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Rak piersi

 Najczestszy nowotwor ztosliwy u kobiet

» Staty wzrost zachorowan

» Spadek umieralnosci

« W Polsce od kilku lat wzrost wpotczynnikow umieralnosci

e IIzrgga przyczyna zgonow z powodu nowotworow ztosliwych u
obiet

» Badania przesiewowe
* Rozpoznanie u chorych bezobjawowych
* Leczenie skojarzone



Wiek rodzacych pierwsze dziecko (1995)
vs zachorowalnosc¢ (2004), Europa R2=0.66
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Rak piersi

» Rozpoznanie choroby bezojawowej

» Zaawansowanie choroby i typ raka — sposob leczenia
miejscowego

 Minimalizowanie kalectwa

* Leczenie systemowe zgodne z cechami biologicznymi
» Rehabilitacja psychiczna i fizyczna

» Leczenie w akredytowanych klinikach

» Zabiegi rekonstrukcyjne

« Wieloletnie przezycie




Mechanizm dziatania lekdw blokujacych czynnos¢ receptora
HER2
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Szlaki przewodzenia sygnatéw

Proliferacja Naciekanie
Zahamowanie apoptozy
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ADCC is a key mechanism of Trastuzumab’s
antitumour activity in vivo
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Once bound to HER?2, the Herceptin Fc domain recruits immune cells
to target and destroy the tumour



Najwazniej triale w leczeniu
uzupetniajgcym

HERA (ex-USA) BCIRG 006 (global)
Observation I I I I D D D D

n=s102  HNNEEN Nivesn L LT LIN]
REEEEE

NCCTG N9831 (USA) NSABP B-31 (USA)

EEEE minnmi

n=3505 n=2006
EEEE W EEEENNND

IHC, immunohistochemistry; FISH, fluorescence in situ hybridisation



HERA: 10 lat obserwacji
Przezycia catkowite

e s | O, wea pe

2 years 1700 312 0.72 (0.62-0.83) <0.0001

1 year 1702 320 0.74 (0.64-0.86) < 0.0001
Observation 1697 405




BCIRG 006 Trial Design

4 x AC 4 x Docetaxel

60/600 mg/m? 100 mg/m?

> RRNERENE

Her 2+

(Central FISH) 4 x AC 4 x Docetaxel
60/600 mg/m? 100 mg/m?

N+ - HRRNEENE

or high I i 11 i
risk N- 1 Year Trastuzumab

6 x Docetaxel and Carboplatin
N=3’222 75 mg/m? AUC 6

Stratified by Nodes TCH I I I I I I

and Hormonal
Receptor Status i 111111
- 1 Year Trastuzumab




BCIRG 006 Overall Survival (10.3 yrs)

Patients Events HR (95% C.I.) P
—AC-T 1073 203 1 (reference)
—AC-TH 1074 141  0.63(0.51-0.79) <0.0001
s TCH 1075 167 0.76 (0.62-0.93) 0.0075

48 60 72 8 9 108 120 132
Time (months)

San Antonio Breast Cancer Symposium, December 8-12, 2015




BCIRG 006 Cardiac Deaths and CHF

AC—TH TCH
n=1,068 n=1,056

Cardiac related death

Cardiac left ventricular function (CHF)
Grade 3 / 4

San Antonio Breast Cancer Symposium, December 8-12, 2015




Potwierdzona skutecznosc jednorocznego leczenia
trastuzumabem

HR

HERA1-5
0.66
0.85
0.76
0.63
0.77

analysis®7

0.61

AC—PH
vs. ACHP 10 4046 0.63

HR
(95% Cl) 0 1 Favours observation 2



Zmniejszanie intensywnosci leczenia

o S 406 chorych
) ' pTmniej niz 3 cm
Co tygodniowy
paklitaksel z
trastuzumabem przez
e 12 tygodni nastepnie 9
_ miesiecy trastuzumabu

HR-positive

HR-negative

36
Month
No. at Risk No. at Risk

>lcm 205 196 134 184 98 HR-positive 272
=lcm 201 194 131 182 95 HR-negative 134

Figure 2. Probabilities of Disease-free Survival and Recurrence-free Interval.

Panel A shows the probability of disease-free survival in the intention-to-treat population, and Panel B the recurrence-free interval in the
intention-to-treat population (unlike recurrence-free survival, the recurrence-free interval did not include death from cancer other than
breast cancer). The shading in Panels A and B denotes the 95% confidence intervals. Panel C shows the probability of disease-free sur-
vival according to tumor size, and Panel D the probability of disease-free survival according to hormone-receptor (HR; estrogen receptor
or progesterone receptor) status. Tick marks represent the time of censoring for patients who were recurrence-free.

3 letnie przezycie wolne od nawrotu inwazyjnego



Badanie III fazy ExteNET

1yr
Pts with HER2+
local BC; adij.
trastuzumab
completed < 1 yr
before study entry plus
chemo; lymph node+
disease or no pCR;
known ER and PgR
status
(N = 2840)

Neratinib 240 mg/day

IDFS: 2- and 5-yr F/U
OS: 5-yr F/U

Placebo

 Primary endpoint: iDFS in ITT population at 2 yrs

» Results of primary analysis: 2-yr iDFS improved with neratinib vs
placebo (93.9% vs 91.6%, HR: 0.67; P = .009)
* Hormone receptor+ (n = 1631): HR: 0.51; P= .001
« HER2+ 60% (n = 1463): HR: 0.51; P = .002

Chan A, et al. SABCS 2015. Abstract S5-02. Slide credit:


http://www.clinicaloptions.com/oncology

ExteNET Results
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2.year (primary) analysis

g

4
Hazard ratio (35% C1) = 0.49 (0.30-0 79
Povalun (2 sided) » 0 002

Gnant M, et al. SABCS 2018. Abstract P2-13-01.

. AAS%
) A

049 (030-078)

0.60(042-085)
0.37 (0.08-124)

0.62 (0.40-095)
051 (028-091)

* After 5-year follow-up,
absolute IDFS benefit of 5.1%
(HR 0.58; 95%Cl 0.41, 0.82;

P =.002)
— |DFS was consistent across

subgroups (nodal status and
trastuzumab schedule)

The most common grade 3
TEAEs were diarrhea (39%),
nausea (1%), and fatigue (2%)

— TEAEs led to dose reductions,
dose holds, and hospitalization
in 203 (31%), 280 (42%), and
41 (6%) patients




APHINITY: Trial Design

Chemotherapy* + trastuzumab

Central + pertuzumab
confirmation
of HER2 status
(N = 4805) Chemotherapy* + trastuzumab

+ placebo

+“—m

Anti-HER2 therapy for a total of 1 year (52 weeks)
(concurrent with start of taxane)
Radiotherapy and/or endocrine therapy may be
started at the end of adjuvant chemotherapy

Randomisation and treatment
within 8 weeks of surgery

*A number of standard anthracycline-taxane-sequences or a non-anthracycline (TCH) regimen were allowed

] .y.
seorm: ASCO ANNUAL MEETING 117 | #ASCO17 %‘.‘;;:(_ Bl G

Theslides are the property of BIG. Permission required for reuse 2
Breast International Group




APHINITY: Intent-to-Treat Primary Endpoint Analysis
Invasive Disease-free Survival

98.6% 96.4% 94.1%

93.2% 90.6%
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— Pertuzumab, 171 events Number needed to treat: 112

- Placebo, 210 events

Stratified hazard ratio, 0.81 (95% CI, 0.66—1.00)
p=0.045
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24

Months
No. at Risk
Pertuzumab 2400 2309 2275 2236 2199 1687 879
Placebo 2404 2335 2312 2274 2215 1674 866
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APHINITY: IDFS Forest Plot by Subgroups

No. of Events / No. of Patients Unstratified 3-year IDFS Rate, %

N Interaction
Subgroup Pertuzumab Placebo Hazard Ratio Pertuzumab Placebo test p-value
(95%Cl)
All patients 171/ 2400 210/ 2404 .82 (0.67-1.00)
Nodal status
0 positive nodes, tumor <lcm 2/90 4/84 0.48 (0.09-2.60)
0 positive nodes, tumor >1cm 30/ 807 25/818 1.23(0.72-2.10)
1-3 positive nodes 55 /907 75/ 900 - 0.73 (0.52-1.04)
>4 positive nodes 84 /596 106 / 602 2 0.79 (0.59-1.05)

0 positive nodes 32/897 29/902 5 1.13(0.68-1.86)

21 positive nodes 139/ 1503 181/ 1502 0.77 (0.62-0.96)
Adjuvant chemotherapy regimen

Anthracycline 139/ 1865 171/ 1877 0.82 (0.66-1.03)

Non-anthracycline 32/535 39/527 0.82(0.51-1.31)
Central hormone receptor status

Positive (ER-and/or PgR-positive) 100/ 1536 119/ 1546 0.86 (0.66-1.13)
Negative (ER- and PgR-negative) 71/ 864 91/858 0.76 (0.56-1.04)
Protocol version

Protocol A 120/ 1828 143 / 1827 0.84 (0.66—-1.08)

Protocol Amendment B 51/572 67/577 0.77(0.53-1.11)
Menopausal status at screening

Pre-menopausal 93/1152 96 /1173 .

Post-menopausal 78 /1242 113/ 1220 0.68 (0.51-0.91)
Age group (years)

<40 30/326 32/327 = 0.96 (0.59-1.59)

40-49 48 /708 53/702 - 0.89 (0.60-1.32)

50-64 69/ 1051 91/ 1082 0.78 (0.57-1.07)

265 24/315 34/293 0.70(0.41-1.17)
Tumor size (cm)

<2 41/977 64 /944 . 0.62 (0.42-0.92)

2-<5 108/ 1273 115/ 1283 0.96 (0.74-1.24)

25 22/147 31/174 0.85(0.49-1.47)
Sex

Female 171/ 2397 209/ 2396 ] K 67-1.01)

1/2 2
Pertuzumab better Placebo better




APHINITY: Node-positive Subgroup

98.1% 94 9% 92.0%
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98.2% 93.7% 90.2%
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— Pertuzumab, 139 events Number needed to treat: 56
- Placebo, 181 events

Unstratified hazard ratio, 0.77 (95% CI, 0.62-0.96)
p=0.019
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24

Months
No. at Risk
Pertuzumab 1503 1444 1419 1387 1358 1327 1283 912
Placebo 1502 1453 1439 1408 1359 1319 1264 882




APHINITY: Hormone Receptor-negative Subgroup

92.8%

- Pertuzumab, 71 events Number needed to treat: 63

- Placebo, 91 events

Unstratified hazard ratio, 0.76 (95% CI, 0.56—-1.04)
p=0.085
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Months

No. at Risk
Pertuzumab 797
Placebo 771




APHINITY: Cardiac Endpoints

N (%) Pertuzumab | % Treatment difference Placebo
n=2364 (95% Cl) n=2405
Primary cardiac endpoint 17 (0.7) 0.4 (0.0, 0.8) 8(0.3)

* Heart failure NYHA III/IV + LVEF drop* 15 (0.6) 6 (0.2)
* Cardiac death** 2 (0.08) 2 (0.08)

* Recovered according to LVEF 7 4

Secondary cardiac endpoint 64 (2.7) -0.1(-1.0, 0.9) 67 (2.8)
Asymptomatic or mildly symptomatic LVEF drop*™

*LVEF drop = ejection fraction drop 210% from baseline AND to below 50%;
**|dentified by the Cardiac Advisory Board for the trial according to a prospective definition
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Badanie NOAH (MO16432

An international, open-label, Phase lll study of neoadjuvant—adjuvant trastuzumab in patients with

locally advanced or inflammatory
HER2-positive breast cancer

 weycies
: g3w X 3 cycles
q3w X 4 cycles

CMF

Day 1 & 8 gq4w x 3 cycles

Surgery followed by radiotherapy *




NOAH
5,4 lat obserwacji
Przezycia catkowite chore HER2 dodatnie

Trend towards OS benefit* at 5.4 years MFU with the addition of trastuzumab to neoadjuvant

chemotherapy in patients with HER2-positive disease

100
Chemotherapy plus trastuzumab
90 Chemotherapy
80
70
;\'o\ 60
o 50
o Hazard ratio 0.66 (95% Cl 0.43-1.01)
40 log-rank p value 0.055
30 Chemotherapy plus Chemotherapy
20 trastuzumab (n = 117) (n=118)
Events 36 (31%) 47 (40%)
10  5-year OS 74% (64-81) 63% (53-71)
(%, 95% ClI)
(0] 12 24 36 48 60 72 84
Number at risk Months
Chemotherapyplus 117 113 107 92 78 70 53 p1:]
trastuzumab
Chemotherapy 118 112 95 81 69 56 37 21

** Not statistically significant (p value=0.055)
Gianni L, et al. Lancet Oncol 2014; 15:640—-647.



Badanie II fazy NeoSphere

TH (n=107) * Phase Il design
docetaxe| (753100 mg/m?)

trastuzumab (8—6 mg/ke) s Primary endpoint:

Patients with comparison of pCR rates
operable or THP (n=107) TH vs THP
locally advanced docetaxel [75—100 mg/m?)

finflarmatory® trastuzumab (8—6 mg/ke) TH vs HP
ertuzumab (B40—420 m
HER2-positive BC L : gl THP vs TP

HP (n=107) | « Secondary endpaoints:

Chemo-nalve &
primary tumaors
>2cm (N=417)

trastuzumab (8—6 mg/kg)

Clinical response
pertuzumab (840420 mg) P

DF5

TP (n=96) Breast conservation rate
docetaxel (75—100 mg/m?) Bi :
iomarker evaluation
pertuzumab (840420 mg)
Study dosing: g3w x 4

BL, breast cancer: FEC, S-fluorourad, epirubicin and cyclophosphamide
*Locally advanced=T2-3, M2-3, M3 or Tda—c, any N, MW0; operable=Ta-3, N1, M0; Inflarmmatery = Tdd, any N, MO
H, trastuzumab; P, pertuzumal: T, docataxsl

Gianni L, et al. Cancer Res. 2010;70 (24 Suppl): Abstract [S3-2].



Badanie NeoSphere: pCR w zaleznosci od
zawartosci receptorow hormonailnych

] ER or PR pos
[0 ER and PR neg

o
R
Ty
L))
H
®
o
B

H, trastuzumab: B, pertuzumaks T, docetaxel

Gianni L, et al. Cancer Res. 2010;70 (24 Suppl): Abstract [S3-2].



KATHERINE: Study Design

Trastuzumab
N =1486 6 mg/kg IV q3w

Primary endpoint:
invasive disease-free

early HER2+ breast n=743 survival (IDFS)

cancer with residual
disease following
neoadjuvant therapy

Inclusion Criteria

HER2+

T1-4/NO-3/MO

Prior taxane and trastuzumab
Adequate excision

Pathologic evidence of residual disease in the
breast or axillary lymph nodes

Geyer CE, et al. SABCS 2018. Abstr GS1-10.

Secondary endpoints:
0S, safety, PRO
(HRQoL)

Exclusion Criteria

Metastatic disease

Prior ipsi- or contralateral breast cancer
Evidence of gross disease

Progressive disease during neoadjuvant therapy
Grade = 2 peripheral neuropathy

Cardiopulmonary dysfunction




KATHERINE: Efficacy

:

Trastuzumab T-DM1
(n = 743) (n = 743)

IDFS events, no (%) 165 (22.2) 91 (12.2)

Unstratified HR 0.50 (95% CI 0.39, 0.64)
F < .0001
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Time, mo
Mo. at Risk

Trastuzumab 743 676 635 584 501
T-DM1 743 707 B81 658 561

Geyer CE, et al. SABCS 2018. Abstr GS1-10.




Future Treatment Algorithm

Neoadjuvant
(chemotherapy
+ trastuzumab
+ pertuzumab)

Adjuvant weekly paclitaxel
+

1-year trastuzumab

Adjuvanttrastuzumab

Surgery 3 AdjuvantT-DM1

Adjuvant
trastuzumab * pertuzumab




Potential Benefit
_from Adjuvant Systemic Therapy

Patients with residual micrometastases

resistant to adjuvant therapy Fatlants with

residual
micrometastases
sensitive to
adjuvant therapy

Patients cured with local regional therapy
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Years
from Scagliotti discussion: ASCQO, 2007




