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Yhteenveto

3.9.2013



NOAH / Gianni (asco2013)

NOAMH, faasi 3 neoadjuvanttitutkimus: pitk&aikaistulokset!

235 potilasta: HER2+ & LABC
APx3 — Px4 — CMFx3
* trastuzumab every 3 weeks ad 1 vuosi

CT+H
EFS at 5 years 57.5%
EFS at 5 years in pCR 86.5%
OS 5 years 73.5%
BCSS 5 years 77.4%

VS
VS

VS
VS

CT
43.3%
54.8%

62.9%
63.9%

(HR 0.64, p=0.013)
(HR 0.29, p=0.008)

(HR 0.66, p=0.055)
(HR 0.59, p=0.023)

AT LAS 'tu tk| mus (adjuvant tamoksifen, longer against shorter)

ASCO 2013 ja Lancet 2013;381:805-816

* 6846 ER+ potilasta (v. 1996- 2005)

« data 31.8. 2012 tilanteen mukaan

 Tamoksifeeni 5v. VS.
* reucurrence 711 VS.
e bc deaths 397 VS.
« all deaths 722 VS.

10 v.

617
331
639

p=0.002
p=0.01
p=0.01

+ pidemman hoidon hyéty tuli esiin ennen kaikkea seurannan

edetessa
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ATLAS-tutkimus: Tamoksifeeni 5 v. vs. 10 v.

ATLAS-study

Recurrence

Breast cancer mortality

B

50- @ Continue tamoxifen to 10 years -

- Stop tamoxifen at § years

5-9 years: RR 0-90 (0.79-102) 5-9 years: RR 0-97 (0-79-1-18)
40 #10 years: RR 0.75 {0.62-0.90) 4 *10years: RRO71 (0.58-0.88)

All years: log-rank p=0.002 Allyears: log-rank p=0-01
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ATLAS-tutkimus: Tamoksifeeni 5 v.
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aTTom (adjuvant tamoksifen treatment offers more)
ASCO 2013

6953 potilasta (2755 ER+, 4198 ER unknown)
v. 1991-2005 randomoitiin 5 v. Tam jalkeen

Tam 5v. VS. 10v.
* reucurrence 672 VS. 580 p=0.003
+ all deaths 910 VS. 849 p=0.1

*  HRv. 5-9 vililla 0.85-1.05 ja mydhemmin 0.75-0.85

aTTom ASCO 2013

aTTom

s -

10 vs 5 years of Tamoxifen: Breast
Cancer Death by Treatment Allocation

SATTom<
L

0

“ 404 vs 452 breast cancer deaths

.| RR=0.88 (95%C10.77-1.01; p=0.05)
1 p=0.06

0 1 LS 4= 8 7T 8 9% W M 12 B W5
Years from Randomisation
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aTTom ASCO 2013

aTTom

_+ 10 vs 5 yrs of tamoxifen: Death after
recurrence by year of follow-up

deathsipatients Statistics OR.&95%C1
10 yeers Syears (0-E) Ver. (10 yeers : 5 years)

years 5.6 o %6 @ o
years7-3 13050 06 157 S
yeare 10-14 oz e 57 v
years 15+ i 80 276 075 (022,108
. Overall 404468 45273486 -273 2139 068{0.77,1.01)
{11.6%) (13.0%) P =006

Tas: for hatarogenay batween subgroups: X7, = 4+4: P = (-2iNS
Tas: for trend batwaen subgroups: X} = 42; P = 004

00 05 10 15 20
10 pears 5years
batter battar

ATLAS & aTTom  Tamoksifeeni 5v. vs. 10 v

* keuhkoembolian riski 1 (HR 1.87 & p=0.01)

+ keuhkoemboliaan kuolleisuudessa ei eroa

+ kohtusyévan riski 1 (HR 1.74, p=0.0002 & HR 2.20, p<0.0001)
* kohtusydvan kuolleisuus 1 molemmissa tutkimuksissa

* tulokset merkittavat jatketun tamoksifeenihoidon eduksi
* hoidolla haittansa
* nuoria potilaita vahan: miten alle 40? miten alle 50 v.?
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HER2+ / adjuvanttihoito /| HERA ESMO 2012

HERA tutkimus: 5102 HER2+ potilasta joilla N+ tai NOT 1c—
kemo mika vaan, trastuzumabi kemon jalkeen 1 vuosi, SAD & HOR talon tapaan

e trastuzumabi 1v VS. vertailuhaara

» crossing over: 52.1% vertailuhaaran potilaista sai trastuzumabi hoitoa

* 8v.seurantadata ei vield julkaistu, mutta ESMO:ssa néytettiin HR

tulokset DFS ja OS osalta

SUMMARY OF DFS ITT ANALYSES FOR 1 YEAR

TRASTUZUMAB VS. OBSERVATION
ACROSS ANALYSIS TIME POINTS

Median follow-up DFS benefit No. of DFS events
(% follow-up time 1 year trastuzumab
after selective crossover) vs observation
2005 0.54 127 vs 220
Vs
%) LYTMFU - P<0.0001
2006 0.64 218 vs 321
Vs
(4.3%) 2YrsMFU il P<0.0001
0.76
2008 |_._| 369 vs 458
(33.8%) 4Yrs MFU P<0.0001
0.76
2012 471 vs 570
(48.5%) 8YrsMFU l P<0.0001
:) Favours 1 year trastuzumab 1 Favours observation ;

HR (95% Cl)

Extended from Gianni et al. Lancet Oncol. 2011.
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SUMMARY OF OS ITT ANALYSES FOR 1
YEAR TRASTUZUMAB VS. OBSERVATION

ACROSS ANALYSIS TIME POINTS

Median follow-up OS benefit
(% follow-up time

No. of deaths
1 year trastuzumab

after selective crossover) vs observation
2005 1yr MEU 0.76 29 vs 37
©ow Y P=0.26
2006 2yrs MEU 0.66 59 vs 90
41%) <Y ! 1 P=0.0115
2008 0.85 182 vs 213
Vs
(30.9%) 4Yrs MFU — P=0.1087
0.76
2012 278 vs 350
(45.50) 8Yrs MFU il P=0.0005
(') Favours 1 year trastuzumab 1 Favours observation ;
HR (95% Cl)

Extended from Gianni et al. Lancet Oncol. 2011.

J Clin Oncol. 2013 Jun 1;31(16)1954-60. «

HER2+ ad]uvanttl / HERA Jatku u Lancet Oncol. 2013 Mar;14(3):244-8.

HERA: 1 v. hoito vs. ei: lobulaarinen rintasy6péa 187 / 3401 (5.5%)
* HR for DFS trastuzumabi vs. ei : 0.63 lob bc ja 0.77 dukt bc
* HR for OS trastuzumabi vs. ei: 0.60 lob bc ja 0.86 dukt bc
» lobulaarinen alatyyppi ei huononna Herceptin hoidon tehoa

HERA: 1 vuoden hoito vs. seuranta: Aivometastasointi
* CNS relapsi ensimmaisend metastasointi paikkana

—  trastuzumabi ryhmé 37/1703 (2.2%) vs. seurantaryhma 32/1698 (1.9%)

» aivometastasointi potilailla, jotka ovat kuolleet rintasyépaan
— Trastuzumabi ryhma 88/186 (47%) vs. seurantaryhma 129/227 (57%)

e trastuzumabi liitannéaisvaiheessa ei lisda aivometastasointia
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3.9.2013

HER2+ / adjuvanttihoito/ HERA Lancet, 2013 Jul 17. pii: SD140-5736(13)51094-6

¢ HERA tutkimus: 5102 HER2+ potilasta joilla N+ tai NOT1c—
«  kemo mik& vaan, trastuzumabi kemon jalkeen, SAD & HOR talon tapaan

3105 potilasta rand.  trastuzumabi 1v vs. trastuzumabi 2v
« DFS8uv: 76.0% VS. 75.8%
« OS 8w 87.6% VS. 86.4%
+ EFlasku 4.1% Vs. 7.2%

* toinen vuosi trastuzumabi-hoitoa ei tuonut etua

KAINALO: NSABP B-32 ascozs

3986 SNB negatiivista potilasta randomoitiin prospektiiviseen
tutkimukseen

¢ 10 v. seuranta

SNB yksin VS. SNB + evakuaatio
« DFS 76.9% VS. 76.9%
+ OS 87.8% VS. 88.9%

Puhdas vartijaimusolmuke SNB:ssa riittaa!




KAINALO: EORTC:n AMAROS tutkimus (ASCO 2013)

* 4 806 potilasta (2001-2010), joista SNB + 1 425 potilasta

* SNB+ potilaat randomoitiin: kainalon evakuaatio vs. sadehoito
*  60% oli makrometastaseja

* mediaani seuranta-aika reilut 6 vuotta, 5v. tulokset

Evakuaatio vs. sadehoito
* local relapse 4 /744 (0.54%) vs. 7/681 (1.03%)
+ OS 93.27% vs. 92.5%
* lymphddema 28% vs. 14%

* Seuranta-aika viela lyhyt
* Onko SNB+ potilailla kainalonséadehoito yhta hyva kuin evakuaatio?

EBCTCG 2012: Mastektomia + kainaloevakuaatio + RT: pN1 (1-3)

Recurrence

Aiheeseen liittyvat kuvat eivat ole julkisesti ndhtavissé, mutta kuvat
voi pyytéaa henkilokohtaisesti
Paivi Auviselta (paivi.auvinen@kubh.fi).

EBCTCG 2012: provisional results not for publication or citation
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EBCTCG 2012: Mastektomia + Kainaloevakuaatio + RT: pN1 (1-3)

Breast Cancer Mortality

Aiheeseen liittyvat kuvat eivéat ole julkisesti ndhtavissé, mutta kuvat
voi pyytéda henkilokohtaisesti
Paivi Auviselta (paivi.auvinen@kuh.fi).

EBCTCG 2012: provisional results not for publication or citation

EBCTCG kokous 2012
Mastektomia + kainaloevakuaatio + RT: pN1 (1-3)

* uusimien ja rintasydpékuolleisuuden osalta jo 1 positiivisen
imusolmukkeen potilailla kliininen hydty sddehoidosta merkittava

» voiko leikkaustekniikka olla nykyisin erilainen?

» voiko kainalon diagnostiikka olla nykyisin erilainen?

* jos kainaloa ei ole evakuoitu, olisiko sddehoidon hy6ty pienempi,
yht& suuri vai suurempi?

* missa viipyy Whelan et al. julkaisu N1 potilaiden sddehoidosta
(ASCO 2011)?

3.9.2013
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PI3K-pathway

cytoskeleton
cell surface targets
Translation signal transduction

VIEW FULL SCREEN

PI3K pathway and treatment strategies
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PI3K & |aa|(EI’ESIStenSSI (San Antonio, St Gallen, ASCO)

ER/PR + HER2- (luminal A) rintasyépa

PI3K — Akt — mTOR solunsiséinen signaalireitti

Hormoniresistenssin kehittyminen on yhteydessa ko. signaalireitin aktivoitumiseen
signaalireitin inhiboituminen voi palauttaa herkkyyden hormonaaliselle hoidolle
everolimus + exemestaani hormonirefraktaareilla (non-streoidal Al) potilailla (Bolero-2)

* Ongelmia
— toksisuus (pneumoniitti, stomatiitti, ripuli jne)
— korvausasiat

* mita tulevaisuus tuokaan tullessaan?
— arvokasta "pioneerity6ta”
— paljon uusia tutkimuksia tekeilla

5% T NEW ENGLAND

75)) JOURNAL of MEDICINE

Everolimus in Postmenopausal Hormone-Receptor-Positive
Advanced Breast Cancer

B Central Assessment
100 Hazard ratio, 0.36 (95% Cl, 0.27-0.47)
£<0.001 by log-rank test

Everolimus plus exemestane
{median PFS, 10.6 mo)

Probability of Event (%)
3

(median PFS, 4.1 mo)

o+ T T
0 6 12 18 24 30 36 42 438 54 60 & 72 78
Weeks

oy —

No. at Risk
mus 485 385 281 201 132 102 67 43 28 18 9 3 2 0
o 239 168 94 S5 33 20 11 11 6 3 3 1 ] 0

3.9.2013
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Progressive disease in bone in the subgroup of patients with bone metastases at baseline (n

= 556).

Effect of Everolimus on Bone Marker
Levels and Progressive Disease in Bone
in BOLERO-2

first

d online Febru
= Everolimus + exemestane (n = 371)
3 § 0.4 Placebo + exemestane (n = 185)
s 8
Qw9
3.1
s 2 P = .02 (Gray’s test, 2-sided)
o
og 08
25
§ 2
‘o e 02
3
5@
38
O x5 01
At 54 weeks:
CR =0.1551 (95% CIl = 0.1173 to 0.1977) for everolimus + exemestane
CR =0.2697 (95% CI = 0.2028 to 0.3409) for placebo + exemestane
0

0 6 12 18 24 30 36 42 48 54

60 66 72 78 84 90 96 102 108 114 120

Time, weeks

Patients at risk
Everolimus + exemestane 371 327 278 230 200 172 144 122 95 69
Placebo + exemestane 185 135 91 69 47 36 26 20 13 10

Gnant M et al. INCI J Natl Cancer Inst 2013;105:654-663

© The Author 2013. Published by Oxford University Press. All rights reserved. For Permissions,
please e-mail: journals.permissions@oup.com.
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Eur J Cancer. 2013 Aug 49(12):2621-32_ doi- 10 1016/ ejca 2013.04.011. Epub 2013 Jun 1

Effect of visceral metastases on the efficacy and safety of everolimus in postmenopausal women with advanced

breast cancer: Subgroup analysis from the BOLERO-2 study.

Campone M, Bachelot T, Gnant M, Deleu |, Rugo HS, Pistilli B, Noguchi S, Shtivelband M, Pritchard KI, Provencher L, Burris HA 3rd, Hart L, Melichar B, Hortobaqyi

GN. Arena F, Baselga J, Panneerselvam A, Héniquez A, El-Hashimyt M, Taran T, Sahmoud T, Piccart M

B 100+

Progression-Free Survival, %

20+ O A Censoring Times

Events/Patients (n)

—8— EVE+EXE 122/214
0~ -A- PBO+EXE 84/104

Median PFS

EVE+EXE 9-86 months
PBO+EXE 4-21 months

Hazard ratio = 0-41 (95% CI = 0-31, 0-55)

Without visceral metastases

T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 12

Time, wk

Number of Patients Still at Risk
EVE+EXE 214 196 174 147 129 114 97 86 72 53 41
PBO+EXE 104 82 66 52 35 27 21 16 10 7 6

a
-
-
o

28 19 12 11 6 5
1

3.9.2013

13



Eur J Cancer. 2013 Aug:49(12):2621-32. doi: 10.1016/.ejca.2013.04.011. Epub 2013 Jun 1.
Effect of visceral metastases on the efficacy and safety of everolimus in postmenopausal women with advanced
breast cancer: Subgroup analysis from the BOLERO-2 study.

Campone M, Bachelot T, Gnant M, Deleu |, Rugo HS, Pistilli B, Noguchi S, Shtivelband M, Pritchard K, Provencher L, Burris HA 3rd, Hart L, Melichar B, Hortobaqyi
GN, Arena F, Baselga J, Panneerselvam A, Héniquez A, El-Hashimyt M, Taran T, Sahmoud T, Piccart M

100 Median PFS

EVE+EXE 6-83 months
0 PBO+EXE 2:76 months
8 -
Hazard ratio = 0-47 (95% CI = 0-37, 0-60)

60
With visceral metastases

A

1

1

A-_
40 - A

.
L
]

Progression-Free Survival, %

—| O A Censoring Times 3
20 By i
Events/Patients (n) TrA
) .
—8— EVE+EXE 188/271
0-{ -A- PBO+EXE 116/135

T T T T T T T T T T T T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 11
Time, wk
Number of Patients Still at Risk

EVE+EXE 271 240 192 157 128 107 88 72 52 38 25 22 16 12 11 7
PBO+EXE 135 108 66 44 32 23 18 14 11 8 4 4 ]

@
»
-
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Levinnyt HERZ2 rintasybpd; mita uutta?

* HER2+ tauti:
— first line pertuzumabi
— second line T-DM1

¢ PI3K mutaatio
— HER2+

3.9.2013
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Lancet Oneol. 2013 May,14(Bx461-71_ doi: 101016/51470-2045(13)701 30-X. Epub 2013 Apr 18 I~}
=EHEETEE N
Pertuzumab, trastuzumab, and docetaxel for HER2-positive metastatic breast cancer (CLEOPATRA study): overall ™
survival results from a randomised, double-blind, placebo-controlled, phase 3 study.
Sweain SM, Kirn 5B, Cortés J, RoJ, Semiglazoy ¥, Campone M, Ciruelos E, Ferrero M, Schneeweiss A Knott & Clark B, Ross G, Benyunes MC, Baselga .l
Washington Cancer Institute, MedStar Washington Hospital Certer, Washington, DC 20010, USA&, Sancra M Swain@MedStar net
[ Placebo + trastuzumab ][ PD ]
n=406
. . Docetaxel
Patlent_s_ with 11 [ 26 cycles recommended
HER2-positive MBC :

centrally confirmed
(N=808)

26 cycles recommended

Pertuzumab: sitoutuu HER2 reseptorissa eri
HER?2 ligandin dimerisaatiota toisten ligandie

Pertuzumab + trastuzumab

Docetaxel

kohtaan kuin trastuzumabi & estaa
n kanssa

2
Q
Pl
g
Cleopatra: overall survival analysis ®
1 year
100 - 94%l
90
S 80 HR=0.66
= 707 95% CI 0.52-0.84
S 40 p=0.0008
>
5 50
7]
E 40 —
o 30
3
20 — Ptz + T + D: 113 events; median not reached
10 Pla + T + D: 154 events; median 37.6 months
0 T T T T T T T T T T 1
0 5 10 15 20 25 30 35 40 45 50 55
n at risk Time (months)
— Ptz+T+D 402 387 371 342 317 230 143 84 33 9 0 0
Pla+T+D 406 383 350 324 285 198 128 67 22 4 0 0
Stopping boundary for concluding statistical significance at this second interim analysis was p<0.0138
D, docetaxel; Pla, placebo; Ptz, pertuzumab; T, trastuzumab 3
fa}
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Overall survival in predefined subgroups R
n 95% CI
Al E 3 808 0.52-0.84
Prior (neo)adjuvant chemotherapy Y’:‘; ] i g;g 8%:383
Europe — i 306 0.48-1.07
Region North America — e ] 135 0.36-1.28
South America — e | 114 0.31-0.98
Asia = r—t— 253 0.41-1.00
<65 years —| s o 681 0.53-0.91
265 years —  pellie— 127 0.27-0.95
Age group STayears - 789 0.52-0.85
275 years | 19 0.15-3.50
White | —— 480 0.51-0.95
Race Black —| +—a——1—— 30 0.14-1.91
Asian — [ o | 261 0.43-1.03
Other 37 0.06-1.43
; Visceral disease —| il 630 0.44-0.74
Disease type Non-visceral disease — L ] 178 0.71-2.84
Positive — —— 388 0.50-1.06
ER/PgR status Negative — _— 408 0.41-0.79
IHC 3+ — - 721 0.51-0.85
HER?2 status FiSH-positive o il 767 0.52-0.86
T T T
0 1 2 3 4 5
3
1
16
Cleopatra Placebo arm;
Placebo + Trastuzumab + Docetaxel
PIK3CA mutation associated with poorer prognosis
= 100 T= PI3K: Pla+T+D: WT Pla+T+D: Mut
3\, 90 - -
o -
& 80 A j=—
B 704
2
3 60 A
@ i I J——
3 50 ;
2 40 7 i
S 30 i
‘g 1 101 events
G 20 4 H
& 10 i 63 event
b i events
EE 8.6 113.8
0 T T T T T T T T T T
0 33 6.6 109 132 164 197 23.0 263 296 329
Time (months)
Number at risk
Pla+T+D WT 191 164 136 114 66 46 23 17 9 3 1
Pla+T+D Mut 90 76 56 37 21 17 8 4 3 2 1

Mut, mutated; WT, wild-type
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Cleopatra; both arms
PIK3CA mutation associated with poorer prognosis

Placebo

100
90
80
70 A
60 =
504  mmmmmiomsmmme———=
40 -
30 -
20 A
10 +

Pla+T+D: WT Pla+T+D: Mut
Pertuzumab === Ptz+T+D: WT === Ptz+T+D: Mut

83 events
45 events

Independently-assessed PFS (%)

125

0 T T T L T T T T T T T

0 3.3 6.6 109 132 164 197 230 263 296 329
Time (months)

Number at risk

Ptz+T+D WT 190 179 159 137 90 71 46 26 16 5 3
Ptz+T+D Mut 86 71 61 44 29 25 12 6 2 1 1

Mut, mutated; WT, wild-type

HER2 & PI3K (San Antonio, St Gallen, ASCO)

* HER+ & Cleopatra
— taksaani & trastuzumabi * pertuzumabi
— molemmissa ryhmissé PI3K mutaatio+ potilailla meni selvasti huonommin
—  hydty molemmissa ryhmissa pertuzumabi ladkkeestéd saman suuruinen

* Bolero-3 (ASCO 2013)
— HER2+, trastuzumabi-resistant
— randomoitu, placebo-kontrolloitu, faasi 3 tutkimus
— Navelbine + Trastuzumab + everolimus

— alustavissa tutkimuksissa everolimus ryhmén potilailla menee hivenen paremmin (HR 0.78,
p<0.0067)

*  BRCAL & BRCAZ2 kantajat
— PI3K ketjun salpaus saattaa palauttaa herkkyyden PARP-inhibiittoreille

3.9.2013
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M Enal J hed, 2012 Moy 8;367(19%1783-91. coi; 10.1056MEMoa1209124. Epub 2012 Oct 1.
Trastuzumab emtansine for HER2-positive advanced breast cancer.

Werma S, Miles D, Gianni L, Krop |E, Welslau M, Bazelaa J, Pearam M, Oh DY, Diéras W, Guardino E, Fang L, Lu M, Olsen S, Blackwell K EMILIA Study Group,

Sunnybrook Otlette Cancer Centre, Toronto, ON MaN 3M5, Canatka. sunil verma@sunnybrook.ca

HER2

,
Emtansine
release
L3
o
_*
Inhibition of *
microtubule

polymerization
°

R

». )

nternalization

T-DM1

Trastuzumab-specific MOA

« Antibody-dependent cellular
cytotoxicity (ADCC)

« Inhibition of HER2 signaling

« Inhibition of HER2 shedding

M EnglJ Med. 201 2 Mow §367(19317583-91_ doi 10 1056MEMoa1 209124 Epub 2012 Oct 1
Trastuzumab emtansine for HER2-positive advanced breast cancer.

Verma S, Miles D, Gianni L, Krop IE, Welslau M, Baselga J, Pegram M, Oh DY, Diéras ¥, Guardino E, Fang L, Lu My, Olsen &, Blackwell K, EMILIA Study Group.

Sunnybrook Odette Cancer Centre, Toronto, O MAN 3M5, Canada. sunil. vermad@sunnybrook.ca

1.0 = Median No. of
(months) events

® Cap + Lap 6.4 304
£ 08 T-DM1 9.6 265
S 4 Stratified HR=0.650 (95% ClI, 0.55, 0.77)
@ P<0.0001
¢ 06
= -
o
o
c 04—
=
£ 4
S 02—
a

0.0 T T T T T T T T

0 2 4 6 8 10 12 14 16 18

) ) ) Time (months)
No. at risk by independent review:

Cap +Lap 496 404 310 176 129 73 53 35 25
T-DM1 495 419 341 236 183 130 101 72 54

Unstratified HR=0.66 (P<0.0001).

14
44
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e Uusi hoitosuositus!

Mita uutta

+  kaytannon laheinen
o) Rin’tasyévén valtakunnallinen
diagnostiikka- ja hoitosuositus

*  helppo péivittéa
*  helppokayttdinen

— W me omm )

moni-ammatillinen
* antaa liikkumavaraa
* huomioi rintasydvan biologiaa

Suomen Rintasybparyhma ry
Finnish Breast Cancer Group

2013

Yhteenveto

* trastuzumabi kuuluu HER2+ potilaiden neoadjuvanttihoitoon
» Tamoksifeeni 10 v. parempi kuin 5v. Mutta kenelle?

* HER2+ adjuvantti trastuzumabi:
— 2. hoito ei tuo lisetua
— trastuzumabi hoidon hydty sama lobulaarista syépaa sairastavilla
— hoito ei lisda aivometastasointia

» Sadehoidon asema N1 (1-3) kainalon osalta 1 ?
* PI3K mukana monen eri ryhman ladkeresistenssi asioissa
* levinnyt HER2+ tauti

— ensilinjaan pertuzumabi
— toiseen linjaan tulossa T-Dm1

¢ Uusi hoitosuositus!
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