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59 Y.O lady, in 5.2011 had lt. breast cancer

IDC Gr. II/III, T-1.9cm, N0/4sn,ER+4, PR+2, Her2- , RS=43

Had L+snbx, received TCx4, XRT and Tamoxifen.

In 3.2015 she presented with lt. hydronephrosis, elevated LFT

ALT=85, AST=103, ALP=242

Ct-Pet revealed liver and bone metastasis.

Lt. nephrostom was introduced.

Liver biopsy: met ca of breast origin ER+, PR-, Her2-neg



What would you recommend?

1. Endocrine therapy: AI+ Bisphosphonate

2. Endocrine therapy: AI+CDK4/6 inhibitor + Bisphosphonate

3. Endocrine therapy: Faslodex+CDK4/6 inhibitor + Bisphosphonate

4. Chemotherapy: Xeloda + Bisphosphonate

5. Chemotherapy: Taxotere+Xeloda + Bisphosphonate



1. The patient started Xeloda in 6/2015 and Zomera, received 
palliative XRT to Rt. Acetabulum.

2. She had a prompt response, normalization of LFT and marked 
reduction of tumor markers (Ca 15-3 2028 to 87 within 4 
months) 

3. In 8.2016 with stable minimal disease and significant SE from 
Xeloda she stopped Xeloda and started Letrozole. 

4. Palbociclib 125mg/d d1-21 q 28d was added in 11.2016. (The 
dose was subsequently reduced to 100mg due to 
Neutropenia)



CDK 4/6 inhibitors
• G1 arrest- prevents entry of cells to the replication cycle



The cell cycle is tightly regulated by Cyclines and their relevant CDK’s



• Although cell cycle regulators were discovered 
more than 30 years ago, the past decade has 
seen a dramatic increase in our understanding of 
their role in cancer and their potential as targets 
for cancer therapy.

• CDK4/6 inhibitors are the 1st to enter the clinic, 
and more members are expected to come
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MONALEESA-7
• The MONALEESA-7 is the first phase III trial dedicated to the 

evaluation of a CDK4/6 inhibitor as first-line therapy for 
premenopausal and perimenopausal patients with HR-positive/ 
HER2-negative MBC. 

• In this study, the addition of ribociclib to either tamoxifen or a 
NSAI plus goserelin significantly improved PFS over placebo plus 
tamoxifen/NSAI plus goserelin (23.8 vs 13.0 months, respectively, 
HR 0.553, p=0.0000000983). 

• Treatment benefit was consistent across patient subgroups and 
regardless of endocrine agent.



MONARCH 2

• MONARCH 2 assessed abemaciclib plus fulvestrant in 669 women 
with HR-positive/HER2-negative MBC who had been pretreated 
with ET. 

• These patients were randomised in a 2:1 ratio to receive either 
fulvestrant plus abemaciclib or fulvestrant plus placebo.

• The combination of fulvestrant plus abemaciclib resulted in a 
significantly prolonged PFS over fulvestrant/placebo (16.4 vs 9.3 
months, HR 0.553, p<0.001). 

• Higher rates of ORR were achieved in the abemaciclib plus 
fulvestrant arm (48.1%) compared with the placebo arm (21.3%)



(PEARL)



1. In 10.2017 her disease progressed in the liver and bones, with 
LFT X2 Norm. and marked elevation of ca 15-3



What would you recommend?

1. Faslodex

2. Clinical trial: test for PIK3A mutation and if found give 
Faslodex + Alpelisib Vs. Faslodex

3. Chemotherapy



• The PI3K pathway is the most frequently altered 
pathway in cancer, including mutation and/or 
amplification of the genes encoding the PI3K 
catalytic subunits p110a (PIK3CA) and p110b 
(PIK3CB).

• About 40% of ER+ breast cancers harbor PIK3CA 
activating mutations

• PI3K signaling has been shown to promote 
estrogen-independent growth of ER+ breast cancer 
cells

• Aberrant activation of PI3K signaling is associated 
with resistance to endocrine therapy

• The combination of the PI3Ka-specific inhibitor 
alpelisib and letrozole is safe and clinically active 
in patients with ER+/PIK3CA-mutant breast 
cancer refractory to primary endocrine therapy.

• Common drug-related adverse events include 
hyperglycemia, nausea, fatigue, diarrhea, and rash

• Phase II and III trials of alpelisib and endocrine 
therapy in patients with ER breast cancer are 
ongoing.

PIK3A inhibitors

Components of the growth factor receptor 
pathways including FGF1, HER2, HER3, (EGFR) and 
IGF-1R converge on the PI3K/AKT/mTOR and 
RAF/MEK/ERK pathways and are frequently mutated 
in BC. 
These pathways regulate cell survival and 
proliferation and aberrations in the PI3K signalling
pathways lead to a pathway hyper-activation that 
promotes ER-independent ER transcriptional 
activation



BYL719, Alpelisib
• BYLieve: A phase II, multicenter, open-label, two-cohort, non-

comparative study to assess the efficacy and safety of 
alpelisib plus fulvestrant or letrozole in patients with PIK3CA 
mutant, hormone receptor (HR) positive, HER2- negative 
advanced breast cancer (aBC), who have progressed on or 
after CDK 4/6 inhibitor treatment













1. No mutation in PIK3A was found and she received Faslodex
with no response.

2. She had rapid progression of disease in her liver which was 
markedly enlarged and diffusely involved as well as diffuse 
bone marrow involvement.

3. NGS liquid bx. reported of mutation in ER, no other relevant 
findings

4. Weekly Taxol was given with no response

5. The patient died in 2.2018 



Thank you


