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Meme Kanseri
‘Kongrelerden Esintiler’





 ER+ Meme Kanseri
 Kombinasyon Stratejileri

 CDK 4/6 inhibisyonu
 Monoterapi yaklaşımları

ERKEN EVRE MEME KANSERİ
GÜNCEL GELİŞMELER



INTERIM RESULTS FROM neoMONARCH:A
NEOADJUVANT PHASE II STUDY OF
ABEMACICLIB IN POSTMENOPAUSAL
WOMENWITH HR+/HER2‐ BREAST CANCER

S. Hurvitz, et al.

Abstract: LBA1602



neoMONARCH: Faz 2 Çalışma Dizaynı

Abbreviations: HER2 = human epidermal grow th factorreceptor 2; HR = hormone receptor; Q12H = every 12 hours; QD = once daily
aParticipants receive loperamide w ith each dose of abemaciclib
bParticipants w ho experience benefit following 14 w eeksmay remain on neoadjuvant therapy for up to 8 additional w eeks

◆ Abemaciclib 150 mg BID is tolerable
when dosed on a continuous
schedule with endocrine therapy1

◆ The most common adverse event
has been diarrhea
◆ Typically occurred within the

first 7 days of treatment

◆ Manageable with use of
loperamide or dose reduction

◆ Loperamide was administered
prophylactically for the first 28 days
then at discretion of investigator

Post-menopausal women (N=220) HR+,HER2-
breast cancer stage: I (T ≥1 cm), II, IIIA or IIIB
suitable for neoadjuvant endocrine therapy

Core biopsy at baseline

Core biopsy after 2 weeks of treatment

Primary endpoint:
Compare the change from baseline in Ki67

expression after 2 weeks of therapy

Randomization

Abemacicliba 150 mg
Q12HAnastrozole 1 mg QD Abemacicliba 150 mg Q12H

+ Anastrozole 1 mg QD

Abemacicliba 150 mg Q12H
+ Anastrozole 1 mg QD

Core biopsy after 14 weeks of treatmentb

Surgery (optional)1Patnaik A et al. Cancer Discovery 2016;6:740-5
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GMR = 0.22 (0.13 ,0.39)
p< 0 .001 a
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-71.0% -93.5% -93.1%

n=22 n=23 n=19

0.24 (0.13 ,0.42)
p< 0 .001 a

Abbreviations: GMR = geometric mean ratio, OR = odds ratio
aGeometric Mean Ratio (GMR), 2-sided 90% confidence interval (CI), p-value. p-values are based on a one-sided hypothesis test froma linear model
w ith treatment,PR status (positive versus negative/unknown) and tumor size (<2 cm versus ≥2 cm and <5 cm versus ≥5 cm) as fixed effects.
bA responder is identified as a patient w ith a ln(Ki67) value of less than 1. Odds ratio (OR), 2-sided 90% CI, p value. p-value is calculated by Fisher's
Exact test of a one-sided hypothesis.

neoMONARCH: Ki67 Ekspresyonunda Değişim ve 
Yanıt

Geometric Mean Change
◆ Study met the boundary forstatistical significance at the interim analysis (boundary p <0.03)
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16

7.2 (2.0 , 26.2)
0.002b

b

Responders: 5 13

Complete Cell Cycle Arrest
Ki67 index <2.7% at 2 weeks

OR = 7.8 (2.0, 30.8)
0.003 

Anastrozole 1 mg

Abemaciclib 150mg
+ Anastrozole 1 mg

Abemaciclib 150 mg



neoMONARCH: Yan Etkiler

Abbreviations: ALT= alanine aminotransferase, AST= aspartate aminotransferase, TEAE�= treatment-emergent adverse event,
WBC = w hite blood cell; aN◌ௗ=◌ௗ162 for lab abnormalities listed, except anemia (N=152), bAbemaciclib is a competitive inhibitor
of OCT2, MATE1, and MATE2-K, efflux transporters ofcreatinine

Decreased appetite 19 (11.0) 5 (2.9) 4 (2.3) 0 28 (16.2)

Hot flush 17 (9.8) 3 (1.7) 0 0 20 (11.6)

Vomiting 12 (6.9) 5 (2.9) 2 (1.2) 0 19 (11.0)

Neutropenia 2 (1.2) 5 (2.9) 10 (5.8) 0 17 (9.8)

Laboratory Abnormalitiesa

Creatinine increasedb 106 (65.4) 44 (27.2) 1 (0.6) 0 151 (93.2)

Neutrophil count decreased 49 (30.2) 44 (27.2) 10 (6.2) 2 (1.2) 105 (64.8)

WBC decreased 50 (30.9) 45 (27.8) 3 (1.9) 1 (0.6) 99 (61.1)

ALT increased 52 (32.1) 7 (4.3) 3 (1.9) 0 63 (38.9)

AST increased 34 (21.0) 2 (1.2) 1 (0.6) 0 37 (22.8)
Anemia 0 27 (17.8) 0 0 27 (17.8)

Platelet countdecreased 22 (13.6) 1 (0.6) 0 0 23 (14.2)

Investigator Assessed TEAEs >10% Grade 1 Grade 2 Grade 3 Grade 4 All Grades

(N = 173) n (%) n (%) n (%) n (%) n (%)

Diarrhea 59 (34.1) 15 (8.7) 5 (2.9) 0 79 (45.7)

Constipation 43 (24.9) 15 (8.7) 2 (1.2) 0 62 (35.8)
Nausea 39 (22.5) 17 (9.8) 2 (1.2) 0 58 (33.5)

Fatigue 31 (17.9) 16 (9.2) 1 (0.6) 0 49 (28.3)

Abdominal pain 22 (12.7) 6 (3.5) 5 (2.9) 0 33 (19.1)













DATA ÇALIŞMASI: SONUÇLAR 





















 ER+ Metastatik Meme Kanseri
 Kombinasyon Stratejileri

 CDK 4/6 inhibisyonu
 MTOR inhibisyonu

 Monoterapi yaklaşımları

 Her-2 + Metastatik Meme Kanseri
 Trastuzumab

 Umut vadeden Çalışmalar
 Umut vadeden Sonuçlar
 Yeni Potansiyel Hedefler

METASTATİK MEME KANSERİ
GÜNCEL GELİŞMELER



 ER+ Metastatik Meme Kanseri
 Kombinasyon Stratejileri

 CDK 4/6 inhibisyonu
 MTOR inhibisyonu

METASTATİK MEME KANSERİ
GÜNCEL GELİŞMELER



ER+ Metastatik Meme Kanserinde Hedefler

Johnston SRD. J Natl Cancer Inst 2015; Aug 6;107(10). 107:djv212



Meme kanserinde CDK4 & 6’nın Rolü

• D type cyclins activate CDK4 & 6 which phosphorylate Rb resulting in G1 to S progression

• Estrogen stimulates cyclin D1 in HR+ breast cancer1

• Short term inhibition of CDK4 & 6 leads to G1 arrest that rebounds upon withdrawal2

• Continuous inhibition leads to 
prolonged cell cycle arrest with 
initiation of apoptosis or 
senescence3

• This led to the hypothesis that 
continuous target inhibition may 
be an effective strategy

1Altucci L et al. 1996 Oncogene 12:2315-24
2Gelbert et al. 2014 Invest New Drugs 32: 825-37
3Beckman et al. AACR Annual Meeting 2016 
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Abemaciclib Palbociclib Ribociclib
Selektif CDK 4/6 İnhibitörleri

O’Leary B, et al. Nat Rev Clin Oncol. 2016;13(7):417–430.



Abstract 512

Efficacy of Palbociclib Plus Fulvestrant in Patients 
With Metastatic Breast Cancer and ESR1 Mutations 

in Circulating Tumor DNA

Nicholas C. Turner,1 Yuqiu Jiang,2 Ben O’Leary,1 Sarah Hrebien,1 Massimo 
Cristofanilli,3 Fabrice André,4 Sibylle Loibl,5 Patricia A. English,2 Ke Zhang,2

Sophia Randolph,2 Cynthia Huang Bartlett,6 Maria Koehler,6 Sherene Loi7

1Royal Marsden Hospital and Institute of Cancer Research, London, UK; 2Pfizer Inc, La Jolla, CA, USA; 3Robert H Lurie 
Comprehensive Cancer Center, Feinberg School of Medicine, Chicago, IL, USA; 4Institut Gustave Roussy, Villejuif, France; 

5German Breast Group Forschungs GmbH, Neu-Isenburg, Germany; 6Pfizer Inc, New York, NY, USA; 7Peter MacCallum 
Cancer Centre, East Melbourne, Victoria, Australia

Presented at ASCO 2016; June 3, 2016; Chicago, IL, USA



ESR1Mutasyonları

Genomic Alterations in ER+ Tumors
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ESR1 mutations occur in ~20% of 
AI-resistant, ER+ breast cancer

Toy et al. Nat Genet, 2013.
Robinson et al. Nat Genet, 2013.
Merenbakh-Lamin et al. Cancer Res, 2013.
Jeselsohn et al. Clin Cancer Res, 2014.
Jeselsohn et al. Nat Rev Clin Oncol, 2015.AI=aromatase inhibitor; ER=estrogen receptor.



PALOMA‐3 Çalışma Dizaynı

Placebo 
(3 wks on/ 1wk off)

+ 
Fulvestrantb

(500 mg IM q4w)

Palbociclib 
(125 mg QD; 

3 wks on/1 wk off)
+ 

Fulvestrantb

(500 mg IM q4w)

bAdministered on Days 1 and 15 of Cycle 1.

● Visceral metastases
● Sensitivity to prior 

hormonal therapy
● Pre-/peri- vs Post-

menopausal

Clinicaltrials.gov  NCT01942135. Turner et al NEJM. 2015.

2:1 Randomization

N=521

Stratification: 

• Baseline plasma samples collected for circulating tumor DNA analysis were processed 
within 1 hour of venipuncture.

n=347

n=174

• HR+, HER2– ABC
• Pre-/peri-a or post-

menopausal 
• Progressed on prior 

endocrine therapy:
– On or within 12 mo 

adjuvant
– On therapy for ABC

• ≤1 prior chemotherapy 
regimen for advanced cancer

aAll received goserelin.



PALOMA‐3’de ESR1 Mutasyonları
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Total

● ESR1 mutations were 
detected in 27% (106/396) of 
patients with plasma 
samples

o Amino acid changes 
P535H and V534E were 
not detected

● ESR1 mutations were 
polyclonal in 38% (40/106) of 
mutation-positive patients



ESR1Mutasyon Durumuna Göre PFS

ESR1 positive
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Palbociclib + Fulvestrant
median PFS 9.4 mo (95% CI: 4.1–11.2)
Placebo + Fulvestrant
median PFS 4.1 mo (95% CI: 2.8–5.6) 

HR 0.524 (95% CI: 0.32–0.87)
P=0.0052

67 65 49 47 39 38 35 35 23 22 10 9 1 1 0

39 37 27 25 19 18 11 11 5 5 2 1 1 1 0

Palbociclib + 
Fulvestrant

Placebo +
Fulvestrant

Number at risk:

ESR1 negative
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Palbociclib + Fulvestrant
median PFS 9.5 mo (95% CI: 9.2–13.9)
Placebo + Fulvestrant
median PFS 3.8 mo (95% CI: 3.4–7.4)

HR 0.438 (95% CI: 0.31–0.62)
P<0.0001

198 190 164 158 146 146 121 119 56 54 19 12 5 5 0

91 87 56 54 40 40 32 31 14 14 9 5 0

Palbociclib +
Fulvestrant

Placebo +
Fulvestrant

Number at risk:

PFS=progression-free survival. March 2015 final PFS data cut, Cristofanilli et al. Lancet Oncol, 2016.



ESR1Mutasyon Durumuna Göre Yanıt Oranları
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P=0.2710

P=0.1206

P=0.0165

P<0.0001

CBR=clinical benefit response; CR=complete response; OR=objective response; PR=partial response; SD=stable disease ≥24 months.  
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OR CBR
ESR1 + ESR1 – ESR1 + ESR1 –

Odds Ratio (95% CI) 1.59 (0.51–5.49) 1.51 (0.79–2.99) 2.62 (1.07–6.54) 3.70 (2.13–6.44)



PALOMA‐2: Primary Results From a Phase 3 Trial of 
Palbociclib Plus Letrozole Compared With Placebo Plus 
Letrozole in Postmenopausal Women With ER+/HER2–

Advanced Breast Cancer 

Richard S. Finn,1 Miguel Martin,2 Hope S. Rugo,3 Stephen Jones,4 Seock‐Ah Im,5 Karen 
Gelmon,6 Nadia Harbeck,7 Oleg N. Lipatov,8 Janice M. Walshe,9 Stacy Moulder,10 Eric 
Gauthier,11 Dongrui R. Lu,11 Sophia Randolph,11 Veronique Dieras,12 Dennis J. Slamon1
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