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BACKGROUND

•	The PI3K/AKT signaling pathway plays a crucial part in 
carcinogenesis, promoting cellular metabolism, proliferation, 
and invasion [1]. 

•	Ipatasertib (also named as GDC-0068) is a potent and selective 
ATP-competitive small-molecule inhibitor of all three isoforms 
of the serine/threonine kinase AKT [7]. 

•	The PATHFINDER trial is evaluating the safety, tolerability, 
and preliminary efficacy of ipatasertib in combination with 
non-taxane chemotherapy agents in patients with metastatic 
TNBC.

OBJECTIVES

EXPLORATORY OBJECTIVES

•	To assess the efficacy of study treatments in the subpopulation 
of patients with PIK3CA/AKT1/PTEN-altered tumors.

•	To investigate predictive and/or prognostic factors associated 
with disease activity status or response to study treatments 
on plasma or tumor tissue biopsies.

•	To identify possible mechanisms of resistance to study 
treatments through the comparative analysis of potential 
biomarkers from paired pre-treatment and post-progression 
tumor and blood samples.

PRIMARY OBJECTIVE

•	To evaluate the safety and tolerability –in terms of incidence 
of adverse events (AEs)– of ipatasertib in combination with 
either capecitabine, eribulin, or carboplatin plus gemcitabine 
in the ITT population of patients with taxane-pretreated 
metastatic TNBC.

SECONDARY OBJECTIVES

•	To determine the efficacy –in terms of PFS, time-to-response 
(TTR), overall response rate (ORR), duration of response (DoR), 
clinical benefit rate (CBR), OS– of study treatements in the ITT 
population and in each treatment arm.

TRIAL DESIGN

PATHFINDER Study Design
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•	This is a multicenter, open-label, non-
comparative, phase IIa trial with a 
safety run-in stage. 

Safety Run-in Stage

Ipatasertib

+
Eribulin

Ipatasertib

+
Capecitabine

Ipatasertib

+
Gemcitabine + Carboplatin

N = 18

N = 18

N = 18

•	PFS, TTR, ORR, DoR, CBR, OS, and best percentage of 
change in target tumor lesions determined through 
use of RECIST v.1.1.

SECONDARY ENDPOINTS

•	Clinical outcome according to the PIK3CA/AKT1/
PTEN-altered status.

•	Predictive and/or prognostic factors associated to 
Ipatasertib-containing treatments.

EXPLORATORY ENDPOINTS

PRIMARY ENDPOINT

•	Incidence, nature, and severity of  AEs graded per 
the NCI-CTCAE v.5.0.

KEY SELECTION CRITERIA

 ü Women aged ≥ 18 years with unresectable locally 
advanced and/or metastatic TNBC.

 ü Progression after ≤2 prior regimens (at least 1 con-
taining a taxane). Earlier (neo)adjuvant therapy is 
allowed if DFI ≤12 months after completion of che-
motherapy.

 ü Measurable or evaluable disease as per RECIST v.1.1.

 ü Patients with treated and stable brain metastases 
are eligible.

 ü ECOG Performance Status 0–1.

 ü Prior treatment with immunotherapy, PARPis, or AR 
antagonists is allowed.

 ü Prior treatment with PI3K, mTOR, AKT inhibitors are 
not eligible.

STATISTICS

Arm	A,	B,	C:	In both safety run-in and final stages, a total of 18 patients 
will be accrued in each treatment arm.

A sample size of 18 patients will provide the following precisions:

•	18.5% to 0% (9.25% half width of confidence interval) assuming an 
observed AEs incidence of 100%, 

•	24 to 24% (24% half width of confidence interval) assuming an 
observed AEs incidence of 50%. 

The	safety	run-in	analysis will be conducted independently in each 
treatment arm. We will include patients who complete the first two 
cycles or who stop treatment because of toxicity.

The	safety	and	efficacy	data will be assessed in patients who meet 
selection criteria and receive at least one drug exposure.

TRIAL ENROLLMENT

•	The PATHFINDER study is open and currently recruiting in 13 
institutions around Spain and Portugal.

•	A total of 24 patients have already been recruited: of them, 6, 12, and 
6 patients in the cohort A, B, and C, respectively.

BIBLIOGRAPHY

1. LoRusso PM. J Clin Oncol 2016; 34: 3803–15.
2. Juric D, et al. Nature 2015; 518: 240–44.
3. Di Cosimo S, Baselga J. Nat Rev Clin Oncol 2010; 7: 139–47.
4. Cancer Genome Atlas Network. Nature 2012; 490: 61–70.
5. Curtis C, et al. Nature 2012; 486: 346–52.
6. Pereira B, et al. Nat Commun 2016; 7: 11479.
7. Lin J, et al. Clin Cancer Res 2013; 19: 1760–72.
8. Kim SB, et al. Lancet Oncol 2017;18(10):1360-1372.
9. Dent R, et al. Annals of Oncology (2020) 31 (suppl_2): S62-S82.

ACKNOWLEDGEMENTS:

The PATHFINDER	 trial is extremely grateful to all the patients and 
their families. We gratefully acknowledge all the trial teams of the 
participating sites, the trial unit staff at MEDSIR (study sponsor), and 
F. Hoffmann-La Roche, Ltd (study funder).

•	Ipatasertib administered once a day 
on Days 1-14 of each 21-day cycle plus 
capecitabine twice a day, for 14 days 
(followed by a 7-day rest period) every 
21-day cycle. 

ARM A ARM B

•	Ipatasertib administered once a day 
on Days 1-14 of each 21-day cycle plus 
eribulin administered intravenously on 
days 1 and 8 every 21-day cycle.

ARM C

•	Ipatasertib administered once a day 
on Days 1-14 of each 21-day cycle plus 
carboplatin on day 1 plus gemcitabine 
administered intravenously on days 1 and 
8 every 21-day cycle.

•	A total of 54 evaluable patients will be 
assigned to one of the following arms 
according to prior treatments and slots 
availability: 
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A
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 A Ipatasertib:	400 mg/day, 2W ON/1W OFF

+
Capecitabine: 2000 mg/m2 daily, 2W ON/1W OFF

A
RM

 B Ipatasertib:	400 mg/day, 2W ON/1W OFF

+
Eribulin: 1.23 mg/m2 on D1, D8 Q3W

A
RM

 C

Ipatasertib:	400 mg/day, 2W ON/1W OFF

+
Gemcitabine: 1000mg/m2 on D1, D8 Q3W

+
Carboplatin: AUC5 on D1 Q3W

* Up to 6 pts could be included in the DL1 (400 mg/day ipatasertib + chemotherapy at standard doses). 
If ≥2 significant toxicities are observed in 3 or 6 pts, DL2 will be considered.
† Up to 6 pts could be included in the DL2 (300 mg/day ipatasertib + chemotherapy at reduced dose if 
toxicities are attributable to it). If ≥2 significant toxicities are observed in 3 or 6 pts, DL3 will be considered.
# Up to 6 pts could be included in the DL3 (200 mg/day ipatasertib + chemotherapy at reduced dose if 
toxicities are attributable to it). If ≥2 significant toxicities are observed in 3 or 6 pts, enrollment will be 
interrupted for that treatment arm. 
Note: To consult the significant toxicities scan the QR code.

Abbreviations
AEs: Adverse events; AUC: Area under the curve CBR: Clinical benefit rate; D: Day; DFI : Disease-free 
interval; DL: Dose level; DoR: Duration of response; ECOG: Eastern Cooperative Oncology Group; NCI-
CTCAE: US National Cancer Institute-Common Terminology Criteria for Adverse Events; ORR: Objective 
response rate; OS: Overall survival, Pts: Patients; RECIST: Response Evaluation Criteria In Solid Tumors; 
PFS: Progression-free survival; TNBC: Triple-negative breast cancer; TTR: Time to response; W: Week.

•	In the phase II LOTUS trial, adding ipatasertib to paclitaxel 
as first-line therapy for TNBC yielded a modest progression-
free survival (PFS) improvement in the intent-to-treat (ITT) 
population (6.2 months vs. 4.9 months [HR 0.60; 95% CI 0.37–
0.98]), but a more pronounced increase in patients with PI3K/
AKT/PTEN-altered tumors (9.0 months vs. 4.9 months [HR 
0.44; 95% CI 0.20–0.99]) [8]. Final analysis showed a clinically 
meaningful improvement of median overall survival (OS) 
favoring ipatasertib plus paclitaxel compared with placebo 
(25.8 months vs. 16.9 months [HR 0.80; 95% CI 0.50–1.28] [9].

•	Activating mutations in PIK3CA or AKT1 and alterations in 
PTEN have been described in breast cancer [2,3] and large-scale 
comprehensive genomic analyses showed that about 35% of 
all triple-negative breast cancers (TNBCs) harbor PIK3CA/AKT1/
PTEN alterations [4–6], representing a novel therapeutic target.

•	This is a pilot study and the analysis 
will be focused on descriptive statistics 
and estimation.
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