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u  No improvement in breast Ca survival prior to 1970
u Despite surgery
u Despite radiotherapy

u No help with endocrine therapy or carstration

u  Chemotherapy destroyed individual cells in the lab

u CTCs had been already discovered

u Two years of melphalan improved survival post surgery

u  Combination chemotherapy more effective in advanced disease
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Figure 2. Treatment-Failure Time Distribution of Patients Ei : . bl bt .
: " . gure 3. Treatment-Failure Time Distribution of Patients
with One to Three Positive Axillary Lymph Nodes. with Four or More Positive Axillary Lymph Nodes.
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THERAPY

g]and MA]JOR ADVANCE IN BREAST-CANCER
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u Historical 10 year relapse rates oJustification for radiottl
the adjuvant treatment of breast
u No nodes 06 24%

cancer now appears even more
u 1d3nodes d65% t enuousao

u >4 nodes 0 86%

uw ODeath is not | onuw Dseussant mises potential
advances

4 H u  Change in surgc?ry :
O TR CMF 't 1 el r ue /-F\)ppqwir‘lgliregtment tcl) opher

this issue of the Journal has groups
produced results nothing short of

: u Studying other combinations
spectacul ar o

u Changi ng t-resectablen 6 n
patient



Endocrine Therapy

ANOTHE 2. ROT FLASH , Hont?




Established Options

u Block the receptor
u Tamoxifen
u Fulvestrant

u Turn off the ovaries
(premenopausal)

u GnRH agnoists
u Surgery
u Radiotherapy

u Megesterol acetate

u Lower Estrogen
u Anastrazole
u Letrozole
u Exemestane

u Block a signalling pathway

u Everolimus (in combination with
exemestane )




ASCO ANNUAL MEETING
CLiLLECTIVE WISDOM

THE FUTURE OF PATIENT-CENTERED CARE AND RESEARCH

June 3-7, 2016
McCormick Place | Chicago, lllinois

u Abstract LBA1: A randomized trial (MA.17R) of extending adjuvant
letrozole for 5 years after completing an initial 5 years of aromatase
inhibitor therapy alone or preceded by tamoxifen in
postmenopausal women with early  -stage breast cancer.
Presenting Author: Paul E. Goss, MD, PhD
Discussion by: lan E. Smith, MD



1st& 2" [ine Hormonal Therapy

Duration of Response - Metastatic

Agent Median PFS
Tamoxifen 6.7 months
Anastrazole (Arimidex ) 10.7 months
Letrozole (Femara) 9.6 months

Exemestane (Aromasin) No first line data
Ovarian Function ~ 6 months

Suppression

Exemestane 4.1 months
Exemestane / Everolimus 11 months
Fulvestrant 6.5 months

Remember median = midpoint @ some pts do much better  and are on
these agents fora long time



| Oestrogen I @@ THERAPEUTIC RESISTANCE

0 - nggz Biological determinants of endocrine

and IGFR c

resistance in breast cancer

Elizabeth A. Musgrove** and Robert L. Sutherland**
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MYC. cyclin D1,
cyclin £1 and cyclin E2

Growth, proliferation and survival
Figure 1| Oestrogen action at the molecular level. Three distinct pathways of



Cancer Treatment Reviews 45 (2016) 129-138

Contents lists available at ScienceDirect

Targ eti n g C D K Cancer Treatment Reviews

journal homepage: www.elsevierhealth.com/journals/ctryv

New Drugs
Targeting CDK4/6 in patients with cancer

Erika Hamilton * Jeffrey R. Infante

u Cyclin D & CDK4/6
,@4—@ Ol nact IRvA tllews
progression to S -phase

Mitosis CDK4/ 6
and cell
division Cyclm D

u In cancer can have
u Too much Cyclin D
u Too much CDK4/6

u Failure of p16 'Nk4a




Putting on the brake

u Single agent activity in
* Palbociclic " Ribociclib " Abemaciclib , multlple tumour |ineS

u Combination therapy
with endocrine Rx

u  Companies
u Pfizer (Ibrance )
u Novartis
u  EliLilly




The cyclin-dependent kinase 4/6 inhibitor palbociclib in
combination with letrozole versus letrozole alone as
first-line treatment of oestrogen receptor-positive,
HER2-negative, advanced breast cancer
(PALOMA-1/TRIO-18): a randomised phase 2 study

Richard 5 Finn, John P Crown, Istvan Lang, Katalin Boer, Igor M Bondarenko, Sergey O Kulyk, Johannes Ettl, Ravindranath Patel, Tamas Pinter,
Marcus Schmidt, Yaroslav Shparyk, Anu RThummala, Nataliva L Voytko, Camilla Fowst, Xin Huang, Sindy T Kim, Sophia Randolph, Dennis | Slaman

Both cohorts
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HR 0-488 [ 95% C10-319-0-748; one-sided p=0-0004)

Number at risk
Palbociclit plus letrozole 84
Letrogole B

1stline trial

Phase 2

Better Progression
Free Survival &
median

u 20 months vs

u 10 months

No Overall
Survival
difference (but
too small a study)
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A Assessment by Investigators

Probability of Progression-free
Survival (%)

Mo. at Risk

Palbociclib—
fulvestrant

Placebo—
fulvestrant

1007 Hazard ratio, 0.42 (35% CI, 0.32-0.56)
30+ P=0.001
Palbociclib—fulvestrant [N=347)
B0+ . . .
Median progression-free survival,
704 9.2 mo [95% CI, 7.5-NE)
&0
504
40
30 5 & 5
Placebo—fulvestrant (N=174)
20 . . .
Median progression-free survival,
10- 3.8 mo (95% Cl, 3.5-5.5)
0 | T | | T |
a 2 4 6 & 10 12
Maonth
347 279 132 59 16 B
174 109 42 16 & 1

ESTAELISHED IN 1812 JULY 16, 2015 VOL. 373 NO. 3

Palbociclib in Hormone-Receptor—Positive Advanced
Breast Cancer

Jicholas C. Turner, M.D., Ph.D,, Jungsil Re, M.D., Fabrice André, M.D., Ph.D., Sherene Loi, M.D., Ph.D.,

il Verma, M.D., Hiroji lwata, M.D., Nadia Harbeck, M.D., Sibylle Loibl, M.D., Cynthia Huang Bartlett, M.D.,

Ke Zhang, Ph.D., Carla Giorgetti, Ph.D., Sophia Randolph, M.D., Ph.D., Maria Koehler, M.D., Ph.D.,
and Massimo Cristofanilli, M.D.

u  Phase lll trial

u Patients had previously progressed on
endocrine therapy
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Pfizer Announces Positive Top-Line Results For Phase 3 PALOMA-2 Clinical Trial Of IBRANCE® (Palbociclib)

Phase 3 Trial Provides Confirmatory Evidence for IBRANCE in the First-Line Setting and Will Support Global Regulatory Submissions

Tuesday, April 19, 2016 - 8:00am EDT

Pfizer Inc. (NYSE:PFE) today announced positive top-line results from the Phase 3 PALOMA-2 trial for IBRANCE® “PALOMA-2 represents the

[palbociclib), an oral, first-in-class inhibitor of cyclin-dependent kinases (CDKs) 4 and 6.! The study met its primary endpoint by third randomized Stl.ldy to

demaonstrating an improvement in progression-free survival (PFS) for the combination of IBRANCE plus letrozole compared with letrozole demonstrate the benefit of



Side Effect Profile
PALOMA 3

u Blood counts
u Neutropenia in approximately 78% of patients c/w 3% on placebo
u However infections rare
u Anaemia 26% vs 10%

u Thromobocytopenia 20% vs 0%

u Fatigue 0 38% vs 27%
u Nausea 0 29% vs 26%
u Headache 021% vs 17%

u Maintained QoL on experimentalarm( iedi sease di dnot
progress as much)



CDK Inhibitors in Multiple Trials

u Palbociclib

u PENELOPE B high risk of relapse post neoadjuvant chemotherapy o
randomised to endocrine Rx +/ - palbocliclib

u PALLASGO standard adjuvant endocrine Rx +/ - palbociclib
u  Ribociclib 8 MONALEESAtrial group
u  Abemaciclib 6 MONARCH trial group



BRCA, Platinums and PARP
Inhibitors




