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Meme Kanseri ¥nemli Geliĸmeler 

Erken Evre  

ÅCerrahi yaklaĸēmlar 

 

ÅGenomik Profilleme 

 

ÅAnti-HER2 tedaviler 

 

Ķleri Evre 

ÅCDK4/6 inhibisyonu 

 

ÅPARP Ķnhibitºrleri 

 

ÅAnti-HER2 tedaviler 

 

Biyobenzerler  



Meme Kanseri 

Alttipleri  



Meme Kanseri & Saĵkalēm 

Polyak 2012 



Luminal Meme Kanseri  

ÅER (+) ve/veya PR (+)  

ÅHER2(-)/(+)  

ÅAdj ET Relatif relaps riskini %40 azaltēyor  

ÅCDK4/6 aĸērē ekspresyonu veya Siklin D1 

amplifikasyonu sēk 

ïCDK4/ CDK6 (cyclin-dependent kinases) 

ïmTOR inhibitºr  





Metastatik  Meme Kanseri (MMK)  

Ķnk¿rabl 

 

ÅMMK- Ortanca OS ~ 2-3 yēl 

 

ÅMMK- 5 yēllēk OS %25 

 

ÅMMK- %77 hasta  >50 yaĸ  

 



MMK 

Saĵkalēm 
Uzamasē 

Toksisite  

Azalmasē 

Palyasyon  



Olgu 1; 52y K  

Cerrahiden konsulte ediliyor 

 

ÅCerrahi menapozal   

Å¥zg: hipotiroidi, gastrit  

ÅSigara:(-)  ila­:(Euthyrox)  

ÅOp:(1.5 yēl ºnce TAH BSO, tiroid op) 

ÅSoyg: Ca ºyk¿s¿ yok 

 



Meme Kanseri Cerrahi & Adjuvan  Tedavi  

Temmuz 2012 Sol MRM 

ÅPat: 

ïIDK gr 2,tm 2cm, 

ïLVI+,PNI-,CS-,DCIS alanlarē+ 

ïER+++,PR+++,HER2- 

ï4/14 met LN (¿­¿nde yd invazyonu, EB 1.5cm) 

Å6 TAC 

ÅTamoksifen 3 yēl  

 



PETBT (Haziran 2016)  

ÅBoyunda tiroid bezi her iki lob lokalizasyonunda 

SUVm 6.16 

ÅSaĵ aksiler LAPlarda tutulum yok 

ÅSaĵ ACôde ºn planda enflamatuar deĵiĸiklikler ile 

uyumlu gºr¿n¿m d¿ĸ¿k FDG (RT sekonder) 

ÅKC segment 2ôde 11mm lezyonda SUVm 5.34 

met lehine  



¦st abdomen MR 

ÅKC segm 2-3 de 7mm parankimal lezyon 

(kist?) 

 



Tēbbi Onkoloji Klinik 

KC kitlesinden bx (26.9.16) 

ÅPat:  

ïKarsinom met, meme karsinomu ile uyumlu 

ïER%100,PR%80,HER2++ 

ïHER2 FISH ile NEGATĶF 

 

 



Tedavi ?  

ÅAI 

ÅFulvestrant 

ÅCDK+ AI 

ÅCDK+ Fulvestrant 

ÅmTOR+ Eksemestan 

ÅKemoterapi 

ÅDiĵer 



Tedavi  

Å20/10/2016 RF  

ÅFulvestrant baĸlandē 

ÅTedavinin 25. ayēnda 



HR+ MMK Tedavi Yaklaĸēmē 

ÅViseral kriz veya endokrin diren­ kanētē 

dēĸēnda t¿m hastalara t¿m kēlavuzlarda 

endokrin tedavi  

 

Lobbezoo  DJ, Ann  Oncol  2016 





HR+ MMK; KT vs ET  

RR OS 

Wilcken 2009 



KT vs ET 

Lobbezoo 2016 

n= 520 

8 merkez Avrupa 



MMK HR+ Tedavi 
Å Nonsteroidal AI (anastrozol,letrozol) 

Å Steroidal AI (ekzemestan) 

Å SERM (tamoksifen, toremifen) 

Å SERD (fulvestrant) 

Å Kombinasyon tedavileri  

ïmTOR+ AI 

ïCDKĶ+ AI 

ïCDKĶ+ Fulvestrant 

ïCDKĶ+ Tmx 

 

¥strojen D¿zeyini/ Etkinliĵini Azaltmak  

Abemaciclib 



MMK 1. basamak 
Letrozole vs Tamoksifen 

Median OS 
Letrozole: 34 mos 
Tamoxifen: 30 mos 

Time to Crossover 
 Letrozole: 17 mos  
 Tamoxifen: 14 mos 

Mouridsen H, J Clin Oncol. 2003 

P = .53 (long-rank test) 
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MMK & Anastrazol  vs  Letrazol  

Rose 2003 



Faz 2 FIRST 4ŀƭƤǒƳŀǎƤ 

Robertson JF, et al. Clin Oncol. 2009;27:4530-4535. 

Endpoints at primary  
data cutoff 

Primary endpoint 

ÁClinical benefit rate  

Secondary endpoints 

ÁORR 

ÁTTP 

ÁDuration of response 

ÁDuration of clinical benefit 

ÁSafety 

Exploratory endpoint 

ÁBest response to subsequent 
therapy  

 

 

Open-label first-line ER+ postmenopausal  
patients with advanced breast cancer  

(target, N = 200; actual, N = 205) 
 

Fulvestrant 500 mg IM 
on Days 0, 14, 28, and every 

28 days thereafter 

Anastrozole 1 mg/day PO 
 

Progression 

Follow-up 

Progression 

Follow-up 
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HR: 0.66 (95% CI: 0.47-0.92; 
P = .01) 

Pts at Risk, n 

Fulvestrant 500 mg 

Anastrozole 1 mg 

102 

103 
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Robertson JF, et al. Breast Cancer Res Treat. 2012;136:503-511. 

FIRST & TTP Ķzlem 
TTP: 13.1 ay vs 23.4 ay (p:0.01)  

OS: 48.4 ay vs 54.1 ay (p:0.04)  



Ellis 2017 



FALCON; PFS & Viseral  Hastalēk 

PFS: 13.8 ay vs 16.6 ay (p:0.04)  

Viseral  met-; PFS: 13.8 ay vs 22.3 ay  



MBC 1. Basamak  
Mono vs Kombo (Anastrazol vs Anastrazol+Fulvestran) 

 
ÅCLw{¢ ŦŀȊ LL œŀƭƤǒƳŀǎƤ мΦ ōŀǎŀƳŀƪ  
ï.ƛǊƛƴŎƛƭ ǎƻƴƭŀƴƤƳΥ /.w  ōŜƴȊŜǊ (%67 vs 72.5,p0.38)  
ïUzun izlemde TTP fulvestran lehine olunca (13.1 vs 23.4 ay, p0.01) 

amendement ȅŀǇŀǊŀƪ ƛƪƛƴŎƛƭ ǎƻƴƭŀƴƤƳ h{ ōŜƭƛǊƭŜƴƳƛǒ όōŀȊƤ ƘŀǎǘŀƭŀǊ 
ƪŀȅƤǇ ǾŜȅŀ ǎŀƴǎǸǊƭǸ ƻƭƳŀǎƤƴŀ ƪŀǊǒƤƴύ  

ÅRobertson JF, Breast Cancer Res Treat 2012; 136: 503 

ïh{ ǎƻƴǳœƭŀǊƤ fulvestran lehine (48.4 vs 54.1 ay, p0.04) 
ÅRobertson JF, Cancer Res 2015, 75 (abstr S6-04)  

ÅC![/hb ŦŀȊ LLL ό9{ah нлмс ŀœƤƪƭŀƴŘƤύ όƴΥ пснύ όEllis M et al)  
ïRand œƛŦǘ ƪǀǊ ŦŀȊ LLL мΦ ōŀǎŀƳŀƪǘŀ Anastrazol vs Fulvestran500 

ïнр ŀȅ ƛȊƭŜƳŘŜΤ мΦ ǎƻƴƭŀƴƤƳ PFS 13.8Ą16.6 (HR 0.79, p0.04) 
ÅAltgrup akc ve krc ƳŜǘ ƻƭƳŀȅŀƴ tC{ ȅŀǊŀǊƤ ŘŀƘŀ ōŜƭƛǊƎƛƴ ό҈моΦуĄ22.3) 

ïww ҈ппΦф Ǿǎ псΦмΣ /.w ҈тпΦм Ǿǎ туΦоΣ ¸ŀƴƤǘ ǎǸǊŜǎƛ  ҈моΦнĄ20 
ïYeni Standard Fulvestran? όƪŀŦŀ ƪŀǊƤǒǘƤǊƤŎƤ ŦŀƪǘǀǊƭŜǊΤ adj ŀƭƳŀƳƤǒ 

hormon naif ƘŀǎǘŀΣ ŀȅƴƤ endikasyonda palbosiklib Ҍ!Tύ    
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Olgu 2; 72y, E  

м ȅƤƭŘƤǊ ǎƻƭ ƳŜƳŜŘŜ ŀƪƤƴǘƤ 

ÅmȊƎΥ TYI όt¢/! о ŀȅ ǀƴŎŜ), PTE ?,DM, HT, 
hipotiroidi 

Å{ƛƎŀǊŀΥόмǇκƎκ ол ȅƤƭύ   

Åƛƭŀœ:(lansor,desal,coversyl,coralan,cipralex,corum
venotrek,glifor,ator,euthyrox,vastarel)   

ÅOpΥό¢Y ŀǊŀœ ƛœƛ- ǎŀƐ Ŝƭ ǎŜǊœŜ ǇŀǊƳŀƪ ampute) 

ÅSoyg : Anne ve ƪƤȊƪŀǊŘŜǒ meme ca 

 



Klinik  

Å3 ay ºnce KAG sērasēnda sol meme kitlesi 

ÅTAP BT:  

ïmediastinal multipl LAP, 

ïminimal perikardiyal ve plevral eff, 

ïmultipl EB 22mm AC nod¿l¿  

ïSol meme lezyonu,T11 de saĵ yarēda 2 cm 

lezyon 



Klinik  

ÅMeme US: sol meme ve aksillada lezyon 

ÅPat:  

ïIDK,  

ïER ve PR kuvvetli pozitif, HER2- 

ïki67%25, 

ÅPETBT: primer sol meme de ve kemik ve 

ac nod¿llerinde artmēĸ fdg  

ÅTVKS T11de met ºn planda lezyon 

 

 



Tēbbi Onkoloji Baĸvuru 

ÅAOH pat kons:  

ïIDK gr2 

ïgelen kesitte tm 1.2cm 

ïER %100, PR%80 

ïHER2- 

ïki 67 %27 

ïDCIS gºr¿lmemiĸtir 

 



Fizik Muayene  

ÅPS:1 GD iyi  

ÅCVS ve SS doĵal  

ÅBatēn rahat hsm yok traube a­ēk.  

ÅSol memede ºdemli cilt lezyonu  

ÅSol aksiller LAP+ 

 

ÅCA15.3 58,GFR 48,krea 1.44, 

 



Tedavi ?  

ÅAI 

ÅFulvestrant 

ÅCDK+ AI 

ÅCDK+ Fulvestrant 

ÅmTOR+ Eksemestan 

ÅKemoterapi 

ÅDiĵer 



MMK Tedavi  

ÅHaziran 2017; Letrazol 

ÅT10-12 palyatif RT 

Åķubat 2018 Fulvestrant, zoledronik asid  

ÅMayēs 2018 Saĵ kal­ada aĵrē, FM meme 

lezyonu benzer 

ïCA15.3 212 

ÅTemmuz 2018 Tm marker regrese  

ïCA15.3: 172 

ÅEkim 2018 Progresif hastalēk 



MMK  

Endokrin Diren­/ Yeni Tedaviler 



ENDOKRĶN DĶREN¢ 

Erken evre meme kanserinde %25 

Metastatik meme kanserinde %100 

 

ÅPrimer endokrin diren­  
ïAdjuvan ETônin ilk 2 yēlēnda 

ïMMK ETônin ilk 6 ayēnda 

 

ÅSekonder  endokrin diren­ 
ïAdjuvan ETônin ilk 2 yēlēndan sonra 

ïAdjuvan ET tamamlandēktan sonra 12 ay i­inde  

ïMMK ETônin ilk 6 ayēndan sonra 



Endokrin Diren­ 

1. Sinyal yolak aktivasyonu  

PI3K, HER2, FGFR, IGF-1R 

2. H¿cre dºng¿ yolaklarēnēn 

bozulmasē 

Siklin D1 amplifikasyonu 

3. ER yolak reg¿lasyonunun 

bozulmasē 

ESR1 aktive edici mutasyonlar 



n= 1501 HR+ MMK  

MAPK + TF alterasyonu %22 (Endokrin Diren­ !) 

ESR1 ile ómutually exclusiveô 
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Endokrin Diren­ 

1. Sinyal yolak aktivasyonu  

PI3K, HER2, FGFR, IGF-1R 

2. H¿cre dºng¿ yolaklarēnēn 

bozulmasē 

Siklin D1 amplifikasyonu 

3. ER yolak reg¿lasyonunun 

bozulmasē 

ESR1 aktive edici mutasyonlar 



H¿cre Dºng¿s¿ Kontrol   

Her zaman S fazēnē M fazē takip  

etmeli  

 

M fazē S fazē tamamlanmadan  

baĸlamamalē 



http://en.wikipedia.org/wiki/Restriction_point 

 SĶKLĶNLER 

 

SĶKLĶN-BAĴIMLI KĶNAZLAR (CDK) 

 

SĶKLĶN-BAĴIMLI KĶNAZ ĶNHĶBĶT¥RLERĶ (CDI) 
 

  
H¦CRE D¥NG¦S¦ PROTEĶNLERĶ 



ïSiklin-D amplifikasyonu, kaybē, mutasyonu,  

ïRb kaybē ve mutasyonu,  

ïp 16 kaybē 

ÅMeme kanserinde endokrin diren­ ile iliĸkili 

 



Goel 2018 



/5Y пκс TƴƘƛōƛǘǀǊƭŜǊƛ  

üPalbociclib (PD-0332991)  

üAbemaciclib (LY2835219)  

üRibociclib (LEE011) 

47 



CDK Ķnhibitºr Doz & Ķzlem 

Crugliano Mescape 2018 



2014 



PALOMA 1  



PALOMA 1 & PFS 

Time (month) 

PAL + LET 

(n = 84) 

LET 

(n = 81) 

Number of events (%) 41 (49) 59 (73) 

Median PFS, months 
(95% Cl) 

20.2 
(13.8ς27.5) 

10.2 
(5.7ς12.6) 

HR 
(95% Cl) 

0.488 
(0.319ς0.748) 

P value 0.0004 

PAL + LET 

LET 
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PALOMA 1 ς Subgrup Analizi 
All patients (intention-to-treat population) 

Cohort 

1 

2 

Age group (years) 

<65 years 

Ó65 years 

Baseline ECOG performance status 

0 

1 

Disease site 

Visceral 

Bone Only 

Other 

Previous chemotherapy 

Yes 

No 

Previous antihormonal therapy 

Yes 

No 

Previous systemic therapy 

Yes 

No 

Time from end of adjuvant treatment to disease recurrence 

Ò12 months (including de-novo presentation) 

>12 months 

Ò12 months (excluding de-novo presentation) 

84 

34 

50 

47 

37 

46 

38 

37 

17 

30 

34 

50 

27 

57 

40 

44 

59 

25 

15 

41 

15 

26 

24 

17 

21 

20 

21 

5 

15 

17 

24 

12 

29 

20 

21 

31 

10 

7 

81 

32 

49 

42 

39 

45 

36 

43 

12 

26 

37 

44 

28 

53 

44 

37 

51 

30 

14 

59 

25 

34 

35 

24 

31 

28 

34 

7 

18 

24 

35 

19 

40 

28 

31 

39 

20 

5 

PAL + LET 

0.14 

0.34 

0.78 

0.44 

0.75 

0.88 

0.36 

0.95 

0.34 

Interaction 
P value* 

LET 

Patients Events Patients Events 

0.488 (0.319ï0.748) 

0.299 (0.156ï0.572) 

0.508 (0.303ï0.853) 

0.315 (0.184ï0.539) 

0.505 (0.269ï0.948) 

0.434 (0.246ï0.766) 

0.398 (0.220ï0.721) 

0.547 (0.317ï0.944) 

0.294 (0.092ï0.945) 

0.402 (0.200ï0.808) 

0.479 (0.255ï0.898) 

0.397 (0.234ï0.671) 

0.460 (0.222ï0.956) 

0.397 (0.244ï0.646) 

0.539 (0.302ï0.962) 

0.341 (0.194ï0.599) 

0.418 (0.259ï0.674) 

0.399 (0.185ï0.858) 

0.765 (0.232ï2.523) 

Hazard ratio 
(95% CI) 

0.062 0.250 0.125 1.000 0.500 2.000 4.000 



PALOMA 1 ς DŜƴŜƭ {ŀƐƪŀƭƤƳ όL!ύ 

PAL + LET 
(N=84) 

LET 
(N=81) 

±ŀƪŀ ǎŀȅƤǎƤ (%) 30 (36) 31 (38) 

Ortalama OS, ay 
(95% CI) 

37.5 
(28.4, NE) 

33.3 
(26.4, NE) 

Risk oran  
(95% CI) 

0.813 
(0.492, 1.345) 

P ŘŜƐŜǊƛ  0.42 
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Zaman, ay Risk sayēsē 

PAL + LET 

LET 
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PALOMA 1 ς Advers Olaylar 

Combined cohorts 

AE (%) 

PAL + LET (n=83) LET (n=77) 

All grades Grade 3/4 All grades Grade 3/4 

Any AE 99 76 84 21 

Neutropenia  75 54   5   1 

Leukopenia 43 19   3   0 

Fatigue 41   5 23   1 

Anemia 35   6   6   1 

Nausea  25   2 13   1 

Arthralgia  23   1 16   3 

Alopecia 22 NA   3 NA 

Diarrhea  20   4 10   0 

Hot flush 21   0 12   0 

Thrombocytopenia 17   2   1   0 

Decreased appetite 16   1   7   0 

Dyspnea 16   2   8   1 

Nasopharyngitis 16   0 10   0 

Back pain 11   0 16   1 

Headache 14   0 10   0 



Gr 3-п bǀǘǊƻǇŜƴƛ ƎŜƴŜƭƭƛƪƭŜ  
ƛƭƪ ǎƛƪƭǳǎƭŀǊŘŀ ƎǀǊǸƭƳŜƪǘŜŘƛǊ 



PALOMA - 2 



PALOMA 2 & PFS  
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PAL+LET 
(n=52) 

PCB+LE
T (n=28) 

mPFS, mo 22.2  11.1  

HR (95% CI);  

P value 

0.55  

0.0587 

  

PAL+LET 
(n=187) 

PCB+LE
T (n=95) 

mPFS, mo 25.1 16.8 

HR (95% CI);  

P value 

0.53  

0.0002 

  

PAL+LET 
(n=99) 

PCB+LE
T (n=43) 

mPFS, mo 23.7 14.9 

HR (95% CI);  

P value 

0.65  

0.0760 

Җ25% 
0< H-{ŎƻǊŜ Җпл 

>25% to <75% 
40< H-Score <170  

җ75% 
H-{ŎƻǊŜ җмтл  

%2 ÐÏÚÉÔÉÆÌÉË ÄİÚÅÙÉ biyomarker  olabilir mi?  





Di Leo JCO 2017 



MONARCH 3 & Sadece Kemik Met  

Di Leo JCO 2017 



MONARCH 3 & Hastalēksēz Saĵkalēm >36 ay 

Di Leo JCO 2017 



1. Basamak CDK4/6 Ķnh ¢alēĸmalarē 

Progresyon  Riskinde %45 Risk Azalmasē  



PALOMA 2  MONOLEESA 2 

MONARCH 3 





Diren­li MMK  & CDK Ķnhibitºrleri 



PALOMA - 3 



PALOMA 3  

Placebo  
(3 wks on/1 wk off) 

+  
Fulvestrantd  

(500 mg IM q4w) 

Palbociclib  
(125 mg QD;  

3 wks on/1 wk off) 
+  

 Fulvestrantd  
(500 mg IM q4w) 

ÅVisceral metastases 

ÅSensitivity to prior  

hormonal therapy* 

ÅPre-/peri- vs. 

postmenopausal 

2:1 randomisation 

N=521c 

Stratification:  

ÅHR+ HER2ς ABC 

ÅPre-/peri-a or postmenopausalb  
ÅProgressed on prior endocrine therapy: 
ïOn or within 12 mo of completion of 

adjuvant treatment 

ïOn or within 1 mo of treatment for ABC 

ÅҖм ǇǊƛƻǊ ŎƘŜƳƻǘƘŜǊŀǇȅ ǊŜƎƛƳŜƴ ŦƻǊ ŀŘǾŀƴŎŜŘ 
cancer 

n=347 

n=174 

ÅPEP: investigator-assessed PFS 

Å{9tΥ hwwΣ /.w ό/wΣ twΣ ƻǊ {5 ŦƻǊ җ нп wks), OS, PRO, safety 

*Documented clinical benefit (Ó24 weeks) to Ó1 prior HT in the met setting or  

Ó24 months of adjuvant hormonal therapy before recurrence.  



PALOMA 3 & Hasta ¥zellikleri 

Cristofanilli Lancet 2016 



PALOMA 3 & Final OS  

%16 Postprog  CDK+ 

Cristofanilli NEJM 2018 

ESMO 2018 
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Cristofanilli NEJM 2018 
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PALOMA-оΥ DǊŀŘ ҁ Toksisite 

ÅFN benzer (0.9% vs 0.6%) 

ÅTedavi kesilmesi benzer 

(4% vs 2%) 

Cristofanilli M, et al. SABCS 2015. Abstract P4-13-01. 

Nonhematologic AE, 
n 

Palbociclib + 
Fulvestrant 
 (n = 345) 

Placebo +  
Fulvestrant 
 (n = 172) 

Infections 6 1 

Fatigue 8 0 

Headache 2 0 

Vomiting 1 0 

Decreased appetite 3 0 

Rash  2 0 

Back pain 4 0 

Arthralgia 1 0 

Stomatitis 2 0 

Dizziness 1 0 

Dyspnea 0 1 

Pyrexia 1 0 

Insomnia  1 0 

Hematologic Event, n 

(%) 

Palbociclib + 
Fulvestrant 
 (n = 345) 

Placebo +  
Fulvestrant 
 (n = 172) 

Neutropenia 223 (65) 1 (< 1) 

Anemia 10 (3) 3 (2) 

Leukopenia 93 (27) 2 (1) 

Thrombocytopenia 6 (2) 0 



MONARCH 2 

MONALEESA 3  

PALOMA 3  



MONARCH 1 

Diren­li MMK, Abemasiklib monoterapisi 

 

ÅORR %19.7 

 

ÅCBR %42.4 

 

ÅmPFS 6 ay 

 

ÅmOS  17.7 ay  

 



Dixon N J Sci. 2014 





Endokrin Tedavi & mTOR inh  

Turner 2015 



Everolimus  + Tmx 

TAMRAD   Faz 2 (n: 111) 

Å¥nceden AĶ almēĸ HR(+), HER2(-) MMK tamoksifen  +/- 

everolimus (10mg/g) 

ÅPrimer sonlanēm:  

ïklinik yarar oranē %41 vs 61 (p= 0.04) 

ÅSekonder  sonlanēm:  

ïTTP (4.5 vs 8.6 ay, p: .002)  

ïOS yararē (32 vs NR, HR: 0.32, p .001) 

Bachelot T, JCO 2012  

Tabakalandērma:  
Primer ED: adj horm ted sērasēnda veya met.ik hastalēkta ilk 6 ayda progresyon 

Sekonder ED: adj ted sonrasē ge­ n¿ks (>6ay) veya met evrede yanēt sonrasē n¿ks 



BOLERO - 2 

NSAI %100, Tmx %48,  

Fulvestrant  %16, KT %68 

Baselga J, et al. N Engl J Med. 2012 



BOLERO-2 & PFS 

Baselga J, et al. N Engl J Med. 2012 
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Everolimus + exemestane 
(median PFS: 10.6 mos) 
Placebo + exemestane 
(median PFS: 4.1 mos) 

HR: 0.36 (95% CI: 0.27-0.47; 
log-rank P < .001) 

Patients at Risk, n 
Everolimus 
Placebo 
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Central Assessment 

ORR %1.3 vs 12.0 (p<.0001) 




