR: progesterone receptor; SERM: selective estrogen receptor modulator (tamoxifen or toremifene)
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Primary endpoint: PFS by investigator assessment

1.0

0.8

0.6

Probability of PFS

0.4
0.2

0.0

C 150
F

74
73
73

Camizestrant 75 mg

Camizestrant 150 mg

Fulvestrant 500 mg

3

50
50
37

33
37
28

C 150 (n=73)| F (n=73)

Median duration

16.6 16.6 17.4
of follow-up, months
Events [n (%)] 50 (67.6) 51(69.9) 58 (79.5)
Median PFS, months 7.2 7.7 3.7
(90% CI) (3.7-10.9) (5.5-12.9) (2.0-6.0)
Adjusted HR 0.58 0.67
(90% CI)2 (0.41-0.81)  (0.48-0.92)
P value 0.0124* 0.0161* -

9 12 15 18 21 24 27

Time (months)
27 21 14 7 2 1 0
32 25 12 6 2 0
22 14 8 5 0

*Statistically significant; 2HRs adjusted for prior use of CDK4/6i and liver/lung metastases
CDK4/6i: CDK4/6 inhibitor; CI: confidence interval; HR: hazard ratio; PFS: progression-free survival

In the overall population,
camizestrant produces a
statistically significant and clinically
meaningful improvement in PFS
for both 75 and 150 mg
camizestrant doses over
fulvestrant
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PFS in patients by prior use of CDK4/6i

Prior CDK4/6i No prior CDK4/6i
10 C75(n=38) | C 150 (n=37) | F 500 (n=37) 10 C75(n=36) | C 150 (n=36) | F 500 (n=36)
e a Events [n (%)] 29 (76.3) 29 (78.4) 33 (89.2) ol Events [n (%)] 21 (58.3) 22 (61.1) 25 (69.4)
Median PFS, 5.5 3.8 2.1 Median PFS, 7.2 14.7 9.2
» 08 months (90% Cl)  (3.7-10.9) (2.0-7.6) (1.9-3.7) ®» 08 months (90% Cl)  (3.7-16.6) (5.6-18.4) (2.8-14.7)
g Adjusted HR 0.49 0.68 ) o Adjusted HR 0.78 0.65
= (90% Cl)2 (0.31-0.75)  (0.44-1.04) - (90% Cl)2 (0.47-1.28)  (0.40-1.06)
1
2> 06 2 06 . ~—e
3 3
© ©
S 04 3 04 .
=
o o
—0 ®
0.2 Camizestrant 75 mg 0.2 Camizestrant 75 mg
Camizestrant 150 mg O=0 L. Camizestrant 150 mg
0.0 Fulvestrant 500 mg 0.0 | - Fu-lvestrant 500 "TQ - - | | - | -
0 3 6 9 12 15 18 21 24 27 0 3 6 9 12 15 18 21 24 27
Time (months) Time (months)
C7S ] 27 18 15 10 5 2 0 k) 36 23 15 12 1 9 5 2 1 0
C 150 mers 21 15 1 7 0 C 150 pel§] 29 22 21 18 12 6 2 0
@ 37 16 8 5 3 1 1 0 3 36 21 20 17 1 7 4 0

* |n the sub-population of patients previously treated with CDK4/6i + endocrine therapy, camizestrant at both
doses produces a clinically meaningful improvement in PFS over fulvestrant

3aHRs adjusted for liver/lung metastases

Cl: confidence interval; CDK4/6i: CDK4/6 inhibitor; HR: hazard ratio; PFS: progression-free survival
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PFS in patients by lung and/or liver metastases

Probability of PFS

C75
C 150
F

Presence of lung and/or liver metastases

C 75 (n=43)

C 150 (n=43)

F 500 (n=43)

¢ "ﬁ Events [n (%)] 31(72.1) 32 (74.4) 39 (90.7)
Median PFS, 7.2 5.6 20
months (90% CI)  (3.6-11.1) (3.7-9.1) (1.9-3.6)
Adjusted HR 0.43 0.55 )

_IW (90% Cl) (0.28-0.65) (0.37-0.82)
Camizestrant 75 mg
Camizestrant 150 mg
Fulvestrant 500 mg
0 3 6 9 12 15 18 21 24 27
Time (months)

43 28 20 16 12 9 4 0

43 28 18 15 12 6 2 1 0

43 16 10 7 4 2 1 0

* In the sub-population of patients with lung and/or liver metastases, camizestrant at both
doses produces a clinically meaningful improvement in PFS over fulvestrant

aHRs adjusted for prior use of CDK4/6i

Cl: confidence interval; CDK4/6i: CDK4/6 inhibitor; HR: hazard ratio; PFS: progression-free survival

1.0

0.8

0.6

0.4

Probability of PFS

0.2

0.0

C75

C 150
F

No lung or liver metastases

31
30
30

Camizestrant 75 mg

Camizestrant 150 mg

C 75 (n=31)

C 150 (n=30)

F 500 (n=30)

Fulvestrant 500 mg

3

22
22
21

6

13
19
18

Events [n (%)] 19 (61.3) 19 (63.3) 19 (63.3)
Median PFS, 5.5 9.2
months (90% Cl)  (3.7-15.0) (5.6-17.2) (3.7-18.7)
Adjusted HR 0.99
(90% Cl) (0.57-1.69) (0.53-1.56)
>
——eo
9 12 15 18 21 24 27
Time (months)

11 9 5 3 2 1 0

17 13 6 4 1 0

15 10 6 4 0
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PFS in patients by detectable ESRTm

1.0

0.8

0.6

0.4

Probability of PFS

0.2

0.0

C75
C 150
F

ESR1m detectable at baseline

C75(n=22) | C 150 (n=26) | F 500 (n=35)
Events [n (%)] 15 (68.2) 22 (84.6) 31 (88.6)
Median PFS, 6.3 9.2 2.2
months (90% Cl)  (3.4-12.9) (3.7-12.9) (1.9-3.8)
Adjusted HR 0.33 0.55 )
(90% Cl) (0.18-0.58) (0.33-0.89)
Camizestrant 75 mg
Camizestrant 150 mg
Fulvestrant 500 mg
0 3 6 9 12 15 18 21 24 27
Time (months)
22 15 10 8 6 4 1 0
26 18 15 14 9 3 2 0
35 15 10 6 3 2 1 0

1.0

0.8

0.6

0.4

Probability of PFS

0.2

0.0

C75

C 150
F

ESR1m not detectable at baseline

C75(n=51) | C 150 (n=46) | F 500 (n=37)
Events [n (%)] 34 (66.7) 28 (60.9) 26 (70.3)
Median PFS, 7.2 5.8 7.2
months (90% Cl)  (3.7-10.9) (3.8-14.9) (2.0-10.7)
Adjusted HR 0.78 0.76 )
(90% CI)2 (0.50-1.22) (0.48-1.20)
Camizestrant 75 mg
Camizestrant 150 mg
Fulvestrant 500 mg
0 3 6 9 12 15 18 21 24 27
Time (months)
51 34 23 19 15 10 6 2 1 0
46 31 21 17 15 9 4 2 0
37 21 18 16 11 6 4 1 0

* In the sub-population of patients with detectable ESR7m at baseline, camizestrant at both
doses produces a clinically meaningful improvement in PFS over fulvestrant

aHRs adjusted for prior use of CDK4/6i and liver/lung metastases

CI: confidence interval; CDK4/6i: CDK4/6 inhibitor; ESR1m: mutation in estrogen receptor 1 gene; HR: hazard ratio; PFS: progression-free survival
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PFS in patients by ER-driven disease”

Patients with evidence of ER-driven disease* Patients without evidence of ER-driven disease*
10 € 75 (n=50) | C 150 (n=53) | F 500 (n=53) 10 C 75(n=24) | C 150 (n=19) | F 500 (n=19)
' Events [n (%)] 34 (68.0) 35 (66.0) 40 (75.5) i q Events [n (%)] 16 (66.7) 16 (84.2) 17 (89.5)
Median PFS, 7.4 12.0 3.2 Median PFS, 3.7 3.7 3.8
» 08 months (90% CI)  (4.5-11.1) (5.6-14.5) (2.0-7.3) »w 08 months (90% CI)  (1.9-10.9) (1.9-7.7) (1.9-7.2)
H- Adjusted HR 0.53 0.58 i o Adjusted HR 0.73 1.01 ]
“s (90% CI)? (0.35-0.79) (0.39-0.86) 5 (90% Cl) (0.40-1.33) (0.55-1.83)
2z 06 Z 06
3 3
1] 1]
S 04 S 04
o o
0.2 Camizestrant 75 mg 0.2 Camizestrant 75 mg > O
Camizestrant 150 mg Camizestrant 150 mg
0.0 Fulvestrant 500 mg 0.0 Fulvestrant 500 mg
0 3 6 9 12 15 178 21 24 27 0 3 6 9 12 15 18 21 24 27
Time (months) Time (months)
C 75 gl 36 24 22 17 12 6 1 1 0 Cc75 gz 14 9 5 4 2 1 1 0
(L] 53 39 30 27 22 1 6 2 0 C 150 [l 10 6 4 2 0
# 53 25 21 19 12 8 5 0 3 19 12 7 3 2 0
* In the subgroup of patients with evidence of ER-driven disease (71.3% of overall population), both 75 mg o . ——
(HR 0.53) and 150 mg (HR 0.58) produced a clinically meaningful PFS improvement over fulvestrant Defined in accordance with 5" ESO-ESMO ABC
guidelines where the cut-point is increased to 12
* Inthe (small, 28.7% of overall population) subgroup patients without evidence of ER-driven disease, months for patients receiving ET+CDK4/6i therapy in

75 mg (HR 0.73) produced a trend to benefit over fulvestrant; the effect for 150 mg (HR 1.01) was less clear the advanced setting

aHRs adjusted for prior use of CDK4/6i and liver/lung metastases; Cl: confidence interval; CDK4/6i: CDK4/6 inhibitor; ER: estrogen receptor; HR: hazard ratio; PFS: progression-free survival
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Changes in ESR71m ctDNA variant allele frequency

camizestrant 75 mg camizestrant 150 mg | fulvestrant = |

1250 F
750 . . °
250 12 . PO SRS S r
I * Treatment with camizestrant
" 75 and 150 mg reduced the
q level of ESRTm ctDNA to
‘g undetectable or near
5 e ) undetectable levels by
P HE . Jrro T g S 2 - Cycle 2 Day 1 and maintained
D this to Cycle 7 Day 1
= s
& o * Fulvestrant also reduced
W50 ; ; levels of ESR1m ctDNA, but
) . ’ not to the same extent
* e e . t T as camizestrant
-100 e .k‘. .o& anee ool ‘t -.-. ...‘ Y 1 eole e oo
n=16 n=14 n=12 n=11 n=9 n=20 n=12 n=14 n=12 n=13 n=25 n=28 n=17 n=12 n=13 n=8
7&&6& & & & & & & & q;@‘z'& I N U
Q&"é Q‘Q"é

ESR1m classed as E380Q, V422del, S463P, L536H/P/R, Y537C/D/N/S, D538G. Pre-treatment = % change in ESRT1m sVAF from screening to Cycle 1 Day 1, CXD1 = % change from Cycle 1 Day 1 to Cycle X Day 1
ctDNA: circulating tumor DNA; ESR1m: mutation in estrogen receptor 1 gene; ESR7m sVAF: Summed variant allele frequency of qualifying ESRTm
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PFS by blinded independent central review

10 C150 (n=73) | F (n=73)
Events [n (%)] 39 (52.7) 33 (45.2) 53 (72.6)
Median PFS, 7.4 12.7 3.7

0.8 months (90% CI)  (4.5-10.9) (9.3-18.4) (2.0-3.8)
g_’ Adjusted HR 0.56 0.47 )
o (90% CI)? (0.39-0.80) (0.33-0.68)
S 06 P value 0.0079* 0.0004* -
>
%
S 04
2
o ° ° °

02 Camizestrant 75 mg oo

Camizestrant 150 mg I—I
Fulvestrant 500 mg
0.0 , ,
0 3 6 9 12 15 18 21 24 27
Time (months)
74 46 27 21 15 10 4 3 1 0
C 150 73 45 33 29 21 8 4 1
F 73 32 20 15 10 5 4 0

* BICR assessment conducted as a sensitivity analysis shows a statistically significant benefit in PFS at both doses
of camizestrant over fulvestrant, consistent with the investigator assessment

* The camizestrant 150 mg group showed a higher degree of investigator versus BICR discordance than the camizestrant 75 mg
and fulvestrant groups, where investigator PD was called more often than BICR PD, 31.5% discordance for 150 versus 18.9%
and 15.1% for 75 and F, respectively

*Statistically significant; 2HRs adjusted for prior use of CDK4/6i and liver/lung metastases

BICR: blinded independent central review; Cl: confidence interval; HR: hazard ratio; PFS: progression-free survival
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Objective response rate and clinical benefit rate at 24 weeks

Comparison against fulvestrant

Number (%) of patients Adjusted
with response response rate (%) Odds ratio 90% ClI
ORR

Camizestrant 75 mg 70 11 (15.7) 15.7 1.43 0.63-3.33 0.4789
Camizestrant 150 mg 65 13 (20.0) 20.3 1.96 0.88-4.51 0.1675
Fulvestrant 68 8 (11.8) 11.5

CBR24

Camizestrant 75 mg 74 35 (47.3) 48.8 1.48 0.84-2.64 0.2554

Camizestrant 150 mg 73 36 (49.3) 51.0 1.62 0.91-2.89 0.1658
Fulvestrant 73 28 (38.4) 39.1

The analysis was performed using logistic regression with adjustments for prior use of CDK 4/6 inhibitors and presence of lung and/or liver metastasis.
Includes unconfirmed responses.

Objective response determined for patients with measurable disease only.
Clinical benefit defined as patients with best objective response of complete response or partial response in the first 25 weeks or who have stable disease for at least 23 weeks after randomization.

« Camizestrant at 75 and 150 mg increases both ORR and CBR24 over fulvestrant

CBR24: clinical benefit rate at 24 weeks; Cl confidence interval; ORR: objective response rate.

This presentation is the intellectual property of the author/presenter. Contact them atmoliveira@vhio.net for permission to reprint and/or distribute.



mailto:moliveira@vhio.net

San Antonio Breast Cancer Symposium®, December 6-10, 2022

Patient level safety summary

C 75 (n=74) C 150 (n=73) C 300 (n=20) F 500 (n=73)

Total duration, months, mean (SD) 8.27 (6.59) 8.91 (6.78) 9.26 (8.19) 7.34 (6.09)
Any treatment-emergent AE (TEAE), n (%) 57 (77.0) 66 (90.4) 19 (95.0) 50 (68.5) |
_Any treatment-related AE (TRAE), n (%) 39 (52.7) 49 (67.1) 14 (70.0) 13 (17.8)
CTCAE Grade 3 or higher, n (%) 1(1.4) 2(2.7) 1(5.0) 1(1.4)
serious, n (%) 3(4.1) 2(2.7) 1(5.0) 0
fatal 0 0 0 0
Ieading_; to discontinuation of treatment, n (%) 2(2.7) 0 0 0
TEAE Ieading_j to dose reduction, n (%) 1(1.4) 9 (12.3) 4 (20.0) 0
TEAE leading to dose interruption, n (%) 11 (14.9) 16 (21.9) 4 (20.0) 3(4.1)
TRAE leading to dose interruption, n (%) 7 (9.5) 8 (11.0) 3(15.0) 0
Median duration of dose interruption (days) 7.0 7.5 7.0 -

 TRAEs of Grade 3 or higher and TRAEs leading to discontinuation were infrequent across all
treatment arms

 TRAEs leading to dose interruptions were numerically similar for camizestrant 75 and 150 mg, and of
short duration

* All camizestrant doses are well tolerated

AE: adverse event; CTCAE: common terminology criteria for adverse events; SD: standard deviation; TEAE: treatment-emergent adverse event; TRAE: treatment-related adverse event
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All treatment-emergent adverse events

C 300 (n=20)

AE, n (%) All grades | Grade 23 All grades Grade 23 AN I:UEEE Kel:BEEXE All grades | Grade 23
Any AE 57 (77.0) 9 (12.2) 66 (90.4) | 16 (21.9) | 19 (95.0) 3 (15) 50 (68.5) 10 (13.7)
Photopsia 9 (12.2) 0 18 (24.7) 0 7 (35.0) 0 0 0
(Sinus) bradycardia 4 (5.4) 0 9 (26.0) 0 8 (40.0) 0 0 0
Fatigue 4 (5.4) 0 3(17.8) 1(1.4) 4 (20.0) 0 3(4.1) 0
Anemia 8 (10.8) 0 11 (15.1) 1(1.4) 1 (5.0) 0 5 (6.8) 2 (2.7)
Asthenia 6 (8.1) 0 11 (15.1) 0 2 (10.0) 0 4 (5.5) 0
Arthralgia 3(4.1) 0 9 (12.3) 1(1.4) 2 (10.0) 0 2 (2.7) 0
AST increased 2 (2.7) 0 6 (8.2) 0 2 (10.0) 0 5 (6.8) 1(1.4)
ALT increased 1(1.4) 0 6 (8.2) 1(1.4) 3 (15.0) 0 4 (5.5) 1(1.4)
Covid-19 4 (5.4) 0 4 (5.5) 0 3 (15.0) 0 3(4.1) 0
Diarrhea 4 (5.4) 0 4 (5.5) 0 3 (15.0) 1 (5.0) 2 (2.7) 1(1.4)
Pain in extremity 1(1.4) 0 4 (5.5) 1(1.4) 2 (10.0) 0 3(4.1) 0
Dyspepsia 1(1.4) 0 3(4.1) 0 2 (10.0) 0 1(1.4) 0
Insomnia 1(1.4) 0 3(4.1) 0 2 (10.0) 0 1(1.4) 0
Hyponatremia 0 0 3(4.1) 1(1.4) 2 (10.0) 0 1(1.4) 1(1.4)
Blood pressure increased 2(2.7) 1(1.4) 1(1.4) 1(1.4) 2 (10.0) 1 (5.0) 0 0
Cataract 2(2.7) 0 0 0 2 (10.0) 0 0 0
Vitreous floaters 2(2.7) 0 0 0 2 (10.0) 0 0 0

Ranked by all grades for the 150 mg dose, 210% in any arm, irrespective of causality assessment
AE: adverse event; ALT: alanine transaminase; AST: aspartate aminotransferase
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Upcoming study analyses

* Overall survival maturity at data cut-off was 24.5% and with approximately 18 events per
arm; follow-up and later analysis is planned

* Analyses of intersections and interactions between key subgroups is ongoing, and will
include consideration of primary and secondary endocrine resistance

* Analyses of the rich translational dataset including serial ctDNA and CTCs are ongoing

CTC: circulating tumor cells; ctDNA: circulating tumor DNA
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Conclusions

« SERENA-2 met its primary objective: camizestrant at both 75 and 150 mg doses improves
PFS over fulvestrant in post-menopausal women with ER+/HER2- ABC

« Camizestrant delivers statistically significant and clinically meaningful PFS benefit at both
75 and 150 mg doses over fulvestrant in the overall population

— A clinically meaningful PFS benefit was observed across the pre-specified subgroups of
unmet medical need (post-CDK4/6i, lung/liver metastases, ESR7m and evidence of ER-
driven disease)

* Both camizestrant doses are well tolerated, with infrequent Grade =23 TRAES, dose reductions
and discontinuations

* The results of SERENA-2 support the further development of camizestrant in ER+ BC

* Recruitment to two Phase 3 studies of camizestrant in ABC, SERENA-42 and SERENA-6°,
continues

aSERENA-4 NCT04711252; P SERENA-6 NCT04964934
ABC: advanced breast cancer; AE: adverse event; CDK4/6i: CDK4/6 inhibitor; ESR1m: mutation in estrogen receptor 1 gene; HER2: human epidermal growth factor receptor 2; PFS: progression-free survival; TRAE:
treatment-related adverse event
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