Methods

Introduction

e Camizestrant is a next-generation oral SERD and complete ER antagonist'? e SERENA-6 is a Phase 3, randomized, double-blind, placebo-controlled study that implemented ESRTm surveillance during first-line treatment with
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: TN : : ST : : L NI Al + CDK4/6 inhibitor in patients with HR+/HER2— advanced breast cancer. Patients with emerging ESR7m were randomized to continue
The Ph ERENA-G trial tching f Al t trant in the first-| tt
® The Phase § S © trial assessed switching from an Al to camizestrant in the first-line setting while continuing CDK4/6 inhibitor, Al + CDK4/6 inhibitor or switch to camizestrant + CDK4/6 inhibitor ahead of disease progression (NCT04964934)

VI S u a I fu n Ct I O n I n g a n d C h a ra Ct e rl Z at I O n Of VI S u a I ?;(;ciic;elggki)é/ a’[lhloer sg;eeggir;ge of ESR1m in ctDNA, in patients with HR+/HER2- advanced breast cancer and no evidence of clinical or S — Aspect Description

= — Switching to camizestrant with continuation of CDK4/6 inhibitor resulted in a statistically significant improvement in PFS * The safety population included all patients who had received =1 dose of any trial treatment and was also used for patient-reported outcome analyses
effeCtS frOm S E R E NA- 6, a Phase 3 Stu dy Of SWItCh vs continuation of Al + CDK4/6 inhibitor (median 16.0 vs 9.2 months; hazard ratio 0.44 [95% CI, 0.31-0.60, P<0.0001]) e AEs were recorded continuously until 4 weeks after treatment discontinuation and were graded according to the NCI-CTCAE v5.0 Description of The NEI-VFQ-257 comprises 11 subscales, consisting of global vision rating, difficulty with near vision activities,

, o , , , , ) _ _ difficulty with distance vision activities, limitations in social functioning due to vision, role limitations due to
u f - h = b - h = I — Camizestrant + CDK4/6 inhibitor also delayed time-to-deterioration in GHS/QoL as measured by the EORTC QLQ-C30 Ophthalmologic assessments the NEI-VFQ-25 vision, dependency on another due to vision, mental health symptoms due to vision, driving difficulties,
tO Ca m IZeSt ra nt rom a rOmatase INNI ItOr wini e (median 21.0 vs 6.4 months, hazard ratio 0.54 [95% Cl, 0.34-0.84])" e Ophthalmological examinations were conducted at baseline, where feasible, or up until Day 1 of Cycle 2, as clinically indicated during treatment, and at the limitations with peripheral, color vision, ocular pain, as well as a general health rating question
= = - am = e Photopsia (brief flashes of light in the periphery of vision) was the most commonly reported non-hematological AE in patients receiving treatment discontinuation visit. Per protocol, patients were considered for referral to an ophthalmologist for visual effects that were Grade >2 or limiting
CO ntl n u I n g C D K4/6 I n h I b Ito r at e m e rg e n Ce Of ESR 1 camizestrant + CDK4/6 inhibitor® gt sl eiies o celly i Schedule of Patients completed the NEI-VFQ-25 at baseline (Day 1 of Cycle 1), every 6 months thereafter until treatment

e Assessments included: best corrected (manifest refraction) and uncorrected near and distance visual acuities; current glasses/lens prescription (if applicable); assessments discontinuation, and at the treatment discontinuation visit
pupillary light reflex; extraocular muscle movements; confrontation visual fields; full anterior segment examinations with a slit lamp, including fluorescein or
comparable vital staining of the cornea; intraocular pressure measurements; dilated fundoscopy exam, including the optic nerve and retina, unless medically

e Prior patient-reported outcomes data from SERENA-6 demonstrate that visual effects with camizestrant + CDK4/6 inhibitor were
typically brief (<1 minute/episode), occurred mostly in the morning or evening, and were infrequent (occurring <3 days per week),
as measured by the VSAQ®

mutations during first-line therapy for patients with

contraindicated; and evaluation of dry eye per local standard Statistics Iterr;] scobres \{vere converted ’Ejota 0_t1h 00 J;scale, \{vitthha higbher ?core reprqrshenting bettir functioning. Itlemls tvvgchti)n
_ : : C : oy . o . . €achn SupsScCale were averaged togeiner 1o create tne subscCale SCOores. € Compaosite score was caiculate \
H R+ / H E R2_ adva nced bre a st c a ncer Patients reported that visual effects caused no or a low degree of bother, and had no or minimal impact on activities of daily living — Optical coherence tomography was performed where locally accessible averaging the 11 vision-targeted subscales
e There is no evidence of structural effects on the eye or change in visual acuity attributable to camizestrant treatment® Patient-reported vision-related health status
e Consistent with clinical findings, nonclinical studies in rats support a reversible, pharmacological effect of camizestrant on retinal e Evaluation of vision-related health status as measured by the NEI-VFQ-257 was a predefined exploratory endpoint. The NEI-VFQ-25 is summarized in Table 1
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— In both treatment arms, 155 patients received >1 dose of any study treatment and were B Camizestrant + CDK4/6 inhibitor Il Al + CDK4/6 inhibitor
“Presenting author. At time of study. followed- for safetv and tient- ted tcom - _
wea-up y patient-reported outcomes Camizestrant + Al + 120
] . CDK4/6 inhibitor CDK4/6 inhibitor 100: Hichest
Visual effects by AE reporting {004~ funéﬁoﬁngs
. . . . . : Left eye Right eye Left eye Right eye
Ob' e Ctive e (Of the patients reporting a visual effect AE, the majority were Grade 1 in both the camizestrant g [ o 2 . score
j + CDK4/6 inhibitor arm (n=44/49) and the Al + CDK4/6 inhibitor arm (n=24/25) (Table 1) Number of patients with a baseline assessment 35 36 35 35 8 804
 To report a detailed analysis of visual effect AEs, results from a variety of ophthalmological assessments, and — A Grade 3 visual effect AE was reported in only 1 patient in the camizestrant + CDK4/6 inhibitor and =1 post-baseline assessment, n o
patient-reported visual functioning in the SERENA-6 trial arm (photopsia, limiting instrumental activities of daily living). This event occurred at night in artificial Patients with no change or a decrease in visual 25 3 - 30 S 60-
light and was reversible in nature acuity, n (%) 2
- - - - TR : " Al ®
Conclus'ons o ylsual effect AEs did not require monitoring, management with additional treatment, or specialist “1-line loss* 27 (84.4) 26 (83.9) 22 (75.9) 23 (76.7) ® 404
involvement =
e Patient-reported visual functioning with camizestrant + CDK4/6 inhibitor was similar to the Al + CDK4/6 inhibitor arm e There were no serious visual effect AEs in the camizestrant + CDK4/6 inhibitor arm; there was 1 serious 1-line loss 3 (9.4) 2 (8.5) 5(17.2) 5 (16.7) 20
e Results from the ophthalmological assessments collectively demonstrated that there is no impact on ocular structure and visual effect AE in the Al + CDK4/6 inhibitor arm {visual impairment, Grade 1) | 0: Lowest
function or visual acuity with camizestrant + CDK4/6 inhibitor treatment e The most commonly reported visual effect AE was photopsia, which was reported in 20.0% of 2-line loss 0 2 (6.9) 1(3.4) 1(3.3) 0 functioning
. . . : . . : : . ' ' ' inhibi 79 i i inhibi BL score
* Photopsia (brief flashes of light in the peripheral vision) was the most common visual effect AE reported with camizestrant gra;;e(r_}tasg:wet?)e camizestrant + CDKA/6 inhibitor arm and 7.7% of patients in the Al + CDKA/G inhibitor >3-line loss 2 (6.3) 1(3.2) 1(3.4) 1(3.3) Cyaluabl
+ CDK4/6 inhibitor, and 90% of events were mild (Grade 1) o 00% of 1 e paﬁﬁ% ° 107 92 91 60 52 25 107 92 91 59 52 25 107 92 91 60 52 25 49 53 47 35 21 13
: _ : : C : : : : : — In either arm, > of these events were Grade 1 - - i | _baseli i | ’ : ce: : ces .
e Together with the clinical efficacy of camizestrant + CDK4/6 inhibitor, and prior data showing that visual effects with this i IR | | | - oo v only for patients with & paired baseline and post-baseline assessment. Percentages are calculated from patients who had no change ora decrease I Composite score Near activities Role difficulties Difficulty driving
combination are brief, infrequent, with no or minimal impact on daily living,* these data support this combination as a * Median time to first report of a visual effect AE was 8 days with camizestrant + CDK4/6 inhibitor and “<1-line loss was considered no dlinically meaningful change from baseline in visual acty. - ~ |
) ) i : 23 days with Al + CDK4/6 inhibitor The composite score is the average of the vision-targeted subscale scores, excluding the general health score.
potential new treatment strategy for patients with HR+/HER2- advanced breast cancer and emergent ESR7m during
first-line Al + CDK4/6 inhibitor, ahead of disease progression e \isual effect AEs did not lead to treatment discontinuation in either treatment arm
B
120
Camizestrant + Al+ 100: Highest
Plain Ianguage suMmMma Camizestrant + CDKA4/6 inhibitor (n=155) Al + CDK4/6 inhibitor (n=155) CDKA/6 inhibitor CDK4/6 inhibitor TT oo PRI e R s e Y U O AR - O AR AV AR B DU O U B func.tio:?ings
! AE, n (%) Any Grade Grade Grade Any Grade Grade Grade Left eye Right eye Left eye Right eye ) SCore
: : n ’ Grade 1 2 3 Grade 1 2 3 .
Why did we perform this research? Change between baseline and worst on-treatment assessment, n (%) c‘g’ 80
e Camizestrant is a drug that blocks and destroys estrogen receptors, including mutated forms of those receptors, on cancer Any 49 (31.6) 44 (28.4) 4 (2.6) 1(0.6) 25(16.1) 24(15.5) 1(0.6) 0 5
cells, thereby reducing their growth | Fundoscopy 39 38 g 607
In SERENA-6, half of the patients in the study switched treatment from an aromatase inhibitor to camizestrant when an ESR1 Photopsia 31(20.00 28(18.1) 2(1.3) 106 1277 11 106 0 No clinically meaninaful change 36 (92.3) 38 (100) 3
mutation was detected, and when their cancer was stable. Researchers found that switching to camizestrant significantly Vision blurred 1 71) 9 (5.8) 2 (1.3) 0 1@ 1@ 0 0 Y 9 J ' § 407
increased the average length of time before the cancer grew, spread, or got worse (known as progression-free survival). ' ' ' ' ' Improvement 2 (5.1) 0
Patients lalso pontlnued tregtment with the CDK4/6 inhibitor that thgy were already ltakmg | | Visual impairment 6 (3.9) 6 (3.9) 0 0 3(1.9) 3(1.9) 0 0 20~
Photopsia (brief flashes of light at the edge of vision) was reported in 31 of 1565 patients who received camizestrant plus Worsening 1(2.6) 0 0: Lowest
CDK4/6 inhibitor and 12 of 155 patients who received an aromatase inhibitor plus CDK4/6 inhibitor Diplopia 3(1.9) 3(1.9) 0 0 2 (1.3) 2 (1.3) 0 0 0- --- functioning
Here, we report more details of additional visual side effects of patients in SERENA-6, as well as results from eye examinations, 1.9 1.9 Slit lamp examination 36 35 BL W26 W52 W26 W52 W26 W52 W26 W52 SCore
' ' i Photophobia 3(1.9 3(1.9 0 0 0 0 0 0
and how patients rated the effects of visual side effects " No clinically meaningful change 31 (86.1) 33 (94.3) pg\{gg%k’)lﬁ 107 92 91 59 52 25 107 92 91 60 52 25 107 92 91 60 52 25 107 91 91 59 52 25
How did we perform this research? Visual perseveration 2(1.3) 2019 0 0 0 0 0 0 | t . ' 29) Distance activities Global vision Ocular pain Social functioning
mprovemen .
e Doctors performed different types of eye exams just before patients started taking trial treatments and as needed during the trial Tiﬁle shows AEs regardless of causality. Patients with >1 visual effect AE (group term) were counted once in total values. Glare was not reported in patients from
. . . . . either arm. )
e Patients in SERENA-6 were asked to complete a short questionnaire at regular intervals Worsening 5(13.9) 1(2.9)
— The questionnaire was specifically designed to find out how visual side effects affected the patients’ ability to function in their _ Bubillary liaht reflex test 36 30 C
daily life, and about specific symptoms, such as eye pain Ophthalmological assessments uptiary ight retiex tes
. . . _ 120-
What were the findings of this research, and what are the implications? Visual acuity No clinically meaningful change 36 (100) 36 (100) 32 (100) 32 (100) 100: Highest
. . o . . . : Highes
e Patients’ ability to function, including the ability to drive, was similar in those who received camizestrant plus CDK4/6 inhibitor *In e|.ther arm, the majorlty Qf patients with a basehne_ and =1 on treatmgnt assessmgnt had a Extraocular muscle movement test 37 32 100+ functioning
and those who received an aromatase inhibitor plus CDK4/6 inhibitor <1 —I|nel IQSS from bqsellne in best-correct V|s.ual acuity in botlh eyes, which was considered not to . score
Results from the eye exams show that camizestrant plus CDK4/6 inhibitor does not lead to permanent changes in the structure be a,C!Imca”y, mlelanlngful change from basellhe ”,’] visual alcwty (Table 2) | | No clinically meaningful change 37 (100) 37 (100) 32 (100) 32 (100) a 80-
of the eye — Clinically significant changes (>3-line loss) in visual acuity were rare, unilateral, nonprogressive, o
. . . . o . . . in <69 ' in ei Optical coherence tomograph 31 33 o)
Visual side effects reported with camizestrant plus CDK4/6 inhibitor were mostly mild in severity and occurred early in treatment andl reported I'n <6% Patlents In either tre.atmentl arm | - P Jrapny § 60
Results reported in this poster build on findings from other patient questionnaires in SERENA-6, which showed that visual side * No patient experienced bilateral or progressive =3-line best-corrected visual acuity distance loss No clinically meaningful change 30 (96.8) 29 (93.5) 33 (100) 33 (100) c
effects with camizestrant plus CDK4/6 inhibitor were infrequent, happened for a short time, and caused little or no bother Other ophthalmology assessments § 40~
Camizestrant plus CDK4/6 inhibitor could be a potential new treatment option for patients with hormone receptor-positive e Of the patients who had a bassline and a post-bassline assessment, the majority had no clinically Improvement 1(3.2) 2 (6.9) 0 0
aclivg?ced b(;ea?]t Cat?]c.er who had an 5857 mutation detected dU”ﬂg initial treatment with aromatase inhibitor p|US CDK4/6 meaningful Change from baseline when assessed USiﬂg fundOSCOpy, slit Iamp, puplllary |Ight reflex Categories are based on worst on-treatment values comparable to baseline assessments. No change includes on-treatment values comparable to baseline 20~
inhibitor, and when their cancer was stable test, extraocular muscle movement test, and optical coherence tomography (Table 3) s St Bt oo S by ey oot on FSemsr Worsri 0: Lowest
— Clinically significant findings were generally rare, unilateral, nonprogressive, and occurred at similar 04 5L gérg%omng
frequencies in either treatment arm Patient-reported vision-related health status Caliable
i _ i i : : : : C : : , 107 92 91 60 52 25 106 91 91 59 52 25 106 92 91 2 2 1 1 1 2 2
* No patients had drug-related visual field defects (data not shown) e At baseline, 69% of patients in the camizestrant + CDK4/6 inhibitor arm and 60% of patients in the patients, n 60 ° 0 059 o 99 0 0
Please scan thi?c qhuick responsle (ElR) code ?/vith| your smarft}pk}or&e Calmera or app to e There were no increases in intraocular pressure from baseline in either treatment arm Al + CDK4/6 inhibitor arm completed >1 subscale of the NEI-VFQ-25 Dependency score Color vision Mental health Peripheral vision
tain jals. ' ' . . . . L . . . -
oS E Icopy oniness MELENElS, IEMENE ), [ e Vs ine Ik oo — In patients receiving camizestrant + CDK4/6 inhibitor who were analyzed for change from baseline e Adherence to the NEI-VFQ-25 remained broadly stable post-baseline and was similar between
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