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e AVZ0-021 is a potential best-in-class, once-daily, oral selective CDK2 inhibitor Data are presented for patients in Part 1a dose escalation and Part 1b combination with fulvestrant as of data cut-off date of 30 March 20262: _ _ _ _ _ B _
: _ : S e Monotherapy: Patients with advanced solid tumors dosed with AVZ0-021 at 20 to 250 mg QD (n=51) Figure 5. AVZ0-021 showed encouraging efficacy in HR+/HER2- mBC and in CCNE1-amplified solid tumors
e Updated phase 1 data continue to show low incidence and severity of gastrointestinal and e Fulvestrant bination: Patients with HR+/HER2- mBC (n=13) dosed with AVZ0-021 at 150 ma QD (n=6) and 200 ma QD (n=7
hematologic adverse events, both as monotherapy and in combination with fulvestrant AUEEUE G L BB AL G L) Liak? - MBC (n=13) dosed wi -021 at 150 mg QD (n=6) an mg QD (n=7) 4 A
. : : : , _ e Median follow-up time for all treated patients (N=64) is 5.91 months (range: 0.03+, 16.49+) AVZO0-021 Monotherapy > 150 mg QD (N=26) AVZ0-021 + Fulvestrant (N=13) e Across all monotherapy
e Tumor reductions including multiple confirmed responses have been observed in heavily pre-treated _ _ < doses, median PFS for all
patients with HR+/HER2- breast cancer treated as monotherapy or in combination with fulvestrant Efficacy-evaluable population: | - | | HR+/HER2- mBC patients
Median PFS was 5.3 months (95% Cl: 1.9, 7.2) for AVZ0-021 monotherapy ° gllc%%oétrl:erzeégy: Patients treated at >150 mg QD with HR+/HER2- breast cancer (n=20) or CCNE1-amplified solid tumors (n=6), with at least one evaluable post-baseline g1|=13?é) %? 5._fhmon5hs (95%
. . - g . . - . . . - 1.9, 1.£) WITN Median
* AVZ0-021 is also being studied in patients with HR+/HER2- breast cancer in combination with e Fulvestrant combination: Patients treated at >150 mg QD with at least one evaluable post-baseline scan (n=13) 3 > follow-up time of 8.4 months
AVZO'023, a Se|eCtIVB Ol'a| CDK4 InthItOI‘, and fUIVGStrant In an ong(-"ng Phase 1 / 2 StUdy (ORION'1) These are updated results from the 49th Annual San Antonio Breast Cancer Symposium (SABCS), held December 8-11, 2026. = (I’ange 003 tO 166+)
(NCT06998407) %Efficacy and disposition data updated as of 07 May 2026. L __BC_ ______________ PY The dlsease Control rateb for
2 HR+/HER2- mBC efficacy
. - . = = = [ = BC® BC PR PR . .
Table 1. Demographics and baseline characteristics Figure 3. AVZO-021 PK profile i B evaluable patients treated with
'2 >150 mg QD monotherapy
Safety Population Efficacy Population (N=39)? - ™ 2 (n=20) was 85% (95% Cl: 62.1,
Monotherapy HR+/HER?2- Breast CCNE1-Amplified Fulvestrant Mean (£SD) AVZ0O-021 Concentration - Time Profiles on C1D14 A 96.8)
and Fulvestrant Solid Tumors s & e Multiple patients had improved
L Cancer Monotherapy Combination 1000 - £ ple p P
4 N _ _ N Combination Cohorts (n=20) Monotherapy (n=13) o tumor shrinkage over time
e The cyclin D1-(_)I_)K4/6-pRB pathway drives the (N=64) (n=6) S o Al nat .
cell cycle transition from cell growth (G1) to DNA Age, years 7 PRpatlgntstﬂh response
AVZ0.023 synthesis (S) and is often deregulated in HR+ breast Median (min, max) 63.0 (33, 83) 62.5 (37, 75) 67.0 (53,73) 60.0 (49, 83) Legend 0 ’ﬁrea’?r?lenq[ (r;r:ggnzlz grl 78 1
cancer'* Sex, n (%) = . 50~ c 1 24, .
Female 61 (95.9 20 (100.0) 6 (100.0) 12 (92.3 = o Weeks)
a Baseline ECOG Score, n (%) % —e— 60mg -100 -
1 @\ CDK2 INHIBITION 0 30 (469) 1 1 (550) 2 (333) 6 (462) .E o= 30 mg ESR1 mut Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y
: 1 34 (53.1) 9 (45.0) 4 (66.7) 7 (53.9) S —&— 120mg PIKSCA mut HH H HH HHH H H H H H H H H *Study treatment ongoing. *Disease control rate is the
* May overcome abnormal cell cycle regulation Tumor Type, n (%) 5 100. 150 mg Dose(mgQD) ™ 150 ® 180 ®m 200 W 220 ® 250 oroportion of subjects with a confirmed best overal
When used as monotherapy for tumors drlven by B t y 50 78 1 20 100 0 1 16 7 13 100 0 8 —e— 180 mg NN\\\ Bestimprovement on subsequent scans after initial scan response of CR, PR, or SD. °An additional patient with
CCNE1 amplification or cyclin E overexpression that FEaS _ 78.1) 1000 6.7 100.0) S ~— 200mg HR+/HER2- mBG had uPR at 100 mg QD monotherapy
: g Ovarian/fallopian tube 6 (9.4) 0 4 (66.7) 0 o o 290 120 — and remains on treatment awaiting a confirmatory
promotes CDK2-cyclin activity Endometrial uterng 3 (47) 0 1 (16.7) 0 N mg AVZ0-021 Monotherapy > 150 mg QD (N=26) tst::an 1(r;cz)t shO\(f)vB)on waterfall plot due to dose less
- e . . . : - 150 mg + fulvestrant an foumg Wb).
* |n combination with a selective CDK4I may Iead. Other? 5 (7.8) 0 0 0 ; 200 mg + fulvestrant 100 BC, HR+/HER2- breast cancer; BOR, best overall
to more durable responses and disease control in n — — 1C90 & 150 espons GCNET, cyctnn 51 : gﬂégﬁr;plete espons:
T , estrogen receptor 1; FT, -amplifie
!['|R+/J|['|ER2- breast gance_r bycrg?()gm|2|ng_CtDlé4 No. of Prior Lines % 80 — Dose (mg) +—.— %Eg ;alkt)pian tub?e cgntl:.lef HIrE]RZ, human ep{derpma!tgrowth
cyclin-dependent kinase; imerization partner transcription factor; element 2 promoter-binding factor - I i actor receptor Z; AR+, hormone receptor-positive;
G, gt e, e e ook, E, et 2 oy tg:(?; J%ﬁﬁﬁ%@tuﬁga;ﬂgy mechgi?;;'% fe q_lledlanf (I;nln ?I?X) o 3.0 (0,11) 2.0 (1,8) 25 (1,4) 3.0 (2,8 : o L e ?g%CrEeEt;staticl ras cnca; EnI;JtaF’;ed;
] o D ype o1 Frior 1nerapy, n (/o c reatment Ongoing C, CCA 1-amplifie ovarian_cancer; ,progressive
e T R o e - nnibition In abnorml cell resistance’” Chemotherapy 44 (63 8 (40.0 5 (639 10 (76.9 g st e T, S it
- cycle progression™ )L ) Prior CDK4/6i 47 (73.4) 20 (100.0) NA 13 (100.0) 0 4 8 12 16 20 24 2 negative breast cancer; UG, CCNE1 -amplified uterine
>1 prior CDK4/6i 12 (18.8) 5 (25.0) NA 3 (23.1) | Time (h) s ) S ;’;;,“fvevg;d“t';';é.“"“’"f'fmed partial response;
- N Hormonal therapy 47 (73.4) 20 (100.0) NA 13 (100.0) * Mean halt-lite was 14 hours O Data cut-of date 07 May 2026
UNMET NEED Other therapy® 30 (46.9) 7 (35.0) 5 (83.3) 2 (15.4) e AVZ0-021 plasma exposures increased with dose in an approximately dose-proportional 5
"
The combination of selective CDK2 and CDK4 inhibitors represents d promising strategy to overcome resistance. AVZ0-021 *Patients treated at >150 mg QD with HR-+/HER2- breast cancer or CCNE1-amplified solid tumors, with at least one evaluable post-baseline scan. "Other tumor types include N=1 patient each of manner 2
IS @ more potent and selective CDK2i with a favorable tolerability profile that may enable the combination with a selective g‘::';f::ta" elsoré':aie;'( StOTacg, heag antdklneck,_aEnéiozdr:natl cortcical cant;ersbclnclludesGimmgr;oégezra:y, monogl:nan alntibod:/i,] eflntitbody drutg c;r.u:gﬂate:, and other agfnts- - e Continuous CDK2 target coverage was achieved at doses >90 mg QD |2
CDK4i (AVZ0-023) to achieve a sustained and favorable benefit—risk profile for patients. Aol applcatle OD, onceacey. e R A e AVZ0-021 had a flat PK profile with low C_ to C__ratio, minimizing toxicity potential G
N - Data cut-off date: 30 March 2026 e Fulvestrant combination: Comparable exposures of AVZ0-021 between monotherapy and e
combination treatment at 150 mg and 200 mg QD, indicating no drug-drug interaction a
Table 2. AVZ0-021 safety and tolerability * No food effects were observed in the pilot food effect substudy (10 patients in 100 mg QD
TEAEs occurring in 210% patients by grade backfill cohort) e
- ~ Concentration data for 250 mg QD was not available for C1D14. 0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72
DES'GN 4 N CDK, cyclin-dependent kinase; G__ , maximum concentration; G__, minimum concentration; PK, pharmacokinetics; QD, once a day. Weeks
e Single patient accelerated Part 1a: Monotherapy Dose Escalation/Backfill? Part 1b: Combination Cohorts®
itrati 250 —
titration (20, 40,60 mg) | [ 250mg QD J Any TEAE, n (%) 6 (9.4) 28 (43.9) 20 (31.2) 6 (9.4) 60 (93.9)
followed by Bayesian Optimal N=51 N=13
. Nausea 23 (35.9) 9 (14.1) 1 (1.6) 0 33 (51.6)
Interval dose escalation of [ .
s i R Fatigue 21 (32.8) 10 (15.0) 0 0 31 (43.4)
AVZ0-021 administered orally .
v in 28-d | 180mg QD HR+/HER2- mBC Anemia 4 (6.3) 9 (14.1) 12 (18.9) 0 25 (39.1)
once daily in dy cycles n=7 AVZ0-021 (200 mg QD it AVZ0-021 Monotherapy > 150 mg QD (N=30) : :
+ Resoonee evaluation b = Vomiting 15 (23.4 5 (7.8 2 (31 0 22 (34.4) _ Py 2 150 mg QD (N= S0 Al patients with responses
REC'I’ST " y [ 150mg QD J Diarrhea 10 (15.6) 2 (3.1) 1 (1.6) 0 13 (20.3 160 o - - - : : . (5 PR and 1 uPR awaiting
| 1= e estrant (2 6) Alopecia 12 (18.8) 0 0 0 12 (18.8) N % ' confirmatory scan) remain on
PRIMARY OBJECTIVES [ 12=°:';“g QD J : ) Neutrophil gount decreased 2 (3.1) 4 (6.3) 3 (4.7) 2 (3.1) 11 (17.2) 20 =D § e ———— treatment, with 3 patients
e Evaluate safety/tolerability s Edema peripheral 8 (12.9) 1(1.6) 1 (1.6) 0 10 (15.6) ® o o : for >48 weeks
and determlne RPZD/MTD [ N =Tg J ;lrau.:?—laelglcaount decreased S E?O4)9) ; E;?; S (31) g) (1 6) 18 E:II 2?; 0 . : ® : E-é ___. [ Among 34 HR+/HER2- breaSt
- - ’ BC* | g Cancer atlentS treated at
SECONDARY OBJECTIVES Constlpatlon 7 (‘I 09) 2 (31) 0 O 9 (1 41) 40 — ° ® Sg* ___. >1 50 mg QD-
’ Qgﬁ\e,ﬁ; preliminary anti-tumor Figure 2. Part 1a and 1b study design’ Elsgcg)l?alemia ; g(z?) g g;; (2) a3 8 g 821; —o— o — ° O | —— e 9 patients remain on treatment
. . . . _ ] o gg: R — .
¢ Characterize PK parameters AIncludes accelerated titration 20-60 mg QD (n=4) and additional backfill patients treated at 100 (n=10) and 200 mg QD (n=10). Dizziness 7 (10.9) 1 (1.0) 0 0 3 (12.5) 50 o ® o ® o o ® oo o O ® N - e 20 patients on treatment for
of AVZ0-021 "Other combination coharis not depleted n figure. ,_ | Gastroesophageal reflux disease 3 (4.7) 4 (6.3) 0 0 7 (10.9) 5" p— 224 weeks
HER2, human epidermal growth factor receptor 2; HR+, hormone receptor-positive; mBC, metastatic breast cancer; QD, once a day. -120 | | | | | | | | | 50— - :
Headache 7 (10.9) 0 0 0 7 (10.9) 50— e Among 7 CCNE1-amplified solid
. J\ / S & & & P & & P & ——al -
Note: TEAEs by preferred term and maximum grade. *Additional Grade 4 events: 1 patient at 120 mg QD with hypovolemic shock (not related), 1 patient at 200 mg QD with cholestatic (QQ (QQ (QQ (QQ @Q 6\0" 6@ @Cb ((\0) Dy [— tumor patlents treated at
jaundice (not related) and 1 patient at 200 mg QD with neutropenia (related). °One patient discontinued due to Grade 4 neutropenia (related); one patient discontinued due to Grade 4 QQ '\QQ ’\q/Q ,@Q '\Q)Q q,QQ (99 \(,DQ ‘I/QQ AVZ0-021 + Fulvestrant (N=13) 21 50 mg QD
- . . . . . holestatic jaundice (unrelated). BC* > , :
Key Inclusion Criteria: Key Exclusion Criteria: ﬁ,oopzsti:,:f r’:s:n'ecdeaugrr:daezTEAE_ o , o 1 patient remains on treatment
Age >18 Prior CDK2 inhibit QD, once a day; TEAE, treatment-emergent adverse event. Dosage + fulvestrant o i e 3 patients on treatment for
[ ge > years [ FIor INNIDITOIS Eg: __—> >24 Weeks
- igati ' ithi e (enerally well tolerated o 14 patients with TEAES leading to dose reduction . L . . el ———— B
) EPOG y .1 . . ) Iznw(es;lfsag?gali;?ﬁin\;t:sor anticancer therapy within o tTEXE Grade 1 or 2 o D y it fovisiiag O[T g * Gienomic alterations in circulating tumor DNA (ctDNA) were analyzed using the 74-gene o :
0 mgzggigl?(?g% I(i)c: ;:gﬁg(l)(zglcally confirmed locally advanced or N Surtony it o 0S | s were Grade or. ose-limiting toxicities (DLTs): Guardant360° assay with plasma samples at Cycle 1 Day 1 and Cycle 3 Day 1 o _____ e et ot Dt o 0 20
. . S JOF SHrgery * Two patients he:)d TEAEs leading to treatment * Monotherapy: 1 DLT at 250 mg UD of Grade 3 syncope e Mean variant allele frequency (VAF) of somatic single-nucleotide variants, indels, =C f— patients trated with <150 mg QD monctherapy not sown
o <2 prior (?ytOItOXIC chemotherapy regimens for advanced/ o Active CNS metastases discontinuation e Fulvestrant combination: 1 DLT at 200 mg QD of Grade molification. and fusions was determined T T T T T T T T T T 11— ACC:adrenal cortical carcinoma; BC: HR+/HER2- breast cancer:
metastatlc dlseasea ° Radlatlon thera Wlthln 7 da S (Wh0|e braln o f . . a p Ca 0 ) a us 0 S as e e e 0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54 56 58 60 62 64 66 68 70 72 74 76 78 80 EN: endometrial cancer: FT: CCNET -amplified fallopian tube
S _ _ py y Most pommonly r_e_ported TEAES were nausea, fatigue, 4 thrombocytopenia » Significant decreases in ctDNA mean VAF at Cycle 3 Day 1 compared to Cycle 1 Day 1 were Weeks on Treatment cancer; 0G: CONE -ampified varian cancer
e Fulvestrant combination; HR+/ HER2- mBC previously radiotherapy within 4 weeks) anemia, and vomiting bserved at >90 ma QD monother nd at 150 ma and 200 ma QD combination with Dose(mgQD) m 150 m 180 m 200 ®m 220 = 250 TNBC: CCNE1-amplified triple negative breast cancer;
treated with at least 1 priOr CDK4/6 inhibitor and endocrine e Active uncontrolled bacteriaL ViraL fungal, or parasitic e Anemia presen’[ at baseline in 10 of 12 pa’[ien’[S with ?ul\slgs‘{?an? = g onotherapy and a ga g combination wi % Partial Response Stable Discase = Progressive Discase =~ e NotEvaluable » On Treatment UC: CCNET1-amplified uterine cancer
therapy infections, including untreated hepatitis B/C or HIV -
! on-treatment Grade 3 anemia \ AN Y
o \easurable disease by RECIST v1.1
e Adequate hepatic, renal, and hematologic function REFERENCES DEFINITIONS PRESENTING AUTHOR CONTACT INFORMATION ACKNOWLEDGMENTS
’ ! 1. Bai J et al. Cancer Biol Med. 2017;14(4):348-362. 2. VanArsdale T et al. Clin Cancer Res. 2015;21(13):2905-2910. 3. Liang J et al. ARTS-021 is a potent and selective CDK2 inhibitor that demonstrates anti-cancer activity in preclinical cancer models with CCNE1 ADC, antibody-drug conjugate; CCNE1, cyclin E1; CDK, cyclin-dependent kinase; CNS, central nervous system; ctDNA, circulating Address: 600 N Cattlemen Rd, Suite #200 The authors thank participants and their caregivers, the investigators, and all the
amplification. Poster presented at: AACR 2022; April 8-13, 2022; New Orleans, LA. 4. Patel P et al. Mol Cancer Res. 2018;16(3):361-377. 5. Al-Qasem AJ et al. NPJ Precis Oncol. 2022;6(1):68. 6. Montero AJ et al. A phase 1/2, first-in-human study of AVZ0-021, a tumor DNA; ECOG, Eastern Cooperative Oncology Group; HER2, human epidermal growth factor receptor 2; HIV, human Sarasota, FL 34232 site staff who have participated and who are participating in this study. This study is
aExceptions include prior ADC treatment, patients with platinum-resistant or refractory ovarian cancer with disease progression on any number of prior lines of treatment, and patients with prior selective cyclin-dependent kinase 2 inhibitor (CDK2i), as a monotherapy and in combination for patients with advanced solid tumors, including hormone receptor—positive (HR+)/human epidermal growth factor receptor 2-negative (HER2-) breast cancer and cyclin E1 immunodeficiency virus; HR+, hormone receptor-positive; mBG, metastatic breast cancer; MTD, maximum tolerated dose; PK, E-mail: mpatel@flcancer.com sponsored by Avenzo Therapeutics. Medical writing assistance was provided by Bluprint

chemotherapy in the adjuvant or neoadjuvant setting >12 months prior to starting AVZ0-021 treatment. (CCNE1)-amplified solid tumors: preliminary safety and efficacy results. Poster presented at: SABCS 2025; December 9-12, 2025; San Antonio, TX. 7. ClinicalTrials.gov. NCT05867251. Accessed April 24, 2026. https://clinicaltrials.gov/study/NCT05867251 pharmacokinetics; QD, once a day; RECIST, Response Evaluation Criteria in Solid Tumors; RP2D, recommended phase 2 dose. Phone: (941) 377-9993 Oncology and was funded by Avenzo Therapeutics.



