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BACKGF RESULT The incidence of Grade 23 treatment-related adverse events (TRAEs) was low (24%); the most common In the monotherapy cohorts among patients with measurable disease and at least 1 post-baseline tumor
o _ . S . _ _ . (25%) events were neutrophil count decreased (7%), lymphocyte count decreased (5%), and neutropenia assessment (n=27), 4 patients had confirmed partial responses (1 at 150 mg QD; 3 at 150 mg BID) and
combining a cyclin-dependent kinase (CD.K)4/6 Inhibitor with endocrine therapy (ET) 's @ key pillar f)f As of October 1, 2025, 42 patients (38 monotherapy; 4 in combination with ET) received GDC-4198 (5%) 11 patients achieved a best response of SD, resulting in a disease control rate of 56% (95% ClI, 35-75)
Ei(;r:-] ;)i;f Iile;fggrrligsgze (HR+) metastatic BC treatment and a recommended option in patients with (Table 1). | 0 | All gastrointestinal AEs (eg, nausea, diarrhea) considered related to treatment with single-agent GDC- (Figures 3 and 4)
Despite the clinical success of approved CDK4/6 inhibitors, resistance is a major challenge that limits ghsi/medlan 206 was 62 years (range 39-80) all patients were female (19076) and most were WWhite 4198 were. Iow-g.rade (.G rade 1 or 2) . . . Wh.ile interpretatiqn of f:linical ?Ctiv.ity with GDC_4.198 plus ET is limited due to the small number of
clinical benefit in patients with HR+ human epidermal growth factor receptor 2 negative (HER2-) BC* '(A\ " O)t' t OG0 o 1 o i " o | |' - A . leree patients discontinued treatmept due. to AEs; one patient treated at 150 mg BID with an ongoing pat|§nts treated with this comblna’flon (n.=4), 2 patlerlwts had S.D for more than 20 months |
A key resistance mechanism involves the compensatory activity of CDK2, which drives cell cycle (ranpaele1n g)were or 1 and the median number of previous lines of therapy for LA/mBC was history of Grade 1 neuropathy has discontinued GDC-4198 after over 6 months of treatment due to Partial responses were observed in patients both with and without detectable ESR1 or PIK3CA alterations
rogression despite CDK4/6 inhibition [see preclinical GDC-4198 poster #PS2-11-28] J° 7 . . . . . . | collective mild/moderate TRAEs mclgdmg Grade 2 peripheral neuropathy (@s shown in Figure 3)
P All patients received prior CDK4/6i and ET (100%), most of whom (79%) had received treatment with a There were no treatment-related serious AEs and no fatal AEs were reported Responses with single-agent GDC-4198 appeared durable, with a median DOR of 8.9 months (range

Overexpression of CCNE1 mRNA, which activates CDK2, has been associated with worse prognosis CDK4/6 inhibitor for longer than 12 months

No DLTs have been observed and the MTD has not been reached )
on CDK4/6 inhibitor therapy in metastatic BC patients®’ 3-23 months)

The most common (occurring in 220% of patients) treatment-emergent adverse events (TEAEs; all No significant impact of food was observed on GDC-4198 PK; the point estimates for both C___ R and

CDKs are a family of.klnases.. that paiur. YVI’[h cyclins to regulate cell cycle p.ro.gressmn | N causality) are shown in Table 2 Figure 3. Time on Treatment in Safety Population and Responses in Efficacy Measurable AUCR__, exposures (fed/fasted) were observed to be 1.10 and 1.12 respectively (Table 3)
CDK4 and CDKG6 bind cyclin D to initiate the cell cycle, but they have distinct roles, with CDK4 driving _ _ _ o Population with Mutation Status
HR+ BC growth and CDKB playing a critical role in hematopoiesis®® Table 1. Patient Demographics and Baseline Characteristics b Table 3. F Eff PK P
CDKZ2, in complex with cyclin E or cyclin A, hyperphosphorylates Rb to promote cell cycle progression T S5 | RO R EREL R | SRR (e GE GDC-4198 | bi ] able 3. Food Eftect on arameters
and can compensate for loss of CDK4/6 activity® mg QD mgQD  150mgQD 150 mgBID 200mgBID  Allmono 150 mg BID + All patients S T e C nax C,aR AUC, ., AUCR, ..,
(n=3) (n=3) (n=17) (n=11) (n=4) (n=38) ET (N=42) = sD “‘AUUT or CDKA/e S Food (hr) (ng/mL) (fed/fasted) (ng*hr/mL) (fed/fasted)
GDC-4198 (formerly known as RGT-419B) is a next-generation CDK4/2 inhibitor, which induces durable (n=4) s Wor 1 M ———— Analyte Condition n |
: : T : Palbo Pt40 Median Geomean Geomean Geomean Geomean
cell cycle arrest and overcomes CDK2-driven adaptation to CDK4 inhibition (Figure 1) Age, years., 74.0 62.0 64.0 60.0 515 62.0 615 62.0 B[O Reoro R (range) (geo %CV) (90%Cl) (geo %CV) (90%Cl)
median (range) (65, 80) (58, 69) (39, 79) (49, 77) (39, 64) (39, 80) (60, 68) (39, 80) e e s D T o S oSO o G . s o e
Figure 1. GDC-4198 Mechanism of Action Figure 2. Study Design Most common sites of metastasis” A:REEE‘Z —_—_ ' Fed 6 4. 8) (83.4%) o (79.2%) .
Liver 0 (0) 2 (67) 14 (82) 11 (100) 4 (100) 31 (82) 3 (75) 34 (81) Paobo Pz R GDC-4198 - o (0.88, 1.38) 019 (0.85, 1.49)
16 00 6@ 3en 1 nes  1es  2e9  [EEE oo Fasted 6 20 83.4% 67.8%
o 2(67) 2(67) 12 (1) 8{73) 31(79) 25 (@) «(109) I (0% o R e —
T —— 6DC-4198 150 mg BID Lymph node 0 (0) 0 (0) 8 (47) 2 (18) 1(25) 11 (29) 1(25) 12 (29) e o s A S -_—’
—— SRRSO e giii:r 10(203)) 10(203)) 60(205)) 21 ((198)) 10((205)) 1: gs)a) ;gg; 1:23 22)1) ol e _—— CONCLU
NO | ND | ND Palbo Pt21
GDC-4198 150 mg QD T S Ab”‘;EE Eﬁé =-> GDC-4198, with potent and selective activity against CDK4 and CDK2, was well-tolerated both as a single
GDC-4198 75 mg QD SIS L5 B T ’Eherap))/, median 2.0 (1, 3) 3.0 (1, 7) 3.5 (1, 8) 2.5 (1, 6) 4.0 (1, 7) 3.0 (1, 8) 3.0 (1, 5) 3.0 (1, 8) 1: '\:IUDT mz: P;:EZ EE; e agent and In Comblnatlon Wlth ET
range YES | nD | ND Palbo Pt15 | - . . . .
_ | | Ribo P14 | GDC-4198 monotherapy has demonstrated preliminary evidence of disease control in a post-CDK4/6i
Cell Cycle & Exploratory Food Effect Cohort Prior chemo in YES | ND_|MUT Palbo Pt13 [T ] ] ] ] ] ] ]
| et s LA/mBC setting, 2 (67) 1(33) 6 (35) 5 (45) 1(25) 15 (39) 2 (50) 17 (40) T I s e ——— Tumor assessment setting with sustained responses in a heavily pre-treated patient population
. . n (.%) BT Aﬁbemiéigi Eéé e "o g 88 Eﬂzgg LR Based on the preliminary FE results, no significant impact of food was observed on GDC-4198 PK
hbtorn () 3(100 3(100)  17(100)  11(100)  4(100)  38(100)  4(100) 42 (100) paborr lwe =10mgaD =17 ms Further dose escalation with GDC-4198 as a single agent is ongoing
’ Palbo Pt05 [I® + B = e PD i . . . N
Here we present interim data from a phase 1, first-in-human, multicenter trial of GDC-4198 as a Palbo 3 (100) 2 (67) 12.(71) 7 (64) 1(25) 25 (66) 4 (100) 29 (69) G — ';88 28 SIB Eﬂ;l}) fg'ﬁgomg Evaluation of GDC-4198 with giredestrant in a phase 1b/2 study has been initiated (NCT07100106)
. . . . . . . : Palbo Pt02 [T
monotherapy or in combination with ET in patients with HR+ HER2- LA/mBC Ribo 0 (0) 0 (0) 3 (18) 3 (27) 3 (75) 9 (24) 0 (0) 9 (21) el P01 [ m
Abema 0 (0) 1(33) 6 (35) 2 (18) 0 (0) 9 (24) 0 (0) 9 (21) | | | | | | | | | | | | | | |
1 | - . | ° 10 20 %9 9 >0 ?0 0 %9 %0 100 Mo 0 190 140 NCCN Clinical Practice Guidelines in Oncology. Breast Cancer v4.2025.
BJ E C Categories are not mutually exclusive; a subject may be counted in more than one row. Duration on treatment (weeks) |
_ _ ] AMP, amplification; MUT, mutation; NA, not available; ND, not done. ‘Olbl S’ et al' Ann OﬂCOl. 2024’35(2) 1 59_1 82
Primary Objective Table 2. Summary of TEAEs in 220% of Patients (All Grades) Regardless of Attribution -inn RS, et al. N Engl J Med. 2016;375:1925-1936.
Assess the safety and tolerability of different dose levels and schedules of GDC-4198, to identify the GDC-4198 Figure 4. Change in Tumor from Baseline in Efficacy Measurable Population Hortobagy i GN, et al. N Engl J Med. 2016;375:1738-1748.
. tolerated d MTD) wh . h GDC-4198 GDC-4198 GDC-4198 GDC-4198 GDC-4198 . 120 ma BID All |
maximum tolera e. os_e ( ) when given as monotherapy 25mgQD 75mgQD 150 mg QD 150 mg BID 200 mg BID (nr:;r)no +mEgT batients Slamon DJ, et al. J Clin Oncol. 2018;36(24):2465-2472.
Secondary Objectives o (%) (n=3) (n=3) (n=17) (n=11) (n=4) (n=4) (N=42) R %75 mg QD (n=1) Turner et al. J Clin Oncol. 2019; 37:1169-1178.
. . . . . . A g —_
Secondary objectives included assessing the PK profile and exploratory efficacy of GDC-4198 No. patients with TEAE 3 (100) 3 (100) 16 (94) 11 (100) 4 (100) 37 (97) 4 (100) 41 (98) < :128 mg glgfl‘;?g: " Wander SA, et al. Cancer Discov. 2020;10:11174-1193.
M ETHO | NI 3 (100) 0(0) 13 (76) 7 (64) 2 (50) 25 (66) 3(75) 28 (67) l;gg mg g:g 22:1;) Matthews HK, et al. Nat R.ev Mol Cell Biol. 2022;23(1):74-88.
Malumbres M. Genome Biol. 2014;15:122.
Adl.JIt.S with HR+ HER2- .LA/mBC w.ho have previously progressed during or after ET and CDK4/6 Diarrhea 1(33) 1(33) 10 (59) 7 (64) 3 (79) 22 (38) 2 (50) 24 (37) e . Arora M. et al. Cell. 2023:186:2628-2643.
inhibitor therapy were eligible for this study (NCT05304962) Vomiting 1(33) 0 (0) 10 (59) 7 (64) 3 (75) 21 (55) 3 (75) 24 (57) : Pandey K, et al. Cancers. 2020;12(12):3560.

GDC-4198 monotherapy was administered orally in continuous 28-day cycles across five cohorts (25, 75, White blood cell count
150 mg once daily [QD], 150 mg twice daily [BID] and 200 mg BID) using a standard 3+3 dose escalation  jecreased 1(33) 1(33) 6 (39) 7 (64) 0(0) 15(39) 2 (50) 17 (40)
design in a fasted state to identify the MTD and recommended dose for expansion (RDE) (Figure 2)

Herrera-Abreu M, et al. Cancer Res. 2016;76(8):2301-2313.
Malumbres M, et al. Cell. 2004;118(4):493-504.

Best Percentage Change from Baseline (%)

Fatigue 1(33) 1(33) 5 (29) 6 (55) 3 (75) 16 (42) 0 (0) 16 (38) i

Patients in the combination therapy cohort received GDC-4198 150 mg BID + ET (aromatase inhibitor) |-30% ACKNO

Impact of food on GDC-4198 PK was assessed within the food effect (FE) cohort where a single 150 mg ~ ¢dache 2 (67) 1(33) > (29) > (49) 1(25) 14.37) 1(25) 15(36)

QD dose was administered with/without food. FE was assessed under the high fat, high calorie (HFHC) g‘eutrophiclj count 1(33) 0 (0) 4 (24) 6 (55) 1(25) 12 (32) 2 (50) 14 (33) R We would like to acknowledge Annie Collier from Genentech, Inc. for her genomic data contributions and
diet with an adequate washout window of 7 days between the 2 doses and then 150 mg QD dosing was Bfggza;ia“ne 75 § :'g analysis; Dhruvit Sutaria from Genentech, Inc. for his contributions to the PK data analysis; and Jing Lin
administered continuously phosphatase increased ~ ° (0) 0(0) 7@ 3(20) 0(0) 10(26) 0(0) 10 (24) R and Lili Yao from Regor Pharmaceuticals Inc. who helped generate the PK and food effect data on this
Baseline ESR1 and PIK3CA mutation status were determined using pre-treatment circulating tumor Constipation 1(33) 0 (0) 6 (35) 1(9) 2 (50) 10 (26) 0 (0) 10 (24) N study.

DNA (ctDNA) with the exception of one patient who had PIK3CA status determined with tissue, using > 3 4 B B 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 3 Genentech, Inc. provided support for the conduct of this trial and medical writing support was provided by
FoundationOneCDx Hyperglycemia 2(67) 00) 1(6) 4 (36) 00) 7(18) 2 (50) 9 (21) Batient number Lindsey Kirkland, PhD, Genentech, Inc.
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