41 3P TlmOthy A Ya p,1* Feng LiU,Z HOng Zhang’3 Whljae ROh,Z 'The University of Texas MD Andersoh Cancer Center, Houston, TX, Figure 1. Overall study design (NCT04557449)

) ) ) ) . . A ' . : . . . , USA; ?Pfizer Inc., La Jolla, CA, USA; *Pfizer Inc., New York, New York;
Long tudinal circulati Ng tumor DNA Antonio Giordano,* Erika P. Hamilton,> Maria Delioukina, *Dana-Farber Cancer Institute, Harvard Medical School, Boston, oare 1 Doce cccalation part 2: Dose
: : : : : MA, USA; Sarah Cannon Research Institute, Nashville, TN, USA:; ' expansion combination
o Maruja Lira, Jennifer Park, Cynthia Basu, Manish R. Sharma® oSTART Midwest Crand Ranide. ML USA
(Ct D NA) d n a | | | | CS | n h a Se ,‘ /Za Stu d ' pIas, Vi, Part 1A: Dose escalation JDose escalation combination, :
monotherapy MTD/RDE DDI and food effect Part 2A (with fulvestrant)
of the first-in-class CDK4-selective - ter prior COKa/.
— — - - CtDNA ANALYSES : after prior CDK4/6i
IntrO d U Ctl O i M eth Od S » Plasma samples were collected from pati Cycle 1 Day 1 (C1D1), C1D15 Part 18 (ith letrozole)
: — : . qe p patients at Cycle 1 Day 1 ( ), HR+/HER2— mBC
| n h | b |tO r atl | | I O C | C‘ | b ( P F_O7 2 2 O O 60)  Atirmociclib is a novel potent CDK4-selective inhibitor STUDY DESIGN and EQT. Part 2B (with letrozole)
/ / . . : . : . . . :
. . . . . with sparing of CDK®. . This is an ongoing phase 1/2a (NCT04557449), open - Genomic alterations in ctDNA were determined using next-generation Part 1C (with fulvestrant) 1L HR+/HER2— mBC
18 CO M b 18 atl O N WiI t h e N d O C '[N e th e ra py » In an ongoing phase 1/2a study (NCT04557449), label, multicegnter? r%ultiple dose study evaluat'ing the se?juenc(ijng.(N(éSA)-baSZed 54-%ene QUEIfRITEEIE platlform (IGuggdant !—Iealtgl,\lv HR+/HERZ- mBC treatment naive
atirmociclib combined with ET demonstrated a favorable safety, tolerability, antitumor activity and exploratory Re \?IK.)O |.ty, ’dUd I) t. at .etctleclts mutﬁff.lon.(smg edr]luc.eotl VI | D, Part 1D food effect
. t t t h I—l R—l—/ I—l E RZ t t t safety profile and promising clinical activity in patients biomarkers of atirmociclib administered as a single small insertion and deletion (indel), amplification and fusion. - (monotherany) part 2 (with fulvestrant)
| ﬂ p a | e ﬂ S Wl - | l I e a S a | C with HR+/HER2- mBC who progressed on a prior CDK4/6 agent and in combination with ET or enzalutamide » ctDNA MR between two sampling time points was determined as previously > 21 HR+/HER2— mBC
|nh|b|t0r (CDK4/6|)12 in patients W|th metastatic or advanced Solid tumors described.? Br|eﬂy, after f||ter|ng germline VariantS an.d pOtential CHIPS (CIOnaI Part 1E midaZOIam B after prOgreSSiOn
b €4 St Cancer ( 1) B C ) W h 0O p 'O g ESSE d + Baseline ctDNA level and its change following (Figure 1). hgmatogo'ess_ oftm(qletlergjma;eN sotgn(]tlla:l), mg?cn \(arla)nt ilrI]eIe ftreqtuencly (VIAF) Solid tumors: breast (monotherapy) on prior ET (CDK4/6i naive)
ti S reet " S G £ d ) . . ) . of somatic variants (including s, indels and fusions) with mutant molecular cancer, NSCLC, prostate
. . . . ;rr]elgii?is/eervarlag 3rea MENT tan bE OF Proghostit an Pa.tlertmts V\t”th HtR+./HERj. mETC Wr:joch;&;:?e'ved count above a proprietary threshold was calculated for each sample by averaging cancer CRC IipoFs)arcoma Part 1F (with enzalutamide)
O n p rl O r C D K4—/6 | n h | b |tO rS ' prioT treatments, INCIUGING &1 ant ! o WELE the VAFs of all variants detected in both samples. o ’ CRPC . Part2D
+ Studies of patients with HR+/HER2- mBC treated enrolled in Parts 1B and 1C and received 300 mg or | tumors with CDK4/CCND1 m (with enzalutamide)
with CDK4/6i in combination with ET showed an early 400 mg atirmociclib combined with letrozole (1B) or - The rglatlve change of mean VAF of the post-treatment sample from the amplification MCRPC
decrease in ctDNA (i.e., molecular response [MR]), which fulvestrant (1C). baseline sample was then calculated as the ctDNA MR.
could be both a pharmacodynamic biomarker and » Exploratory biomarkers analyses included tumor gene - Samples lacking somatic variants with sufficient mutant molecular counts
O b " e Ct ive predictive of reduced risk of disease prog ression.34 mutation profile at baseline and EOT, early dynamics of or absence of any somatic alterations at both time pOintS were considered SBgnDéﬁv(\:/iec”eldiiIy;CaCnRCCe,r.ch)zl[c))rEeiéagoc%r;ﬁggdzalag;igfgrgg igrtwesysgtion; MCRPC, metastatic castration resistant prostate cancer; MTD, maximum tolerated dose; NSCLC, non-
J ctDNA response, and their relationship to clinical outcomes. ctDNA Low and not evaluable for MR. — e

To conduct exploratory circulating tumor DNA (ctDNA)

analyses in patients with HR+/HER2- metastatic breast cancer
(mBC) treated with atirmociclib (PF-07220060) plus endocrine
therapy (ET) enrolled in the dose escalation cohorts (Parts Results Figure 2. Tumor gene mutation landscape in baseline ctDNA

Figure 3. Atirmociclib + ET led to significant early reduction of ctDNA in patients with HR+/HER2- mBC

1B/C) of the first-in-human atirmociclib trial. S ATTENTS A Part 1B ctDNA mean VAF (n = 14) B Part 1C ctDNA mean VAF (n = 12) C ctDNA MR at C1D15
. 20- * One-sided paired 15- A One-sided paired ¢ Mann-Whitney test
CO r‘] C‘ u S | O n S » In Parts 1B and 1C, 33 patients received 300 ESR1(64%)- M H HEEEEE = EEEE BEEEE Wilcoxon test Wilcoxon test P =0.4391
or 400 mg BID atirmociclib + ET (letrozole PISCA gggjgg .. = = = .= .=. = . ° P=0.0004 -~ P=0.0017 qé)@ 50-
» Atirmociclib plus ET led to a significant early decrease in [n = 18] or fulvestrant [n = 15]). oy s EEEE TR S 15 . S 10- 5 <
. . . 0)- LL o
. ' , ' ' GATA3 (21%)- B | [] > 10+ > o ENE
mutant alleles in ctDNA were also markedly reduced. were female, 66.7% were White, 63.6% had an BRCAZ (18%) W W m = - S ‘é -
. . . . ECOG PS of 1 and the median of prior lines of FRBB2 (15%)- o M T 5 |
| | , | CCNDT(15%)- W W ] e v C 6 -50- o
Patients with greater ctDNA FEdUCt.IOn from baseline at systemic therapy in the metastatic setting was ARID1A (15%)- _ od = o .:*\ = e =3 = 9
cycle 1 day 15 (C1D15) were more likely to have favorable 4. All patients had prior CDK4/6i treatment. AT " .gg' re =g= s i g —
clinical outcomes. KIT (12%)- - _ B > B : -100- - .
| f " - »  Confirmed response C1D1 C1D1 C1D15 1B (n=14) 1C(n=12)
» At end of treatment (EOT) when patients developed BIOMARKER ANALYSES CCNET (12%)- e EEEE n CR Visit Visit Cohort
: : : : - , , AR (12%)- PR Median VAF (%) 4.09 0.92 Median VAF (%) 3.35 1.22 Median MR
Prog re.sswe disease, Ct.D NAolncreased to baseline levels. Figure 2. Tumoigene mutation Iands;ear]pehln Aé@ﬁ(éggg: = = l.f SD/NON-CR/NON-PD IQR] (1,45, 6.68] [0.39, 2.08] IQR] [1.78. 8.48] [0.35. 1.86] C1D15/C1D ~79.5% ~74.0%
Emerging gene alterations in EOT ctDNA, such as RB1 C121t_CtDNA(PI‘3]§|)4VF‘{’3/S;§FE‘ZS'StegtCWT'; the : RAFT (9%)- - - B W PD — T — — —
- . . o mutation profile O + -Mm . e mosS PTEN (9%)- ] ] [] , cycle 1 day 1; , cycle 1 day 15; ctDNA, circulating tumor ; ET, endocrine therapy; IQR, interquartile range; mBC, metastatic breast cancer; VAF, variant allele frequency.
mutations, suggest potential resistance mechanisms to frequently altered genes included ESRT (64%) NOTCHT (9%)- - - - Treatment group
CDK4 inhibition by atirmociclib. PIK3CA (45%) and TP53 (33%) | CORNDA . g OF T = Atirmociclib + fulvestrant . . - . . . . .
' CDK12 (9%)- E B = Atirmociclib + letrozole Figure 4. Atirmociclib + ET led to early decrease of ESRT and PIK3CA mutant Figure 5. Patients with greater ctDNA reduction at C1D15 were more likely
¢« These ﬂndings were from a small number of patients and . Figure 3. Results of longitudinal ctDNA L;géﬁgg%— O - O = Alteration types alleles in ctDNA to achieve favorable clinical outcomes
. . . 0)”
Wwill be further evaluated in Part 2 of this study, mean VAF change at C1D15 from C1D1 were RET (6%)- O - = - B Mutation A ESR1 mutations (m = 44), B PIK3CA mutations (m = 20), A B Strata*  — Low ctDNA  —— High ctDNA
available for 26 patients (14in 1B, 12in 1C; PD,ﬁfgf% 22&3 = m N Amplification o 21 patients 13 patients o a?VCV1CD15 at%1D15
6 were not included due to Low ctDNA and MA%%T%%_ - .l m B Mutation and amplification 30- o One-sided 60- o One-sided o 3071 © ! 1.00- Logrank P= 02
: T 0)" Wilcoxon Wilcoxon | - = U
* : T non-evaluable MR). Atirmociclib + ET led to IDH2 (6%)- M u Signed Rank Signed Rank oS 157 :
Present Ng a uthor: Ti mothy A. Ya 9, significant early reduction of ctDNA at C1D15 FGFR2 &ggﬁ)g: H l. u P < 0.0001 P < 0.0001 Ng LR 075 1
@ : : : in Parts 1B (A) and 1C (B). Similar levels of AKTT (6%)- 1B - 20- 40- o . SRS
~J Email for more information: TYap@mdanderson.or . ; Q Q o0 -15 O s
2\ P@ J early ctDNA decreases were observed in Parts Y ggjg; _ - S o S EE . | L O L 0.50+
1B and 1C (C). ROST (3%)- N - . o e = 2 oo |
PTPN11 (33/0)' O > 10- o > 50- N o -50- 0%"° Response 0.257
» Figure 4. Significant decreases in the VAF pERKT (30 - 3 & £ O | status
An electronic version of thi r may be obtained by scanning this (200)° e -9 T | @ CR/PR -
ekeCt onic version o ; S P;:Ste ay - y fgh of ESR1 (A) and PIK3CA (B) were observed at MAPK1 (3%) .l : 0 m _"é _754 . o Others 0.001, . . . . .
Quick Response (QR) Code with your smartphone app. Copies of this C1D15 from C1D1 in patients with known MAP2K2 (3%)- a== H ‘5 o | 0 5 10 15 20 25
poster obtained through QR code are for personal use only and may not utations at baselinep There was a total of M/g/’\ﬁg 83?; = — 04 ——— 0- - %}! | Months
be reproduced without permission from the authors of this poster. , , o GNAT7 (30/3)- B | | -100 ¢ Number at risk
44 ESR1 variants in 21 patients and 20 PIK3CA oo = C1D1__ C1D15 C1D1_ C1D15 | ' ' 5
s i 13 patient o — Visit Visit -100 500 50 §— 8 7 4 0
variants in atients. 0)" - —
References: 1. Yap, et al. J Clin Oncol. 2023;41(suppl_16):3009. 2. Yap, et al. Ann Oncol. 2024;9(suppl_4):1-47. 3. Martinez-Saez O, et al. P CCND2 (3%)- = Median VAF (%) 0.68 0.105 Median VAF (%) 4.48 0.84 Mean VAF change C1D15/C1D1 Z s ’ 1 ’
NPJ Br Cancer. 2021;7:8. 4. Bianchini, et al. Cancer Res. 2022;82:GS3-07-GS3. 5. Mack, et al. Clin Cancer Res. 2022;28:3752-3760. . Figure 5. A plot of the best tumor size ARAF (3%)- = [IQR] [0.16, 3.37] [0, 0.47] [IQR] [0.22, 17.12] [0, 5.53] e 1 YV
Disclosures: Timothy A. Yap served as a consultant or an advisor to Pfizer Inc., EMD Serono, Clovis Oncology, Ignyta, Change vs ctDNA MR at C1D15 from baseline Suardan360 platiorm detects mutation, indel,fusion and amplfication (including focal and non-focal ampifications) of CJ [|)1,fcyc|e1 day 1; C1D15, cycle 1 day 15; ctDNA, circulating tumor DNA; ET, endocrine therapy; IQR, interquartile range; VAF, variant ggéﬂ cycle 1 .dayf1; C1D15, clyc:IPeR1 da)t/.1|5; CR, compil/it;__e res.po?Sﬁ; (|;t[]3NA, circulating tumor DNA; MR, molecular response;
AstraZeneca, Atrin Pharmaceuticals, Aduro Biotech, Merck, Almac Group, Bayer, Bristol-Myers Squibb, Calithera Biosciences, _ oL . ot D . ' L alele frequency.  PrOGTesSIonTIree SUTVIVeL, T Partial Tespon>e, VAT, Varlant afiele requency.
Cybrexa Therapeutics, Janssen, Roche, Axiom Biotechnologies, F-Star, Guidepoint Global, I-Mab, Repare Therapeutics, Varian E:]ealg\)/;p 3\/";? t]heacteassdaiglrfjrsgciﬁ eZViSr?g/o Ig 0% Z;ﬁ,gcir?ﬁéieigprﬁ?puorﬂférégﬁ'éggsﬁfﬁ éﬁigaspj;tfpgtéfrfﬂgfgiis?S_é,%j, ;gglgggenaide.b%t rerallesponse perRECITVLL crteria and reatment groups
Medical Systems, Zai Lab, Artios, Athenahealth, Gerson Lehrman Group, ImmuneSensor Therapeutics, ZielBio, Abbvie, Acrivon = 0 ) ) ) ) ) ) ) ) -
Therapeutics, Adagene, Amphista Therapeutics, Avoro Capital Advisors, Baptist Health, BeiGene, C4 Therapeutics, Cancer best tumor dimension reduction and RECIST . oy . L . Figure 6. ctDNA at EOT increased to the baseline levels and may inform potential resistance mechanisms to atirmociclib
Research UK, Diffusion Pharmaceuticals, Genmab, Glenmark, Globe Life Science, GlaxoSmithKline, Idience, Gustave Roussy v1.1 partial response (A). Patients with Low Table 1. Atirmociclib + ET g:lemons.trated clinical activity irrespective of ESR1 or PI3K
Cancer Center, Intellisphere, Kyn Therapeutics, MEI Pharma, Mereo BioPharma, Natera, Nexys Therapeutics, Novocure, Oregon ' ' , pathway gene mutations in baseline ctDNA A ctDNA MR at C1D15 vs EOT o
Health & Science University, OncoSec, Ono Pharmaceutical, Pegascy, PER, Piper Sandler, ProLynk, resTORbio, Theragnostics, ctDNA at C1D15 trended towards havmg PIK3CA. ATK1 and PTEN N ° . . . . . . . . . . . . . . . . Visit
Versant Health, Vibliome Therapeutics, Xinthera, Blueprint Medicines, Circle Pharma, Dark Blue Therapeutics, Terremoto longer progression-free survival than patients ESR1 mutations i Mann-Whitney test
Biosciences, Astex Pharmaceuticals, Avenzo Therapeutics, BioCity, Boxer, Carrick Therapeutics, Daiichi Sankyo, Duke Street Bio, with High ctDNA (B). mutations (one or more) 10007 p=0.0002 *E5R1_.. == T = =. IE B T L .= _ == == _
858 Therapeutics, EcoR1 Capital, Ellipses Pharma, Entos, Genesis Therapeutics, IDEAYA Biosciences, IMPAC Medical Systems, Parts 1B and 1C (n = 33) Yes (n = 21) No (n = 12) Yes (n = 15) No (n = 18) 8, —_ TP53
Merit Inc., Monte Rosa Therapeutics, Nested Therapeutics, Nimbus Therapeutics, Odyssey Therapeutics, Onxeo, PanAngium . Figure 6. ctDNA levels increased to baseline ) g 9\: PIK3CA.. . ... . .. ..
Therapeutics, Pliant, Radiopharm Theranostics, Ryvu Therapeutics, Swiss Group for Clinical Cancer Research, Sanofi, SERVIER, ) . T . Best overall response, n (%) c - +£GFR- [ D ] BEER R ] ]
Synnovation Therapeutics, Synthis Therapeutics, Tango Therapeutics, TCG Crossover, TD2, Tessellate Bio, Terns Pharmaceuticals, levels at EOT (A); solid lines indicate Complete response (CR) 0 1(8.3) 0 1(5.6) o -00- MYC . . .. .. Alterations visit
Tolremo, Tome Biosciences, Thryv Therapeutics, Trevarx Biomedical, Veeva Systems, and Voronoi Health Analytics; has stock longitudinal C1D15 and EOT MR results from : : '1<" Q FGFR1.. B ] B Mutation only
and other ownership interests in Seagen; received research funding from AstraZeneca, Pfizer Inc., Bayer, Tesaro, Jounce the same patient. Alterations in cell cycle and Partial response (PR) 4 (19.0) 3(25.0) 4 (26.7) 3(16.7) > £ 200- FRBRD T S — ] Amplification only
Therapeutics, Seagen, Kyowa Kirin, Constellation Pharmaceuticals, Lilly, Artios, Clovis Oncology, Cyteir, EMD Serono, Forbius, el d ified | d Non-CR/Non-PD 40190 1(83 3(20.0 2 (11.1 g o [] Muta.t|.on and
F-Star, GlaxoSmithKline, Genentech, ImmuneSensor Therapeutics, Ipsen, Karyopharm Therapeutics, Merck, Novartis, Ribon CDK4/6i-related g.enes | .ent' '? In C1D1 an olrF SiE (19.0) (8.3) (20.0) (11.1) D 1(5)8: ® CDK4- . . .. amplification
Therapeutics, Regeneron, Repare Therapeutics, Sanofi, Scholar Rock, BeiGene, BioNTech, Bristol-Myers Squibb, Haihe Biopharma, EOT ctDNA of patients with paired samples Stable disease (SD) 9 (42.9) 5 (41.7) 5 (33.3) 9 (50.0) = 0t---—-___ 8 = *CCNET - | H B M CID1
Ionis Pharmaceuticals, KSQ Therapeutics, Rubius Therapeutics, Vivace Therapeutics, Acrivon Therapeutics, Blueprint Medicines, may inform potential resistance mechanisms _ . -50- __Q://, RB1 - ] ] L] EOT
Mirati Therapeutics, Zenith Epigenetics, Boundless Bio, IDEAYA Biosciences, InSilico Medicine, and Tango Therapeutics. to atirmociclib (B). RB7 mutations were Progressive disease (PD) 4(19.0) 2(16.7) 3(20.0) 3(16.7) -100+ “; | FGFR2- ] ]
Funding source: Study was sponsored by Pfizer Inc. Acknowledgments: I\/Iedical writing, cpnducted in acc.ord'ance with acquired in 3 of 1é patients at EOT, consistent Objective response (CR + PR), n (%) 4 (19.0) 4 (33.3) 4 (26.7) 4 (22.2) C1D15 (n = 26) EOT (n=12) MTOR- BE
Good Publication Practice (GPP 2022) and the International Committee of Medical Journal Editors (ICMJE) guidelines, was . . ) P [95% CI] [6.3-42.6] (11.3-64.6] [8.9-55.2] [7.4-48.1] Visit CDKN2A- BE
provided by Dominique J. Verlaan, PhD, of Oxford PharmaGenesis Inc., Newtown, PA, USA, with funding provided by Pfizer Inc. with resistant mechanism to CDK4/6i. . - CCND1 - Bl
Selection for other gene alterations Clinical benefit response (CR+ PR+ 11 (52.4) 9(75.0) 9 (60.0) 11 (61.1) ::\I/I;:;an MR (%) 83 é7854 - 62 561 66.3] AKTT ..
Presented at the European Society For Medical Oncology (ESMOQO) Congress (e.g., TP53, EGFR and CCNET) in EOT ctDNA SD for 24 weeks), n (%) [95% Cl] [30.3-73.6] | [42.8-93.3] | [32.9-825] | [36.1-81.7] ——— ——
] - . - — . . - . = . |
Septem ber 1 3_1 7! 2024 : Ba rcelOna, Spa 10 Was aISO Observed (*) gRgc’)r/wD]{i/élgefw/i’eAiﬂ;r?/gﬁ g{ﬂ;ﬁlﬁ{:jtlgz|'%%§a|teratlons defined in elacestrant, alpelisib and capivasertib companion diagnostic tests. C1 [e)q,eiyilenfedrae;a; C1D15, cycle 1 day 15; ctDNA, circulating tumor DNA; EOT, end of treatment; IQR, interquartile range; MR, molecular response; PR, partial response; VAF, variant allele frequency.

Copyright ©2024. All rights reserved.




