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HER2: HER3 dimerizasyonu birden ¢ok sinyal iletimi yolagini
baslatir
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Proliferasyon  Hiicre siklusu kontrolu *Apoptoz

Yarden Y & Sliwkowski MX. Nat Rev Mol Cell Biol 2001; 2:127-137;
Baselga J & Swain SM. Nat Rev Cancer 2009; 9:463-475.
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Pertuzumab ve trastuzumab HER2'de farkli alanlara baglanir ve
tamamlayici etki mekanizmasi gosterir.

Pertuzumab
HER2 Trastuzumab
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e Pertuzumab alt alan II'ye baglanir ve heterodimerizasyonu inhibe eder?!
e Trastuzumab alt alan IV’e baglanir ve reseptor internalizasyonu ile liganddan bagimsiz
hiicre ici sinyal iletimini inhibe eder?

e Pertuzumab-trastuzumab kombinasyonu daha kapsamli HER2 blokaji saglar34

; 2. Junttila TT, et al. Cancer Cell 2009; 15:429-440;
3. NahtaR, et al. Cancer Res 2004; 64:2343—-2346; 4. Scheuer W, et al. Cancer Res 2009; 69:9330-9336;
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Trastuzumab Progresyon sonrasi
Pertuzumab + Trastuzumab etkinligi

Yarilanma omrii 19 giin; fixed doz: 840 mg yiikleme/ 420 mg idame

(ort 6 mg/kg=etkin serum konsantrasyonu 20-25 microgram/ml;
kilo bazli diizey = BSA bazli diizey)

Etkinlik, %o Pertuzumab + Trastuzumab
(n =33)
CR 3.0
PR 16.7
Genel yanit orani 24
Klinik yarar 50
TTP 5.2 ay

Baselga J, Cameron D, Miles D, et al. J Clin Oncol 2010



Background
NeoSphere: Study design

and main results

TH (n=107)
docetaxel (75—100 mg/m?) >
trastuzumab (8—6 mg/kg)

THP (n=107)

docetaxel (75—100 mg/m?)
trastuzumab (8—>6 mg/kg)
pertuzumab (840—420 mg)

HP (n=107)
trastuzumab (8—6 mg/kg) >
pertuzumab (840—420 mg)

< XX m &6 X C wn

TP (n=96)
docetaxel (75100 mg/m?) p—>
pertuzumab (840—420 mg)

Study dosing: q3w x 4

Gianni L, et al. Lancet Oncol 2011 DO1:10.1016/51470-2045(11)70336-9
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© " Neo-Sphere: DFS & PFS "

% 81 vs %84*
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*: Calisma istatistiksel glici anlamhlik gbéstermek icin yeterli degil....
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CLEOPATRA: Calismanin tasarimi

n = 406 Plasebo + Trastuzumab ]

-

Merkezi olarak
dogrulanmis

Dosetaksel* x 26 ]

HER2 +
mMK hastalari )
(n =808) Pertuzumab + Trastuzumab ]
Q\
n =402 g

Dosetaksel* x 26 ]

\

Pertuzumab/plasebo: 840 mg yikleme dozu, 420 mg idame
Trastuzumab: 8 mg/kg yukleme dozu, 6 mg/kg idame

Dosetaksel*: 75 mg/m?, tolere edildiginde 100 mg/m2‘a ylikseltme

*Kabul edilemez toksisite ya da progresif hastalik icin <6 siklusa izin verildi; hekim kararina goére >6 siklusa izin verildi

v'Metastatik hastalik tanisi ile daha 6nceden alinan (neo)adjuvan trastuzumab tedavisi
arasinda gecen sure 212 ay
; e —-119
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CLEOPATRA: Sonlanim noktalari

Primer sonlanim noktasi:

e Bagimsiz olarak degerlendirilen progresyonsuz sagkalim

Sekonder sonlanim noktalari:

e Arastirmaci tarafindan degerlendirilen progresyonsuz
sagkalim

e Genel sagkalim
e Objektif yanit orani
e Guvenlilik*

*Guvenlilik bagimsiz veri izleme komitesi (DMC ) ve kardiyak degerlendirme komitesi (CRC) tarafindan izlendi.

Baselga J, et al. N Engl J Med 2012; 366:109-119
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CLEOPATRA: Baslangi¢ Ozellikleri

Trastuzumab + Dosetaksel

Pertuzumab +
Trastuzumab + Dosetaksel

n =406
( ) (n =402)
Hormon reseptor durumu, n (%)
ER ve/veya PgR pozitif 99,49 ( RA.(47
ER ve PgR negatif 196 (48.3) @
Bilinmiyor 2: 0
Hastalik tipi, n (%)
Non-visseral 90 (22.2 88 9
Visseral 316 (77.8) @
Olgiilebilir 336 (82.8) 543-155
Olclilemez 43 (10.6) 44 (10.9)
Bilinmiyor 27 (6.7) 15 (3.7)
Onceki (neo)adjuvan
kemot i,n (%
emo :raf' n (%) 192 (47.3) 184 (45.8)
ve 214 (52.7) 218 (54.2)
Hayir
(Neo)adjuvan tedavinin
bilesenleri, n (%)
Antrasiklin 164 (40.4) 150 (37.3)
Hormonlar 97 (23.9) 106 (26.4)
Taksan 9 O 5
Trastuzumab 41 (10.1) @

Baselga J, et al. N Engl J Med 2012.
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CLEOPATRA: Yanit Oranlari

HD PHD
Hasta, n (%) (n=336) (n=343)
Bagimsiz olarak degerlendirilen objektif
233 (69.3) 275 (80.2)
yanit orani
%10.8 (4.2, 17.5)
Yanit oranlarinda fark (%95 GA) o = 0.001
Tam yanit orani 14 (4.2) 19 (5.5)
Kismi yanit orani 219 (65.2) 256 (74.6)
Stabil hastalik 70 (20.8) 50 (14.6)
Progresif hastalik 28 (8.3) 13 (3.8)
Degerlendirilemedi ya da degerlendirme yok 5 (1.5) 5(1.5)

Baselga J, et al. N Engl ] Med 2012, 366:109-119



CLEOPATRA: Progresyonsuz Sagkalim

PHD:
100 Ty ——
k, Fa rk: 284 olay
90 | 9
~ < medyan 18.7 ay
70 320 olay
_ medyan 12.4 ay
~ 60 -
S
& 50 =
o 405 R 0.68
30 = 5% CI = 0.58, 0.80|
20 - < 0.0001
10 =
0 1 1 1 1 1 1 ] 1
0 10 20 30 40 50 60 70 80
Risk altindaki Zaman (ay)
hasta sayisi
— PHD 402 284 179 121 87 37 6 0 0

- HD 406 223 110 75 51 21 6 0 0

Swain SM, et al. N Engl ] Med 2015;372:724-34.
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CLEOPATRA: Genel Sagkalim

- — HD HR 0.68
100 95% CIl = 0.56, 0.84
90 - p = 0.0002
80 -
o
S 70 -
£
E 60 =
5O o= = = = = = = = === — .
)g -l %,
l’ 40 — I //,0” ey
) “%“ ...
S 30 - [ |
O 20 = 40.8 ay ! 1 56.5 ay
10 - | :
[
0 ] ] ] ] ] ] ]
Risk altindaki 0 10 20 30 40 50 60 70
hasta sayisi Zaman (ay)
— PHD 402 371 318 268 226 104 28

HD 406 350 289 230 179 91 23 0

Swain SM, et al. N Engl ] Med 2015;372:724-34.
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CLEOPATRA: Genel Sagkalim

Alt gruplar

Pertuzumab lehine

Tumi

Onceki (neo)adjuvan kemoterapi Hayir

Bolge

Yas grubu

Irk

Hastalik tipi

ER/PR durumu

HER2 durumu

Swain SM, et al. N EnglJ Med 2015;372:724-34.

Evet

Avrupa

Kuzey Amerika
Giiney Amerika
Asya

<65 yas
265 yas
<75 yas
275 yas

Beyaz
Siyah
Asyali
Diger

Visseral hastalik
Visseral olmayan hastalik

Pozitif
Negatif

IHC 3+
FISH pozitif

-
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Plasebo lehine

N
808

432
376

306
135
114
253

681
127
789
19

480
30
261
37

630
178

HR %95 GA
0.67 (0.55, 0.82)

0.64 (0.48, 0.85)
0.70 (0.53, 0.93)

0.65 (0.47,0.91)

0.63 (0.37, 1.07)
0.50 (0.30, 0.85)
0.82 (0.57, 1.16)

0.70 (0.56, 0.87)
0.53 (0.31,0.90)
0.68 (0.55,0.83)
0.85 (0.26, 2.73)

0.63 (0.49, 0.82)
0.41 (0.11, 1.45)
0.82 (0.58,1.17)
0.37 (0.13, 1.06)

0.59 (0.48,0.74)
1.11* (0.66, 1.85)

388 0.71 (B53, 0.96)
408 0.61 (8747, 0.81)

721
767

0.66 (0.53, 0.81)
0.69 (0.56, 0.85)

Gruplandiriimamig analizler
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Biomarker Analyses in CLEOPATRA

LUvdIldie SlieuL

PES n* HR 95% ClI P
PIK3CAWT *l — 657 0.63 0.49to0 0.80 0001
HERZ2 mRNA (gRT-PCR) — —=— 748 0.77 0.631t00.93 0080
HER2 Mem H-score — 806 0.83 0.69to 1.00 0502
HER3 mRNA (gRT-PCR) — | e | 740 081 0.66t00.98 0348
HER3 Mem H-score - — — 497 0.86 0.67to 1.09 2042
HER2/HER2 mRNA (gRT-PCR) f 740 085 0.70to1.04 1142
IGF1R Mem H-score - H—— 486 1.18 0.93to 1.51 1721
ﬂI.E Ul.d- EII.E 1 |2
High biomarker levels Low biomarker levels
with better prognosis with better prognosis

PFS WT vs mut (+): 21.8 mo vs 12.5 mo

Baselga J Clin Oncol 32:3763-3761. © 2014
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CLEOPATRA: MSS Metastazlari
Ik progresyonda MSS metastazi gelismesi icin gecen medyan sure

ilk progresyon yeri MSS metastazi olan hasta orani: PHT kolu %13.7; HT kolu %12.6’sinda

100 —
— — PHT
o 90 —
£ — HT
z 80 — HR 0.58
'.rau 70 — 95% Cl =0.39, 0.85
g 0 — p = 0.0049
o
g 50 ========mmmmmmmme-
G
& 40 —
(@)
‘» 30 — 1
[7p] 1
s :
QD 20 = 1
O i
= 10 11.9¢ 15,
L 5.0 T
0 | | | | | | | | |
5 10 15 20 25 30 35 40 45
Time (months)
n at risk
Pertuzumab kolu (PHT) 55 54 42 27 17 10 6 1 0 0
Kontrol kolu (HT) 51 45 28 16 6 4 3 0 0 0

H, trastuzumab: P, pertuzumab: T, docetaxel

Swain S, et al. Ann Oncol 2014;
25:1116-1121
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CLEOPATRA: MSS Metastazlari
Ik progresyon yeri MSS olan hastalarda medyan OS

100 — PHT
— PH

- 90 —

S HR 0.66

- 80 — 95% Cl=0.39, 1.11
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| 1
0 | | | | | | I I |
0 5 10 15 20 25 30 35 40 45
Time (months)
n at risk
Pertuzumab kolu (PHT) 55 55 54 50 42 33 24 12 8 1
Placebo kolu (HT) 51 51 42 40 30 16 11 7 0 0
H, trastuzumab; P, pertuzumab; T, Swain S, et al. Ann Oncol 2014;

docetaxel 25:1116-1121
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CLEOPATRA: Guvenlilik Profili

Giivenlilik populasyonu

HD (n = 396), %

PHD (n = 408), %

Alopesi 60.6 60.8
Diyare 48.7 ( 68.4‘3
Notropeni 50.0 \53'(
Mide bulantisi 42.4 44.9
Halsizlik 37.4 38.0

Rag 24.0 37.5
Asteni 30.8 7
istahta azalma 26.8 29.7
Periferik 6dem 28.0 24.0
Kusma 24.5 26.0
Miyalji 25.0 A
Mukozal enflamasyon 19.9 27.2
Bagagrisi 19.2 25.7
Kabizlik @ 15.9
USYE 14.4 20.8
Kasinti 10.1
Febril nétropeni 7.6 C13_7>
Cilt kurulugu 6.1 11.3

Kas spazmi 5.1 10.3

Final analizde tedavi kollarinda >%25 insidans ya da 2%5 farkla ortaya ¢ikan advers olaylar (tim dereceler)

Swain SM, et al. N Engl J Med 2015;372:724-34 Appendix
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CLEOPATRA: Kardiyak Guvenlilik Profili

HD PHD
n (%) (n =396) (n = 408)
Semptomatik LVSD 7 (1.8) 6 (1.5)
LVEF degerinin baslangica gore >%10
azalmasi ve <%50’ye diismesi* 28/378 (7.4) 24/394 (6.1)
LVEF diizeylerinin normale dénmesi 22/28 (78.6) 21/24 (87.5)

*Baslangi¢ sonrasi degerlendirme yapilan hastalarda (plasebo grubunda 378 hasta ve pertuzumab grubunda 394 hasta).

v' Pertuzumab kolunda 40. ayda sadece 1 hastada yeni semptomatik LVSD
ortaya cikti. (Tedavi kesildikten 3 ay sonra iyilesti).

Swain SM, et al. N Engl J Med 2015;372:724-34 Appendix
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CLEOPATRA: ileri yastaki hastalarda etkililik

>75 yas: n:19
HD: max 89 <65 yas 265 yas
PHD: max 82 PES
100

90 — Medyan, ay 12.5 17.2 10.4 21.6
—\; 80 =i HR (%95 GA) 0.65 (0.53, 0.80) ‘\ 0.52 (0.31, 0.86; )
£ 20— P degeri <0.0001 0.0098
s
& 60—
a
§ 50—
g 40— PHD: Pertuzumab + Trastusumab +
Py - e Dosetaksel n:60
g 30— ——""
o0 = !
2 ------------- HD: Trastusumab + dosetaksel
o 20— n:67

10—

0 T T T T T T T
0 5 10 15 20 25 30 35

Siire (ay)

Miles D, et al. Breast Cancer Res Treat 2013; 142:89-99.
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CLEOPATRA: ileri yastaki hastalarda giivenlilik
Hasta yasina gore en yaygin 10 >3. derece advers olay

<65 yas 265 yas

Advers olay, n (%)

Nétropeni 156 (47.0) (174 (50.3) 26 (40.0) 25 (41.0)

Lokopeni 51 (15.4) 44 2.7) 7 (10.8) 6 (9.8)

Febril notropeni 26 (7.8) 4(6.2) 52)
Diyare 16 (4.8) 23 (6.6) 4(6.2)

Anemi 9(2.7) 10 (2.9) 5(7.7) 0(0.0)
Halsizlik 9(2.7) 7 (2.0) 4 (6.2) 2(3.3)
Periferik noropati 6(1.8) 6(1.7) 1(1.5) (E(S.Z)
LVSD 8(2.4) 4(1.2) 3(4.6) 1(1.6)
Asteni 4(1.2) 10 (2.9) 2(3.1) 0(0.0)

Granilositopeni 9(2.7) 4(1.2) 0(0.0) 2(3.3)

Miles D, et al. Breast Cancer Res Treat 2013; 142:89-99.
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YD, 78 yasinda kadin hasta
Sag meme cilde ulsere kitle =) Sag MRM

Baslangic tekikleri: PA AC Grafisi
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YAYGIN AKCIiGER
METASTAZLARI

e Patoloji: IDC; ER (-); PR (-); Her-2: 3(+)

Eyliil 2015:
e Haftalik Paklitaksel 80 mg/m2
e Trastuzumab &
&

 Pertuzumab 840 mg yukleme-420 mg idame
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13.5.2016

Trastuzumab &
Pertuzumab ile idame
tedavisinde ....
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Patients without event (%)

CLEOPATRA: QoL

G 12 18 24 3G 44
months manths months maonths months

Time to symptom progression based on TOI-PFB
= = =: Time to docetaxel discontinuation

l
I ——————
b

T T T T T T T T T T T 1 T T
100 110 120 130 140 150

Time (weeks)

Conclusions: Combining pertuzumab with trastuzumab and docetaxel had no adverse impact on HRQolL and may
prolong time to worsening of breast cancer-specific symptoms.

(HR =0.97; 95% Cl, 0.81 to 1.16; P = 0.7161)

Loncet Oncol 2013; 14: 461-71
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National

Comprehensive  NCCN Guidelines Version 2.2015 NCCN Guidelines Index
N[O Cancer . Breast Cancer Table of Contents
Nerworks Invasive Breast Cancer Discussion
SYSTEMIC TREATMENT OF RECURRENT OR STAGE IV DISEASE
ER and PR NEGATIVE; or ER and/or PR POSITIVE and ENDOCRINE REFRACTORY; and HERZ POSITIVE
Consider trial of
32$52:2 therapy, ifnot) See Endocrine Therapy (BINV-19)
refractoryd%.zzddd
ER and PR Yes
negative; or ER Bone or soft
andior PR tissue only Consider
positive and or Conti HER3 Mo benefit after f unlﬁ no
endocrine Asymptomatic Pertuzumab + t ;: eltr::lethera : J sequential cytut';:i{:
refractory; and visceral trastuzumab + taxane Adg trastuzun:]:ﬁ lines of targeted h )
HER2 positive® (preferred)bbb.ddd,eee \ 7 therapy erapy;
No —w emtansinebbb or transition to
Trastuzumab = (preferred) ECOG eyl
/bbb ddd eee fif| [OF (See NCCN
chemotherapy™>® Other HER2-targeted | |PErIormance Guidelines for
therapybbb.eee.fif.oog = Palliative Care)
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GELECEK BEKLENTILER &
DEVAM EDEN CALISMALAR
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Phase II Study of Paclitaxel Given Once per Week Along
With Trastuzumab and Pertuzumab in Patients With
Human Epidermal Growth Factor Receptor 2—Positive
Metastatic Breast Cancer

gweek ...

I I I I I g3weeks.......cooviiiiinnnen,
I I I I I g3weeks.....................

@ a3 months..

Paclitaxel at 80 mg/m? q week
I Pertuzumab at 840mg load — 420 mg q3weeks @ Echocardiogram

I Trastuzumab at 8 mg/kg load — 6 ma/kg q 3 weeks

Prior treatment of metastatic disease N %
Mone b1 74
One prior therapy 18 26

Chemotherapy + trastuzumab 12 17
Status No. %
Progression free 54 84
Complete response 7 11
Partial response 31 48
Stable disease 16 25

Chau Dang J Clin Oncol 33:442-447. © 2014
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Progression-Free Survival
Med FU of 15 mo

Progression-Free Survival

1.0

0.8

int: 6-mo PFS 85% (Cl 73%-92%)
QedPFS of 19 mo95% Cl, 14 months—not reached)

.

Presented By Shanu Modi at 2014 ASCO Annual Meeting
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Faz lllb PERUSE: Pertuzumab + Trastuzumab +

Investigator’s Choice of Taxane
Select Grade 3/4 AEs (Initial Results)

M All patients (N=704)

14 - Bl Docetaxel (n=320)
12 - O Paclitaxel (n=331)
B Nab-paclitaxel (n=45)

—10 -
S’>
g 87
c
2 6 A
©
o 4 -

. mid madl

0 I T T T T

Neutropenia Diarrhea Febrile Anemia Mucosal Fatigue Asthenia
neutropenia inflammation

Bachelot T, et al. ASCO 2014. Abstract 548.


HasanBasri
Yeşim Eralp


KRISTINE: Phase Il study of T-DM1 +
pertuzumab vs TCH-pertuzumab

S
HER2+ — TCH + pertuzumab U Trasr’:uzumaz+
ini ertuzuma
Clinical stage g P
1i-11l E
—> T-DM1 + pertuzumab 'R T-DM1 + pertuzumab
N =432 v

Primary endpoint: pCR (ypT0/is, ypNO)

Secondary endpoints: EFF, IDFS, OS, rate of breast-conserving surgery, safety

ASCO

Wt MEETRNG
SOLRCE & BOCICTY

Presented By Lisa Carey at 2014 ASCO Annual Meeting
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MARIANNE Study Design

Trastuzumab + docetaxel

« HERZ2-positive (central) LABC?

(& madtka LD then & madkg + 100:0r 75 madm? q3w) OR
Qe Trastuzumab + paclitaxel
* No prior chemotherapy for , (A ma/g LD then 2 oy + 80 moim= gw)
K Eel A T-DM1 + placeba!
« =6 months from prior (35 mgkg + 240 mg LD then 420 mg q3u)
neo-/adjuvant vinca alkaloid
or taxane chemotherapy T-DM1 + pertuzumab
M= 1035 L3 B mosko + 8B40 mg LE hen 4200 ma g3
100 4 Median PFS [mo.) 137 141 1572

Events [no.} 231 236 217

a0 = Stratified HR Z 081 (073-1.13) 0.7 (063—1.08)
[87.5% CI) vs HT P=0.31 P=0.14

G0 - stratified HE —_ 0971 (0.73=1 13]
[97 5% CI} vs T-DM1

Frogression-Free Sunvival (%)

40 =
20 | == HT
. T[]
—_— O+
|:| I I I | 1 ] 1 ] |
i 5] 12 18 24 20 26 43 45 o X
no=t Risk Tima ()

Paul Ellis at 2015 ASCO
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APHINITY: Randomized Adjuvant Phase 3 Trial

1-year anti-HER2 Rx

PR T x 3-4

Flacebo g 3 wis x 52 wks

Arm B

Tx3dd4

R
A
N
D
0
M
I

Z
E

Pertuzumab q 3 wks x 52 wks

N=3800 planned
(4800 enrolled)
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Herceptin + Y Herceptin sc + chemo Herceptin & Perjeta ,
chemo + chemo (APHINITY) g @dcyia (KATHERINE)

Kadcyla & Penjeta
(KAITLIN)

(Neosphere, Tryphaena)? + chemo (KRISTINE)
T B

201 2012 2013 2014 2015 2016 2017 2018 2019 2020

PERUSE Metastatic P+T+taxane 1,500 Recruiting?
(total, estimated)
PHEREXA Metastatic T+X 452 Awaiting®
P+T+X (total, estimated)
APHINITY Adjuvant Placebo+T+chemotherapy 4.808 Awaiting®
P+T+chemotherapy (total, estimated)
KAITLIN Adjuvant A-~P+T+taxane 2,500 Recruiting?

A-P+T-DM1 (total, estimated)
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A phase lla dose-finding and safety study
of first-line pertuzumab in combination with
trastuzumab, capecitabine and cisplatin in
patients with HER2-positive advanced

L
gastric cancer B ( :
Y-K Kang*‘1, S Y Rha?, P Tassone®, J Barriuso?, R Yu>, T Szado>, A Garg5 and Y-J Ba

ChinicalTrials.gov

A service of the U.S. National Institutes of Health

A Study of Perjeta (Pertuzumab) in Combination With Herceptin (Trastuzumab) and Chemotherapy in
Patients With HER2-Positive Metastatic Gastroesophageal Junction or Gastric Cancer

This study is currently recruiting participants. (see Contacts and Locations) ClinicalTrials.gov ldentifier:
Verified April 2016 by Hoffmann-La Roche NCTO1774786
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TOC3258g: PFS & HER3
platin-direncli Over ca retrospektif analiz

A) N es\\ -

High (z median) HER3 (N=61) Low (< median) HER3 (N=61)
10 5 1.0 5
= 08 - 08 =
% 05 4 06 =
@ 04 - 04 <
H: 02 0.2 =
n L] r I L L] v ! ﬂ I I L] 1 L) L I
L1 2 4 G B n 12 14 1] 2 4 (1 i 10 12 14
Time (months) Time imanths)
Placebo+ gem Peruzumab+ gem Placebo + gem Pertuzumab + gem
[N=24) [N=3T) {H=35] [W=2i&)
Median PFS, 55 28 Median PF5, 14 53
maorths Franths

HR {95% CI)

HR (85% CI)
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AGO-OVAR 2.20/PENELOPE: Part 2 study design

' Patients with

platinum-resistant Chocn of

epithedial ovanan, Chesscipy o Until PD
primary peritoneal, or e unacceptable toxicity
falopian tube cancer; withdrawal of

low HER3 mRNA
expression; and 52 prior
lines of chemotherapy

A\ (r=154) J

consent. or death

garmﬂnhi'la

]
Y
:l ZO—-APN—ZO0OZPFrD

Stratification factors
« Selected chemotherapy cohort (topotecan vs paciitaxel vs gemcitabine)

= Previous anti-angiogenic therapy (yes vs no)

= Treatment-free interval from last platinum cycle to PD after platinum therapy (<3 vs 3-6 months)

Selacted cramotrenapy’  Tigore s 25032 1) MmN
Paciianm % (13) M
Lo latre 27 348 A3y
Provious snb-asgugerse theiasy' OV 27 (M 8) T MmN
Patiram Mee aiterval <) 19 (24 4) 21 28 %

(TN ST(T3 )
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+ chemo chemao
_ N=78
1.0 Events, n (%) 66 (B4.68) 80(76.9)p
Median PFS_ months 43 2.6
£ 0.8 {95%C1) (3.7-80) (2.1-4.3)
F-1 MR (stratifed) 0.74
(25% CI) {0.50=1.11)
0.6 1 2-sided log-rank p-value 0.14
HR (unstratified) 0.75
E a3 : (95% C1) (0.52-1.07)
b 2-sided log-rank p-value 0.12
g 0.2 - : :
26 143 —
(1] T T T T T T T 1
0 2 4 & 8 10 12 14 16
Tima (imantha)
Mo of eventapatients (%]  Medan PFS sonths o
Pamibarnab  Plicalo + Pemuluma ¢ Plicsla # o chemo + (e W
Chemothmiagy  *+ (o « beweray vl v barmay [P — s
AR SUTE(AS) sATE(MLN a3 28 l-O-l ors SN
et o MITHNES vMMN a3 21 0630 M=1 14)
Pacitas VWA VW TRM a4 432 0580 2%-100)
Toptec o 22 0) 1824 (T8 28 2y 1190 83-2.25)
g2 6% 1 2 a
B e s L N - =i


HasanBasri
Yeşim Eralp


Pertuzumab+ Placebo+#

chemo chemao
T8 (M=TH
1.0 7 39(50.0) 23 (55.1)
10.3 7.8

(8. 7=MR) (8.1=-12.0)

0.8 0.84
(0.53-1.32)

044

e
[ -]
i

Estimated probability
=]
=

=
:

e Platin-direncli hastalikta ilk biyo-belirtec bazli calisma
* PFS; HR:0.74; p:NS

— Gemsitabin ve paklitaksel ile avantaj

e Henuz GS avantaji yok; veri olgunlasmasi bekleniyor
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SON SOZLER....



Qo
== Breast Cancer

i The benefit of HER2-targeted therapies on
overall survival of patients with metastatic
HER2-positive breast cancer - a systematic
review

&

—PF5
30

20

Ehavwn ot al ECGFIMIES TADEM EGF3008 MCTHIMS0E Peberdeal BCOIRGODT HERMATA CLEOPATRA
200 (Gumetal (Faufman etal (Jolnston et . (Baezaetal 06 (Vale et d (Andemaonet (Swametal
N1 200y e 10 e ] Ui al 20Hn 201m

Mendes ef al Breast Cancer Research (2015) 17:140
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A standardised, generic, validated approach to stratify
the magnitude of clinical benefit that can be anticipated
from anti-cancer therapies: the European Society

for Medical Oncology Magnitude of Clinical Benefit
Scale (ESMO-MCBS)

Treatments with non-curative intent (form 2) 09 1 | NSO I et
Primary outcome OS (form 2a) Gainz 1:.5 mth ' ™
Control <12 months 0.8 | ' o e ainzﬁ o
HR <0.65 AND gain >3 months OR >
Increase in 2-year survival alone = 10% 0.7 -
Control =12 months %
HR <0.70 AND gain >5 months OR 0.6 -
Increase in 3-year survival alone > 10%
Primary outcome PFS (form 2b) 05 4
Control <6 months —=—PFS
HR <0.65 AND gain >1.5 months igﬁsﬁgs
Control >6 months w4 — . . .
HR <0.65 AND gain >3 months 0 /9 12 18 24 36 x

Median survival for standard treatment

Annals of Oncology 26: 1547-1573, 2015
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Cost-Effectiveness of Pertuzumab in Human Epidermal
Growth Factor Receptor 2—Positive Metastatic Breast Cancer

I%ﬁ]lingness—tn—pa}f (WTP) threshold of $100,000 per QALY gainedl

Incremental
Life-Years Benefit ICER (per
Gained Incremental Cost (QALY) QALY)
1.82 $457.821 0.64 $713,219
QALY, quality-adjusted life-years
_ 10007 ... wTP $500,000 per QALY CER | | ot -
S wees WTP $200,000 per QALY . incremental cost-effectiveness ratio;
= goo.| VTP $100,000 per QALY QALY ¢ ICER: C/E
X
&®
+ 6004
=
O
S 400-
o
@
-
@ 2004
o
TR
IIIIII "““-|=l.=:':.:,..'|1-:|-uuuuiln-uuuuuu | | |
0 0.2 0.4 0.6 0.8 1.0

Incremental Effectiveness
Ben Y. Durkee, J Clin Oncol 33. © 2015


Presenter
Presentation Notes
The method of ranking interventions on grounds of their cost per QALY gained ratio (or ICER) is controversial because it implies a quasi-utilitarian calculus to determine who will or will not receive treatment.[18] However, its supporters argue that since health care resources are inevitably limited, this method enables them to be allocated in the way that is approximately optimal for society, including most patients. Another concern is that it does not take into account equity issues such as the overall distribution of health states - particularly since younger, healthier cohorts have many times more QALYs than older or sicker individuals. As a result, QALY analysis may undervalue treatments which benefit the elderly or others with a lower life expectancy. Also, many would argue that all else being equal, patients with more severe illness should be prioritised over patients with less severe illness if both would get the same absolute increase in utility.[19] Recently the results of a European Commission Project, ECHOUTCOME[20] recommended to not use QALYs in health decision making after surveying 1361 subjects in the UK, Belgium, France and Italy and establishing that the four theoretical assumptions underlying QALYs are invalid (quality of life should be measured in consistent intervals; life years and QOL should be independent; people should be neutral about risk; and willingness to sacrifice life years should be constant over time), explaining why divergent QALY results can be generated using the same dataset.[21][22]


Cost-Effectiveness of Pertuzumab in Human Epidermal
Growth Factor Receptor 2—Positive Metastatic Breast Cancer

This analysis highlights the economic challenges of extending life for
patients with noncurable disease. It also typifies the broader observation
that half of our health care dollars are spent on 5% of the population.*’
The results of this study contribute to a broader discussion of value in
health care. Here, we have a therapy that is highly effective but not cost
effective. Cost-effectiveness studies should not be viewed as definitive
recommendations but rather serve as one piece of a broader discussion in
how we allocate resources to treat cancer.

Ben Y. Durkee, J Clin Oncol 33. © 2015
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