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Sentrale tema ASCO 2018: Brystkreft

* persontilpasset behandling
— genpanel for a styre adjuvant behandling

+ de-eskalering av adjuvant behandling
— utelate cellegift, kun endokrin behandling
— PARP hemmer i stedet for cellegift neoadjuvant

 CDK4/6 hemmer sammen med fulvestrant 1. linje
— MONALEESA-3

* Immunterapi
— forsiktig optimisme

e Haukeland University Hospital www.helse-bergen.no



TAILORx STUDIEN
- GENTEST FOR A UNNGA CELLEGIFT

Haukeland University Hospital www.helse-bergen.no



Gevinst av cellegift ved hoyrisk, HR* brystkreft
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Anthracyklin-basert cellegift vs. ingen cellegift



HR+ brystkreft er ikke én sykdom
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Tamoxifen +/- CMF cellegift
ved HR+ brystkreft (N-) — NSABP B20 studien

- overlevelsesgevinst av kjemoterapi kun ved hoy celledeling
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TAILORx

e mal:

— teste om Oncotype Dx genekspresjonsarray kan brukes prospektivt til
a identifisere dem som ikke trenger adjuvant cellegift

« HR+, HER2-, T: 1,1 - 5cm eller T<1 cm & grad 2-3, N-
— ’klinisk-patologisk risikovurdering tilsier cellegift”

e Haukeland University Hospital www.helse-bergen.no



TAILORXx:
Utelate kjemoterapi v/HR"* brystkreft
og lav genomisk risk
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TAILORXx; update ASCO 2018
Sparano et al.

« 10273 pasienter inkludert
— 1626 m/recurrence (RS) score 0-10 (lav risikor
- 5 ars follow-up (Sparano, NEJM, 2015)
* RFS: 99% og OS: 98%

= 80% av pasientene

— 6711 m/RS score 11-25 (intermediaer risiko) __
— 1730 m/RS score >25 (hgy risiko)

ORIGINAL ARTICLE

Adjuvant Chemotherapy Guided by a
21-Gene Expression Assay in Breast Cancer

|.A. Sparano, R.|. Gray, D.F. Makower, K.I. Pritchard, K.S. Albain, D.F
_E. Geyer, |r., E.C. Dees, M.P. Goetz, ].A. Olson, Jr., T. Lively, S.S. Ba
T.). Saphner, L.I. Wagner, T.J. Whelan, M_J. Ellis, S. Paik, W.C. Wood
P.M. Ravdin, M.M. Keane, H.L. Gomez Moreno, P.S Ff:\.iljf- T.F. Goggins
Bruf lerenberg www.helse-bergen.no

ni, J.L. Berenberg
|. Abrams, and G.W. Sledge, Jr. NEJM, 4/6-18

e Haukeland University Hospital |LA. Mayer, A.M. Brufsky, D.L. Toppmeyer, V.G. Kaklaman
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TAILORXx:

Ingen gevinst av kjemoterapi v/VHR*
brystkreft og intermedizer genomisk risk

TAILORX Results - ITT Population: RS 11-25 (Arms B & C)

836 IDFS events (after median of 7.5 years), including 338 (40.3%) with recurrence as fist event, of which 199 (23.8%) were distant
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PRESFNTED AT 2018 ASCO .,\" B FRESENTED BY B Ald foasiRy AN -
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ANNUAL MEETING

Reshaping the future of patient care



TAILORXx: alle risikogrupper

IDFS
P<0.001

- Arm A RS 0-10: Assigned to ET Alone

- Afrm B RS 11-25: Randomized to ET Alone

—— Am C RS 11-25: Randomized to CHEMO + ET
Arm D RS 25-100: Assigned to CHEMO + ET

DFS Probability

0 12 24 36 48 60 72 84 96

Number at risk Months
— 1619 1568 1406 1310 1153 867 511
- 3399 3293 2953 2741 2431 1859 1197
- 3312 3204 2849 2645 2335 1781 1130
- 1389 1291 986 617 463 329 187

Haukeland University Hospital

www.helse-bergen.no



TAILORX:
subgruppeanalyser (exploratory)

« Other observations
» Age — RS — Chemo treatment interaction:

« Some chemo benefit in women 50 or younger with a RS 15-25
« Greatest impact on distant recurrence with RS 21-25

e Haukeland University Hospital www.helse-bergen.no



Oversikt NBCGs retningslinjer for adjuvant systemisk behandling. Gjelder fra 01.02.18.

Hoved- Subgruppering ved Ytterligere Generell terapi-anbefaling Grunnlag for annet terapi-valg
gruppe undersgkelser av tumor subgruppering
pTia-b pNO Ing_;en behandling_;
pTic pNO grad 1 Ingen behandling
Lum A-llknende EES»?E“ 2PNo Endokrin behandlin VIS ETIEE @) i e £
“Fol e CETTIBN oS m-s@us_ lymfeknutemetastaser kan gi grunnlag for
genc_le kar_akterlstlka. P P Yy p p kjemoterapi (EC90 x 4)
Lav proliferasjon, G1-2,
HR+ HR>50%, og HER2- EC90 x 4 Spesielt omfattende .
HER2- pN2-3 etterfulgt av endokrin behandling Iymfeknutemetacstalxsenng SR LEID ]
Zoledronsyre ved postmenopausal status LT i g EEl i lEnE
LumB-Iiknende* | Lav HR pOSItIVItet eller h(ayere
proliferasjongrad kan gi grunnlag for
*Faolgende karakteristika: pT1a-b pNO Endokrin behandling kjemoterapi (EC90 x 4)
hoy proliferasjon og G2-3 Zoledronsyre ved postmenopausal status Individuell vurdering av grunnlag for
systembehandling kan gjeres ved sma
eller pT1apNO0 tumores
pTic-pT2 pNO EC90 x 4 Hayere proliferasjongrad og/eller mange
HR<50% - - eterulgt av endokrn penanamg.———| lymfeknutemetastaser kan gi grunnlag for &
Zoledronsyre ved postmenopausal status gi EC90 x 4 — taxan
Individuell vurdering av grunnlag for
Taxan/trastuzumab systembehandling kan gjeres ved sma
pT1pNO etterfulgt av trastuzumab og endokrin behandling pT1apNO tumores
HR+ Zoledronsyre ved postmenopausal status Spesielt hay risikoprofil kan gi grunnlag for
HER2+ EC90 x 4 — taxan/trastuzumab
EC90 x 4 — taxan/trastuzumab
Alle andre etterfulgt av trastuzumab og endokrin behandling
Zoledronsyre ved postmenopausal status
Individuell vurdering av grunnlag for
Taxan/trastuzumab systembehandling kan gjeres ved sma
pT1pNO etterfulgt av trastuzumab pT1apNO tumores
HR- Zoledronsyre ved postmenopausal status Spesielt hay risikoprofil kan gi grunnlag for
HER2+ EC90 x 4 — taxan/trastuzumab
EC90 x 4 — taxan/trastuzumab
Alle andre etterfulgt av trastuzumab
Zoledronsyre ved postmenopausal status
Lav proliferasjongrad og histologisk grad
- kan gi grunnlag for & utelate taxaner
:ERZ Zoledronsyrltza?/z% );()gs:n:aan)(:;ausal status Individuell vurdering av grunnlag for
- systembehandling kan gjeres ved sma
pT1apNO tumores




Konsekvenser av TAILORx 1 Norge

* Oncotype Dx identifiserer pasienter med HR+, HER2-, N-
brystkreft uten nytte av cellegift (80%)

* 40000 kr + forsendelse til USA (ingen takst | Norge)
* Oncotype Dx vs. Mammaprint vs. PAM507?
* hvor mange spares for cellegift i Norge?

— 1200 brystkreftopererte aktuell for slik analyse per ar?
« HR+, HER2-, N-, grad 2/3 : ca. 1200 av 3300 pasienter (36%)...*

— 80% av 1200 = 960 kvinner/menn

« men mange av disse far ikke cellegift i Norge i dag (basert pa klinisk-
patologisk profil)

*NBCR data (inkomplette):
[ ] Haukeland University Hospital 85% HR+, 85% HER2-, 75% N-, 85% grad 2-3 www.helse-bergen.no

30% av alle brystkreftopererte mottar cellegift i dag



ASCO 2018; Oppdatert analyse TEXT/SOFT,
Regan et al.

Absolute Improvements in Freedom from Distant Recurrence
with Adjuvant Endocrine Therapies for Premenopausal

Women with HR+ HER2-negative Breast Cancer:
Results from TEXT and SOFT

Meredith M. Regan, Prudence A. Francis, Olivia Pagani, Gini F. Fleming, Barbara A. Walley,
Giuseppe Viale, Marco Colleoni, Istvan Lang, Henry L. Gomez, Carlo Tondini, Graziella Pinotti,
Angelo Di Leo, Alan S. Coates, Aron Goldhirsch, Richard D. Gelber,
for the SOFT and TEXT Investigators and International Breast Cancer Study Group

2018 ASCO #ASCO18 . INTERNATIONAL BREAST CANCER STUDY GROUP

Stides are the property of the outhor,

ANNUAL MEETING permission required for reuse. IBCSG Presented By Meredith Regan



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Tailoring Adjuvant Endocrine Therapy

for Premenopausal Breast Cancer

P.A. Francis, O. Pagani, G.F. Fleming, B.A. Walley, M. Colleoni, I. Ldng, H.L. Gémez,
C. Tondini, E. Ciruelos, H.). Burstein, H.R. Bonnefoi, M. Bellet, S. Martino,
C.E. Geyer, Jr., M.P. Goetz, V. Stearns, G. Pinotti, F. Puglisi, S. Spazzapan,

M.A. Climent, L. Pavesi, T. Ruhstaller, N.E. Davidson, R. Coleman, M. Debled,
S. Buchholz, J.N. Ingle, E.P. Winer, R. Maibach, M. Rabaglio-Poretti, B. Ruepp,
A. Di Leo, A.S. Coates, R.D. Gelber, A. Goldhirsch, and M.M. Regan, for the SOFT
and TEXT Investigators and the International Breast Cancer Study Group*

Francis et al, NEJM, 4/6-18

®
® ® ® Haukeland University Hospital www.helse-bergen.no
®



SOFT and TEXT Designs

Enrolled: Nov03 - Apr11 TEXT (n=2672) Current Follow-up

R
* Premenopausal HR+ : Median follow-up 9 years
* 512 wks after surgery .3 —> Tamoxifen+OFS x 5y
* Planned OFS o
* No planned chemo (40%) M IS &
OR planned chemo (60%) 1 Exemestane+OFsS x Sy
E
9  SOFT (n=3066)
A
* Premenopausal HR+ N ‘ Median follow-up 8 years
» <12 wks after surgery D g Tamoxifen x Sy
* No chemo (47%) o )
OR N —> Tamoxifen+OFS x S5y
* Remain premenopausal ;
< 8 mos after chemo (53%) = —> Exemestane+OFS x 5y _ . .
OFS=ovarian function suppression
2018 ASCQO #Ascois . INTERNATIONAL BREAST CANCER STUDY GROUP
ANNUAL MEETING  permsion requied for revse. - IBCSG Presented By Meredith Regan

®
® ® ® Haukeland University Hospital www.helse-bergen.no
®



Characteristics by Cohort (HR+/HER2-)
TEXT SOFT

<40
Chemo-
therapy T-size>2cm 52% T-size>2cm 46%
T lporesoe | o | e
Grade 3 30% Grade 3 28%
16% <40
No
3 ) T-size>2cm 13%
oy [
therapy
Grade 3 15% Grade 3 9%

' #ASCO18 ‘
2018 ASCO s A INTERNATIONAL BREAST CANCER STUDY GROUP

ANNUAL MEETING permission required for reuse. IBCSG Presented By Meredith Regan

®
@ ® ® Haukeland University Hospital www.helse-bergen.no
®



ASCO 2018: 8 ars observasjonstid TEXT/SOFT

- T-0OS like mange fjernrecidivsom T alene

Distant Recurrence-free Interval by Cohort (HR+/HER2-)

TEXT SOFT

8 mOAM g " .\% i
£ a0 R £ a0 e ——
Chemo- ¢ B4 0% Frors 8 36.2% E-OFS
o o o
therapy 2 i 8
404 40
g Absolute improvement at 8 yr, g Absolute improvement at 8 yrJE+OFS v T: 5.2%
§ 20 E+OFS v T+OFS: 5.1% -g 20 T+OFS VT -0.7%
& )N=1276 (159 DRs) & ,IN=1271(216 DRs)
Er T+OFS et akseptabelt alternativ til E+OFS?
g _— t g T i,
£ o 97.4% E+OFS g o0 0% Toors
NO & & 98.0% T
g 60 § 60
ChemO' é 40 ‘.g 40
therapy 2 Absolute improvement at 8 yr, - Absolute improvement at 8 yr, E¥OFS v T: 1.3%
§ - E+OFS v T+OFS: 0.9% § = T+OFSVvT: 0.3%
& o N=991 (35 DRs) 2 0 N=1353 (23 DRs)
0o 1 2 3 4 5 6 7 8 9 0 ¢ 2 3 4 5 8 r & &
Years since Randomization Years since Randomization
2018 ASCQ #ascois O INTERNATIONAL BREAST CANCER STUDY GROUP

Slides are the property of the author,

ANNUAL MEETING permission required for reuse IBCSG Presented By Meredith Regan



TEXT/SOFT:

- E-OS og T-0OS bedre sykdomsfri overlevelse enn T alene

Disease-free Survival in Patients with Previous Chemotherapy

100+
90
80 . 2Yr
] Disease-
3 709 - free Hazard Ratio
-:; 60 Absolute difference No. Of Mo. of- suwival {95% CI}
E 50+ T-0S vs. T, 5.3 percentage points Patients Events Rate vs. T
- 404 E-OSvs. T, 9.0 percentage points %o
2 304 T 542 148 71.4
T-0S8 542 120 76.7 0.76 (0.60-0.97)
20+ E-OS 544 108 80.4 0.68 (0.53-0.88)
10
0 T I I I I | I I |
0 1 2 3 4 5 6 7 8 9
Years since Randomization
No. at Risk
T 496 427 373 249 102
T-05 515 456 396 282 129
E-O5S 513 456 414 291 115

Francis, NEJM, 2018

e Haukeland University Hospital www.helse-bergen.no



TEXT/SOFT:

E-OS og T-OS bedre totaloverlevelse enn T alene

Overall Survival in Patients with Previous Chemotherapy

100-
gﬂ_\
20+

— 704 8-Yr Hazard Ratio
£ 60 No.of No.of Survival  (95% Cl)
g 50 Patients Events  Rate vs. T
g %
r_‘-',_' T 542 &3 85.1
3090 105 542 51 89.4  0.59 (0.42-0.84)
204 E-0OS 544 &7 87.2 0.79 (0.57-1.09)
104
0 [ [ [ [ I [ [ [ |
0 1 2 3 4 5 6 7 8 9
Years since Randomization
No. at Risk
T 534 497 4561 310 139
T-05 532 513 477 335 153
E-O5 535 506 455 3131 137

Francis, NEJM, 2018

e Haukeland University Hospital www.helse-bergen.no



ADJUVANT DENOSUMAB

- BEDRE ENN ZOLEDRONSYRE ADJUVANT?

Haukeland University Hospital www.helse-bergen.no



Anti-RANK ligand: denosumab

The Role Of RANK Ligand In Bone And Cancer
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ASCO 2018; Denosumab 60 mg qé6m
ABCSG-18 studien, Gnant et al.

100

o
o

87.3%

(o]
o

Disease-free survival, %

76 - 77.5%
Number of HR (95% ClI) -
Events / Patients vs Placebo P value
60 -
) — Placebo 287 /1,709 0.82 (0.69 — 0.98) 0.026 Cox!
1 — Denosumab 240/1,711 0.025 Log-rank
0 ; i . ; : ; : . ’ :
0 12 24 36 48 60 72 84 96 108 120
\ . g e 8 ar
Patients at risk Time since randomization, months
Placebo 1709 1627 1562 1484 1331 1015 743 485 265 113 14
Denosumab 1711 1622 1549 1495 1341 1039 748 520 288 129 19

stratified by hospital type, use of prior aromatase inhibitor, and baseline lumbar spine bone mineral density

[ ) Haukeland University Hospital 3% absolutt risikoreduksjon

www.helse-bergen.no

28% relativ risikoreduksjon for recidiv vs. placebo —ikke vs. zoledronsyre...



ASCO 2018;
D-CARE studien,

Coleman et al. A
Denosumab 120 mg q3-4w 0.4 -
021

Primary Endpoint: Bone Metastasis-free Survival (BMFS) 5

o
(-]
1

Probability of Patients With
Bone Metastasis-free Survival
© o
i o

obability of Patients With
Disease-free Survival

Median Follow-up: 67 (IQR 55-74) months

Number of HR (95% CI)

Log rank

Number of

Disease-free Survival (DFS)

1.0 ]
0.8 4x&&w

HR (95% CI)

Log rank

~— Denosumab

1:0 Eﬂ

Events/Patients* p-value
442/2256 1.04 (0.91, 1.19) 0.57
T T T T T T T 1
36 42 48 54 60 66 72 78
Study Month
89 1615 1546 1489 1426 982 676 296 47
'04 1637 1582 1532 1466 1001 708 298 40

Events/Patients p-value
0.2 1 ——— Denosumab 292/2256 0.97 (0.82, 1.14) 0.70
: —— Placebo 305/2253
0 DD DD S T Overall survival
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Study Month
Denosumab 2256 2063 1986 1899 1814 1752 1679 1620 1547 1463 976 681 269 43
Placebo 2253 2077 1985 1880 1803 1742 1673 1613 1560 1484 993 713 281 37
HR < 1 favors denosumab. -
3
& 0.6
©
o
S 0.4
2 Number of Log rank
E 2 | Events/Patients HR (95% CI) p-value
g 0 —— Denosumab 208/2256 1.03 (0.85, 1.25) 0.76
'§ —— Placebo 204/2253
& 0 T T T T T T T T T T T T 1
Haukeland Uriversity Hospital 0 6 12 18 24 30 36 42 48 54 60 66 72 78
aukelan niversit ospita
yrese Study Month
Denosumab 2256 2157 2101 2029 1954 1886 1838 1782 1746 1695 1642 1211 720 239
Placebo 2253 2163 2107 2023 1942 1880 1839 1784 1743 1707 1660 1237 739 241

HR< 1 favors denosumab.



Adjuvant bisfosfonat

50

30+

18766 women
RR 0-94 (95% C10-87-1-01)
Log-rank 2p-0.08
10-year gain 1-1% (95% (1 -0-7 to 2.9)
Recurrence

Control 25-9%

Rea rmence (%)

20+

10+

0

17-4% Bisphosphonate 24-9%

16-3%

Recurrence ratefyear (%), events/woman-years and log- rank statistics

Allocation

Bisphosphonate
Control

Rate ratio (35% CI)

from (O-EWV

Years 04 Years 5-0 Yfears =10
363 (1415/28579) 2.24 (308/13 171) 0-87 (15/1724)
385 (1384/35084) 236 (314/13 323) 0-85 (17/1790)
0-93 {0-85-1.01) 0-98 (0-81-1-14) 072 (C10-01-1-43)
-41.9/5937 3171394 -18/55

Disgtant mcurrerce (%)

0

1B 766 women

R 007 (95% 1 0-85-0-04)
Log-rank 2p-0-03
10-year gain 1-4% (95% O -0-3t0 31)

Distant recurrence

Conkrod 21-8%

14E% Blsphosphonate 20-4%

130%

Déstant PECUTTENCE Rbeyear %), eventshenman-years and |og-rank statktis

Alccation Wizars D4 WVizars 55 Ve = 100
Bephosplonate 257 (117739 553) 144 253r13746) 067 (131532}
Caritral 320 {1170 36 571 142 (3313 931) 1.08 (31/1341)
Rabe cabio {35%0) 091 (0-93-0:9T) 0549 (0-81-1.18 0.4 [0 Z1-1.03)
from{o-EWW  -F4949 -07/1143 -5y

EBCTCG, Lancet, 2015



NEOADJUVANT TALAZOPARIB
VED BRCA MUTERT BRYSTKREFT



PARP hemmere ved gBRCA brystkreft
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ASCO 2018;

Neoadjuvant talazoparib, Litton et al.

Study Design

N=20*
Talazoparib Su Systemic Therapy of
1 mg orally daily Ak Physician’s Choice
| T y
Ultrasound Utrsousd CHraeoynet Residual Tissue Correlatives
\ - PP * 6 *{ patient took 5 months of talazoparib and then refused biopsy and
surgery and proceeded to chemotherapy
Eligibility TG
* Tumors > 1 cm Primary Objectives
* Clinical Stage I-llI « pCR (ypT0/is ypNO)
» BRCA mutation « RCB-0 + RCB-I
* No previous therapy for invasive breast cancer
Exclusion Secondary Objective
« HER2 positive « Evaluate toxicity

—— 20'18AS'C0.



Baseline Characteristics N = 20

Characteristics Number of Patients

Age Median=38 (Range 23-58)

White 7
Black 5
Race : -
Hispanic 5
Asian 3
| D
Clinical Stage Il 12
11 3
Ductal 18
Histology Lobular 1

Metaplastic-chondrosarcomatous

BRCA mutation 1 17
2 3
Tissue Receptor Subtype  TNBC (<10% ER or PR) 15

Hormone Receptor positive (>10%) 5




ASCO 2018;

Neoadjuvant talazoparib, Litton et al.

Pathologic Results

Number of Patients

RCB-0 RCB-I RCB-II RCB 3

PCR (RCB-0):  10/19 = 53%, 95% Cl = 32%, 73%
RCB-0+l: 12/19 = 63%, 95% Cl = 41%, 81%

wros:. 20B8ASCO  #ascots




Future Neoadjuvant trials in BRCA mutation carriers

Talazo

Platinum based
therapy

Talazo

Immune checkpoint

blockade

Talazo

Other DDR* inh
Ex ATR inhibitor

>

>

*DDR = DNA damage repair

.9
<« K3
‘06

Talazo alone

Talazo alone

Additive rather than truly
synergistic combinational
effects (1,2)

Strong rationale :

- Elevated NeoAg load (3)
- PDL1 upregulated by PARP inh (4

Talazo alone

SRRER (1) Rugo H et al, N Engl ] Med, 2016

JULES BORDET

TITUUT (2) Loibl S et al, The Lancet Oncology, 2018

Perhaps best explored for
sensitizing non BRCAm TNBC
to PARP inh ? (5)

(3) Strickland KC, Oncotarget, 2016 :
(4) Jiao S et al, Clin Cancer Res, 2017
(5) McCabe N et al, Cancer Res, 2006 m ’;;,I

e Haukeland University Hospital

www.helse-bergen.no



METASTATISK BRYSTKREFT



CDK4/6 HEMMER

- SAMMEN MED FULVESTRANTTI 1. LINJE...

Haukeland University Hospital www.helse-bergen.no



ASCO 2018; MONALEESA-3 studien,
Slamon et al.

MONALEESA-3: Phase lll placebo-controlled
study of ribociclib + fulvestrant

Primary endpoint
* Men and * PFS (locally assessed per

RECIST v1.1)
:::,S::::T::irzﬁusal Secondary endpoints

* Overall survival

HR+/HER2- ABC * Overall response rate
* No or <1 line of Randomization (2:1) « Clinical benefit rate

prior endocrine Stratified by:

* Duration of response
h f « Presence/absence of liver/lung . : p )
therapy for risds * Time to deterioration of ECOG

advanced disease Friar endicring thengly . :tient-reponed outcomes

* N=726 « Safety

* Pharmacokinetics

* Time to response

» Tumor assessments were performed every 8 weeks for 18 months, then every 12 weeks thereafter
* Primary analysis planned after ~364 PFS events

* 95% power to detect a 33% risk reduction (hazard ratio 0.67) with one-sided a=2.5%, corresponding to an increase in
median PFS to 13.4 months (median PFS of 9 months for the placebo arm), and a sample size of 660 patients

C, cycle; D, day; ECOG PS, Eastern Cooperative Oncology Group performance status; RECIST, Response Evalustion Criteria in Solid Tumors.
*Fulvestrant administered intramuscularty on Oycle 1 Day 1, Oycle 1 Day 15, and Day 1 of every 28-day cycle thereafter.

. 2018 ASC[() s eresenteo sv: Dennis J. Slamon, M.D., Ph.D.
G permeinitan raquired far revse
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1. eller 2. linjes behandling; fulvestrant + ribociclib



Primary endpoint: PFS (investigator-assessed)

100

_—
€
v
L
o
£
2
e N=242
o. No. of events, n (%) 210 (43.4) 151 (62.4)
Median PFS, months 20.5 12.8
(95% Cl) (18.5-23.5) (10.9-16.3)
Hazard ratio (95% Cl) 0.593 (0.480-0.732)
One-sided p value 0.00000041 i
1 ! L L ' i ! i ! 1 1 1 1 '
0 2 4 6 8 10 12 14 16 18 20 22 24 26
No. at risk Time (months)
Ribociclib + fulvestrant 484 403 365 347 324 305 282 259 235 155 78 52 13 0
Placebo + fulvestrant 242 195 168 156 144 134 116 106 95 53 27 14 4 0

. The hazard ratio of 0.593 corresponds to a 41% reduction in risk of progression in the ribociclib vs placebo arm

PRESENTED AT 2018 ASCO ,;,‘: Snt rresenten By: Dennis J. Slamon, M.D., Ph.D.

ANNUAL M
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PFS by prior endocrine therapy status

First line* Second line + early relapsers*

76 {31.9) 66 (51.2) n (%) 131 (55.5) 84 (77.1)

NR 18.3 e

0.577 (0.415-0.802) :‘g,“'gl)"““ 0.565 (0.428-0.744)

4.6 9.1

0 2 4 6 8 10 12 14 16 18 20 22 24 26 EBEETEEETEEEEEE’
¥ Fulvestrant + CDK4/6i ogsa aktuelt for 1. linjes behandling

fvesrane 129 109 99 91 88 8 78 75 68 40 18 10 4 0 e 109 83 67 63 54 47 36 29 25 12 8 4 0 ©0

*Treatment naive for ABC; 'Received up to 1 line of prior endocrine therapy for ABC.

£D AT 2018ASCIQ : Semcr o B eresenteo sv: Dennis J. Slamon, M.D., Ph.D.
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IMMUNTERAPI VED METASTATISK
TRIPPEL NEGATIV BRYSTKREFT

Haukeland University Hospital www.helse-bergen.no
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Immunterapi ved brystkreft?

Alexandrov et al. Nature (2013)




Turning ‘cold’ into ‘hot’ tumor

« fewTcells

* non-clonal T cells

* immunosuppressive TME
* low no. of antigens

» many T cells

* clonal T cells

* nO immunosuppression
» foreign tumor

expression expression

non-inflamed tumor inflamed tumor

Adapted from: Sharma & Allison. Science 2015
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ASCO 2018; TONIC studien,
Kok et al.

Efficacy induction+nivolumab - per cohort -

No induction Radio- Cyclo- Cis- Doxo-
(n=12) therapy phosphamide platin* rubicin
(n=12) (n=12) (n=13) (n=17)

The non-comparative design of this adaptive trial does not allow statistical comparison between cohorts
According to a ‘pick the winner’ concept the most promising cohort will be expanded in stage |l

1 MSI tumor. M.Kok et al J Clin Oncol Precision Oncology 2017

war: 2018 ASCO u-;:,,.’.:,w,.f,;,._.. rresenten sy:  Marleen Kok, MD, PhD 9

sutha:
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ASCO 2018; PARPi + pembrolizumab
TOPACIO studien, Vinayak et al.

Best Overall Response and Objective Response Rate (ORR)

T Response Rate, n (%)
P Efficacy Evaluable (N=46)*

Complete Response (CR) 3 (7%) . :
9 Patients still on treatment
Partial Response (PR)** 10 (22%) E > cn
Stable Disease (SD) 10 (22%) > 6PR
Progressive Disease (PD) 23 (50%) e

ORR (CR+PR) 13 (28%)
DCR (CR+PR+SD) 23 (50%)

*9 pts did not have evaluable post-baseline tumor assessments and were not included in the evaluable
population (6 pts discontinued due to AE; 1 due to clinical progression and 2 for other reasons).

**Responses include both confirmed and unconfirmed; DCR: Disease Control Rate; Data as of April 02, 2018

senrenar: 2018 ASCO “”" rresenten - Shaveta Vinayak, MD, MS
ANNUAL MEETING permiseis requived for revse




ASCO 2018; TOPACIO studien,
Vinavak et al.

Biomarker-Selected Populations

ORR DCR

Efficacy Evaluable Patients (CR+PR) (CR+PR+SD)

tBRCAmut patients (n=15) 9 (60%) 12 (80%)

HRRmut + tBRCAmut (n=20) 11 (55%) 16 (80%)

PD-L1 positive patients (n=25) 9 (36%) 13 (52%)
 Overall Response Rate in all evaluable (biomarker-unselected) patients (N=46): ORR 28%, DCR=50%

woa: 2018 ASCQ  #Ascot
ANNUAL MEETING

permeinilen ragu

resenten sy:  Shaveta Vinayak, MD, MS
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Garsdagen ldag

* billig diagnostikk * dyrere
» dyr behandling fordi diagnostikk/kreftgenomik
alle skal prgve den k
* billigere behandling fordi

narcenntilpasset
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