
A phase I/Ib study evaluating GDC-0077 plus fulvestrant in 
patients with PIK3CA-mutant, hormone 

receptor-positive/HER2-negative breast cancer 

Abstract # 10349

Kevin Kalinsky,1 Dejan Juric,2 Philippe L Bedard,3 Mafalda Oliveira,4 Andrés Cervantes,5 Erika Hamilton,6
Ian E Krop,7 Nick Turner,8 Peter Schmid,9 Andrea Varga,10 Antoine Italiano,11 Zachary Veitch,12

Cristina Saura,4 Valentina Gambardella,5 Sravanthi Cheeti,13 Naoki Kotani,13 Guiyuan Lei,14

Katherine E Hutchinson,13 Stephanie Royer-Joo,13 Anjali Vaze,13 Jennifer L Schutzman,13 Komal Jhaveri15

1Columbia University Irving Medical Center, New York, NY; 2Massachusetts General Hospital, Boston, MA; 3University of Toronto, Toronto, ON, Canada; 
4Vall d’Hebron University Hospital, Vall d’Hebron Institute of Oncology (VHIO), Barcelona, Spain; 5Department of Medical Oncology, Biomedical Research Institute 
INCLIVA, University of Valencia, Valencia, Spain; 6Sarah Cannon Research Institute/Tennessee Oncology, Nashville, TN; 7Dana-Farber Cancer Institute, Boston, 

MA; 8The Institute of Cancer Research, London, UK; 9Cancer Research UK Barts Centre, London, UK; 10Gustave Roussy Cancer Campus, Villejuif, France; 
11Institut Bergonié, Bordeaux, France; 12St. Michael's Hospital, ON, Toronto, Canada; 13Genentech, Inc., South San Francisco, CA; 14Roche Products Limited, 

Welwyn Garden City, UK; 15Memorial Sloan Kettering Cancer Center, Memorial Hospital, New York, NY

AACR Annual Meeting 2020 │ April 27–28, 2020 │ Virtual Meeting



Study  funding: F. Hoffmann-La Roche Ltd/Genentech, Inc.

Nature Company
Full-/part-time employ ee CS: Vall d´Hebron Univ ersity  Hospital. SC, NK, KEH, SR-J, AVaz, JLS: Genentech, Inc. GL: Roche Products Limited. KJ: Memorial Sloan Kettering Cancer Center.

Grants/research support

MO: AstraZeneca, Philips Healthcare, Genentech, Roche, Nov artis, Immunomedics, Seattle Genetics, GSK, Boehringer-Ingelheim, PUMA Biotechnology , Zenith Epigenetics 
(to institution). DJ: Nov artis, Genentech, Eisai, EMD Serono, Pf izer, Sy ros, Takeda, Amgen, Inv entisBio, Dizal Pharma, Celgene, Inf inity  Pharmaceuticals (to institution). 
AC: Genentech, Merck Serono, Roche, BeiGene, Bay er, Serv ier, Lilly , Nov artis, Takeda, Astellas, FibroGen, Amcure, Sierra Oncology , AstraZeneca, MedImmune, BMS, 
MSD. EH: AstraZeneca, Hutchinson MediPharma, OncoMed, MedImmune, StemCentrx, Genentech/Roche, Curis, Verastem, Zy meworks, Sy ndax, Ly cera, Rgenix, Nov artis, 
Mersana, Millennium, TapImmune, Cascadian, Lilly , BerGenBio, Mediv ation, Pf izer, Tesaro, Boehringer Ingelheim, Eisai, H3 Biomedicine, Radius Health, Acerta, Takeda, 
MacroGenics, AbbVie, Immunomedics, Fujif ilm, Ef fector, Merus, NuCana, Regeneron, Leap Therapeutics, Taiho Pharmaceutical, EMD Serono, Daiichi Sanky o, ArQule, 
Sy ros, Clov is, CytomX, Inv entisBio, Deciphera, Unum Therapeutics, Sermonix Pharmaceuticals, Sutro, Arav iv e, Zenith Epigenetics, Arv inas, Torque, Harpoon, Fochon, Black 
Diamond, Orinov e, Molecular Templates, Silv erback Therapeutics (all paid to institution). AVar: AstraZeneca, BMS, Boehringer Ingelheim, Janssen Cilag, Merck, Nov artis, 
Pf izer, Roche, Sanof i. AI: Bay er, BMS, MSD, Pharmamar, Roche. KJ: Nov artis, Clov is Oncology , Genentech, AstraZeneca, ADC Therapeutics, Nov ita Pharmaceuticals, 
Debio Pharmaceuticals, Pf izer, Zy meworks (to institution).

Adv isor/board member
KK: Biotheranostics, Eli Lilly , Pf izer, Nov artis, Eisai, AstraZeneca. AC: Merck Serono, Roche, BeiGene, Bay er, Serv ier, Pierre Fabre, Nov artis, Takeda, Astellas. AI: Bay er, 
Daiichi, Ipsen, Merck, Roche, SpringWorks. CS: AstraZeneca, BMS, Celgene, Daiichi Sanky o, Eisai, Roche, Genomic Health, MSD, Nov artis, Pf izer, Philips HealthWorks, 
Pierre Fabre, PUMA Biotechnology , Sy nthon, Sanof i.

Consultant/independent 
contractor

KK: Incy te, Genentech, Eli Lilly , Pf izer, Calithera Biosciences, Acety lon, Seattle Genetics, Amgen, Zeno Pharmaceuticals, Cy tomXTherapeutics (institutional support). 
DJ: Nov artis, Genentech, EMD Serono, Eisai, Ipsen, Sy ros, Vibliome Therapeutics, Relay  Therapeutics, MapKure, Petra Pharma, Silv erback Therapeutics. 
MO: Roche/Genentech, GSK, PUMA Biotechnology , AstraZeneca. EH: Pf izer, Genentech/Roche, Lilly , PUMA Biotechnology , Daiichi Sanky o, Mersana Therapeutics, 
Boehringer Ingelheim, AstraZeneca, Nov artis, Silv erback Therapeutics, Black Diamond (all paid to institution). IEK: F. Hof f mann-La Roche Ltd, Genentech, Inc., BMS, 
Daiichi/Sanky o, Macrogenics, Context Therapeutics, Taiho Oncology , Genentech/Roche, Celltrion. KJ: Nov artis, Spectrum Pharmaceuticals, ADC Therapeutics, Pf izer, BMS, 
Jounce Therapeutics, Taiho Oncology , Sy nthon, AstraZeneca, Intellisphere, AbbVie.

Stock shareholder 
(self  managed) CS: F. Hof f mann-La Roche Ltd.

Speaker’s bureau KK: Eli Lilly .
Honorarium MO: Roche, Seattle Genetics, Nov artis.

Other
KK: Spouse: Full-time/Part-time Employ ee and Stock Shareholder (self  managed) (Pf izer, Array  BioPharma). DJ: Food and bev erage (Genentech, Inc.), MO: Trav el grants 
(Roche, Pierre Fabre, Nov artis, GP Pharma, Grünenthal, Eisai). KEH, JLS: Stocks (Genentech, Inc.; as part of  employ ee compensation). All authors: Support f or third-party  
editing assistance f or this presentation, f urnished by  Daniel Cly de, PhD, of  Health Interactions, was prov ided by  F. Hof f mann-La Roche Ltd.

Disclosures



GDC-0077 is an alpha isoform-selective, mutant degrading inhibitor of PI3K

AKT, protein kinase B; mTORC1, mammalian target of rapamycin complex 1; mTORC2, mammalian target of rapamycin complex 2; PDK1, phosphoinositide-dependent 
kinase-1; PI3K, phosphatidylinositol 3-kinase; PIK3CA, phosphatidylinositol-4,5-bisphosphate 3-kinase, catalytic subunit alpha; PIP2, phosphatidylinositol-3,4-bisphosphate; 
PIP3, phosphatidylinositol-3,4,5-trisphosphate; PTEN, phosphatase and tensin homolog; RTK, receptor tyrosine kinase; Ser473, serine473; Thr308, threonine 308.

1. Edgar K, et al. Cancer Res 2017; 77:
Abstract 156 (and associated 

poster presentation).

• PIK3CA encodes the PI3K p110α subunit; 
dysregulating mutations are widely seen in 
breast cancer and other solid tumors and 
are associated with oncogenesis 

• GDC-0077 is a potent, selective 
inhibitor of p110α, the catalytic subunit 
of PI3Kα, and a specific degrader of 
mutant p110α 

• GDC-0077 demonstrates antitumor activity 
in PIK3CA-mutant breast cancer xenograft 
models as a single agent and in 
combination with antiestrogen therapy1
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A phase I/Ib study evaluating GDC-0077 alone and combined with endocrine 
therapies plus palbociclib in patients with PIK3CA-mutant, hormone 
receptor-positive/HER2-negative metastatic breast cancer (NCT03006172)

• Presented data are from the food-effect portion of GDC-0077 plus fulvestrant in 20 postmenopausal patients 
– GDC-0077 9 mg oral once daily plus intramuscular fulvestrant 500 mg on Day 1 (+ Day 15 of Cycle 1) of 28-day cycles until 

intolerable toxicity or disease progression

• Endpoints: Safety (NCI-CTCAE v4); PK, including food-effect assessment on the PK of GDC-0077; preliminary antitumor activity 
(RECIST v1.1); signaling and PD biomarkers using ctDNA

• Baseline characteristics: Median age 54.5 years (range: 31–85); 17 patients (85%) with ECOG 0; 7 patients (35%) with 
BMI ≥ 30 kg/m2 and/or HbA1c* ≥ 5.7%; 15 patients (75%) with ≥ 2 prior metastatic therapeutic lines; 9 patients (45%) treated with 1 prior 
chemotherapy for metastatic breast cancer; 8 patients (40%) previously treated with fulvestrant; 18 patients (90%) with prior CDK4/6i

* Eligibility  criteria required HbA1c < 7%. BMI, body mass index; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; ctDNA, circulating tumor DNA; ECOG, Eastern Cooperative Oncology Group; HbA1c, glycated 
haemoglobin; HER2, human epidermal growth factor receptor 2; MBC, metastatic breast cancer; MTD, maximum tolerated dose; NCI-CTCAE, National Cancer Institute Common Terminology Criteria for Adverse 
Ev ents; PD, pharmacodynamics; PIK3CA, phosphatidylinositol-4,5-bisphosphate 3-kinase, catalytic subunit alpha; PK, pharmacokinetics; RECIST, Response Evaluation Criteria In Solid Tumors.
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GDC-0077 + palbociclib + 
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Arm C
GDC-0077 + letrozole
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EXPANSION 
n = 20

EXPANSION 
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GDC-0077 + palbociclib + 

fulvestrant
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TOTAL N = 20 TOTAL N = 33 TOTAL N = 37 TOTAL N = 60 TOTAL N = 40



Data cutoff: July 19, 2019. * Grouped terms: stomatitis, mucosal inflammation, and mouth ulceration. 
AEs, adv erse events; AUC0–24, area under the concentration–time curve at 0–24 hours; CI, confidence interval; Cmax, maximum serum concentration; GMR, geometric mean ratio; PD, progressive disease; 
PK, pharmacokinetics; TRAEs, treatment-related adverse events.

PK
• PK of GDC-0077 plus fulvestrant similar to single-agent PK
• Comparable GDC-0077 exposures (Cmax and AUC0–24) observed 

following administration in fasted or fed states (with a standard high-fat 
meal), after a single dose (data not shown) and at steady state 

N = 20
Discontinued treatment (all due to PD, none due 
to AEs) 17 (85%)

Median GDC-0077 duration, months (range) 5.9 
(1.7–17.8) 

Cumulative GDC-0077 dose intensity 98%
AEs leading to GDC-0077 dose reduction 3 (15%)
Common TRAEs (≥ 4 patients, 20%)

Hyperglycemia 11 (55%)
Diarrhea 10 (50%)
Stomatitis* 9 (45%)
Nausea 8 (40%)
Decreased appetite 7 (35%)
Dysgeusia 4 (20%)
Fatigue 4 (20%)
Muscle spasms 4 (20%)

Grade ≥ 3 TRAEs
Hyperglycemia 1 (5%)
Nausea 1 (5%)
Lymphopenia 1 (5%)
Hyperamylasemia 1 (5%)
Hyperlipasemia 1 (5%)

SAFETY

Steady state Cmax Steady state AUC0‒24

GMR (90% CI): 0.968 (0.724–1.30) GMR (90% CI): 0.953 (0.736–1.23)
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Phase I/Ib study evaluating GDC-0077 alone and combined with endocrine 
therapies plus palbociclib in patients with PIK3CA-mutant, hormone 
receptor-positive/HER2-negative metastatic breast cancer (NCT03006172)
GDC-0077 demonstrated a manageable safety profile and no observable food 
effect on PK 



• Clinical benefit rate: 60% (12/20 patients)*
• PR in 5/14 patients with measurable disease (36%)

– 2 patients received prior fulvestrant
– 4 patients received prior CDK4/6i
– Confirmed PR in 2 patients (14%)

* Clinical benefit rate: SD for ≥ 24 weeks, PR, or CR.
C, cy cle; CDK4/6i, cyclin-dependent kinase 4/6 inhibitor; CR, complete response; ctDNA, circulating tumor DNA; D, day; MAF, mutant allele frequency; PD, progressive disease; PR, partial response; 
SD, stable disease; SLD, sum of longest diameters.

• PIK3CA mutant allele frequency generally 
decreased as a result of study treatment 
in available paired ctDNA data
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PK with GDC-0077 demonstrated a manageable safety profile and no observable 
food effect
GDC-0077 plus fulvestrant elicited antitumor activity and decreased PIK3CA
mutant allele frequency in plasma



Conclusions

• GDC-0077 in combination with fulvestrant demonstrated a manageable safety 
profile, similar PK to GDC-0077 alone, preliminary antitumor activity, and PD 
modulation of PIK3CA mutant allele frequency in ctDNA 

• The presence of food did not impact the rate or extent of GDC-0077 absorption 
significantly following single doses or at steady state 

• This phase I/Ib study continues to enroll patients in the GDC-0077 plus fulvestrant 
and the GDC-0077 plus fulvestrant and palbociclib arms

– A global phase III study of GDC-0077 
plus fulvestrant and palbociclib is 
currently ongoing (NCT04191499)

ctDNA, circulating tumor DNA; PD, pharmacodynamic; PIK3CA, phosphatidylinositol-4,5-bisphosphate 3-kinase, catalytic subunit alpha; PK, pharmacokinetics.
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