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Kemoterapi Taxan & EC or ddEC?
Endokrin terapi How long?
Immunoterapi?

Post-neoadjv. terapi Al / OFS+AI?

ER+/H ERZ; Kemoterapi Taxan - nabpaclitaxel? & EC or ddEC?

Carbo?

ER%/H ER+ (TN BC) Immunoterapi? If - how long?

Post-neoadjv. terapi  Cis/carbo?

Kemoterapi wPac-docetaxel? EC or ddEC? Platin?
HER2 targeteret terapi Double HER2 blocade?

Post-neoadjv. Terapi  T-DM1




Protokoller

ER+/HER2 -+ (High Risk ERpos)

Nivo-Neo Trial

ER+/HER+ (TNBC)
NordicTrip Trial

HER2+
NordicHER2 Trial



Christina Bjerre, RH National Coordinator

ER+, HER2-
Nivo-Neo Trial




Nivo-Neo Trial
ER+, HER2-, High Risk

Protocol Numbr: CA2097FL
IND Number: 136,843
EX-US Non-IND

7 Z EUDRACT Number: 2019-002469-37
» 1400 participants will be Deter 01-Jul2019
screened to treat 1200
eligible participants with CLINICAL PROTOCOL CA2097FL
A Randomized, Multicenter, Double-blind, Placebo-controlled Phase 3 Study of Nivolumab
: . Z Versus Placebo in Combination With Neoadjuvant Chemotherapy and Adjuvant Endocrine
° 7~
nivo l uma b (Arm A ) n 600 ) Therapy in Patients With High-risk, Estrogen Receptor-Positive (ER+), Human Epidermal
or Growth Factor Receptor 2-Negative (HER2-) Primary Breast Cancer
. (CheckMate 7FL: CHECKpoint pathway and nivoluMAD clinical Trial Evaluation 7FL)
 nivolumab placebo (Arm B; n Short Title:

= 600) Nivolumab or Placebo with Neoadjuvant Chemotherapy and Adjuvant Endocrine Therapy in
ER+/HER2- Breast Cancer

 in combination with
neoadjuvant chemotherapy
and adjuvant ET



7
%
47

Endokrin behandling



Under studiet - livskvalitet

ORTC QLQ-BR23

FACIT GP5



Table 9.5-1: Pharmacokinetic and Anti-drug Antibody Sampling Schedule for
All Participants (CA2097FL)

Time
(Relative To . .
Study Day of ) Event Nivolumab/Placebo Nivolumab PK Nivolumab IMG
Sample Collection Sample Sample
Dose)
Hour:Min
Neoadjuvant (Pre-surgery) PTX Treatment (Cycles 1-4, 1 cycle = 3 weeks)
Predose® 0:00 X X
CID1
l l e I EOI® 0:30 X
C2D1 Predosea 0:00 X X
® C3D1 Predose? 0:00 X X
S l l I d ] e l — Neoadjuvant (Pre-surgery) AC Treatment (Cycles 1-4, 1 cycle =2 or 3 weeks)
CID1 Predose? 0:00 X X
C2D1 Predose? 0:00 X X
C3D1 Predosea 0:00 X X
Adjuvant (Post-surgery)Treatment (Cycles 1-7, 1 cycle = 4 weeks)
Predose® 0:00 X X
CID1
EOIP 0:30 X
C2D1 Predose? 0:00 X X
(13 k bl d b2/ C3D1 Predose® 0:00 X X
12 “ekstra blodpraver
C7D1 Predose? 0:00 X X

Abbreviations: AC = anthracycline + cyclophosphamide; C = cycle; D = day; EOI = end of infusion;
IMG = immunogenicity; PK = pharmacokinetic; PTX = paclitaxel.




Under studiet - evaluering



Biomarkarer

* PD-L1(confirmed), PD-1,GEP, CD8 density, and TIL subsets in the tumor.
CD3, CD8, major histocompatibility com/plex class I/1l, and CD163.
Anafyses of messenger RNA (mRNA; and/or micro RNA [miRNA]) will be
completed using RNA isolated from tumor tissue.

« Secondly, pharmacodynamics biomarkers reflective of overall
intratumoral inflammation status may be assessed using pre- and post-
treatment tumor samples to understand potential synergistic effects of
combination therapy.

 Peripheral pharmacodynamics biomarkers may be assessed via immuno-
phenotyping and cytokine immunoassays using blood specimens.

» Potential utility of circulating tumor DNA (ctDNA) and/or other
circulating biomarkers in monitoring microscopic residualdisease burden
and detecting recurrence will also be evaluated.




Biopsi & Biomarkgrer

a: Biomarker sampling may be obtained

b: Whole blood for DNA sample may be taken on
C1D1 or any other visit.

D: Tumor tissue submission pr1or to randomization
is mandatory. A fresh biopsy is required if a

recent tumor specimen (collected 60 days) is not
available.

E: Optional tumor biopsy at this timepoint (o2 days,
if clinically feasible).

F:Blood draw at this timepoint may occur o2 days of
the day of surgery.

G: Sur%cal resection tumor sample collection at the
time of surgery is required for biomarker analysis.

: If biopsy or surgical resection is performed at
tlme of disease recurrence and/or progression, a
tumor sample {w1thm 40 days) should be submitted
to the central laboratory.

: ctDNA plasma collection at 1 year from start of
a?]utva(\jnt treatment, and then annually until the end
of 'study

Table 9.8-1: Biomarker Sampling Schedule for All Participants (CA2097FL)

Study Day of Serum for ‘Whole Whole Whole Plasma

Sample Event Soluble Whole Blood for Blood for | Blood for | Blood for for Stool Tumor
Collection Factor® Immunophenotyping” PBMC? DNAP C(DNA? Microbiome® | Biops;
---\

Neoadjuvant (Pre-surgery) PTX Treatment (Cycles 14,1 cycle 3 weeks)

-_-----I x|

Neoadjuvant (Pre-surgery) AC Treatment (Cycles 1-4, 1 cycle =2 or 3 weeks)

ep Jrewe [ x [ x [ x [ [ x [ x [ [
I I S S I A NS S
ey | ] x| o x [ x ] [ x [ x|
Adjuvant (Post-surgery) Treatment (1 cycle =4 weeks) —
op e [ x [ x [ x [ [ x [ x [ [
Go feee | x| x| x [ | x | x [ |
-—----_-

End of Adjuvant
Therapy

Disease
Recurrence
and/or
Progression

Follow up Period

Follow ups
(annually until
the end of study)




Patologi efter OP: RCB

* The primary tumor bed area in its 2 dimensions. For multifocal
tumors (defined as the presence of 2 or more foci of cancer within
the same breast quadrant), the largest lesion must be > 2 cm and
designated as the “target” lesion for the RCB determination.

* The overall cancer cellularity (percentage of area).

« The proportion of in situ disease (percentage of area).
* The number of positive lymph nodes.

* The diameter of the largest lymph node metastasis.



| DK forventes fgrste pt
randomiseret i feb 2020

v/

T BMS indsender til Etisk Komite og
el R LMS i november

e

4 sites i DK - RH, Herlev, Naestved og
ﬁ Arhus, 5 pt hvert sted.

39 mdrs enrollment






Bent Ejlertsen, RH National Coordinator

ER-, HER2-
NordicTrip Trial
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Hvis ikke pCR + 6 mdr’s
Capecitabine
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Allocated Allocated Logrank Variance  Dose-intense: standard schedule
dose-interse  standard O-¢ of O-£

(A1) Shorter interval between cycles (same drugs, doses, and number of cydes in each arm) (i =8.0; p>0.1; NS)

92E GONO MIG1 Italy GFE00EGCCH0D [q21 vs q3) : (383 149."604 7610 -67 707
1 1 3 g;IDP(M(,a 93‘4':::’% }?T&Lit:fmm?; fm;iz[::ls‘)’;;?zlz wq3) illi P15 2;2:':301 szmm - 3—22 1;;;
Increasing the dose intensity of chemotherapy by 7 Bapeth Germary  3320C6001 4213 s m Caes a6 25
frequent administration or sequential TGy | NESACED0- FiooLPS a2 s Homs  ouker gneo i o9
more R q . q . mluusclwc GE120P175 Q21 v q3] - ' EL5PL5 9/50 “1orst -10 36 :
scheduling: a patient-level meta-analysis of 37298 L e Jmn  gomn 53 i .
women with early breast cancer in 26 randomised aat IR 2 | | 2pec000s
o (A2) Shorter interval between cycles (but additional drugs in control arm) (x}=1.9; p»0-1; NS) :
t r'l a lS 93¢ EORTCI0921/MA 10 (HE120C830q21 vs HF500x2E60x2075x24q4)F E20 139/224 132/224 18 532 -

93W Hamburg GermanyS 4E120C600q21 vs 4E90C600G3: 1CMFq4 €20 (187 patsents) (o data)

99Y GEPARDUO Germarty  [4AS0D75q21 »s (4ACAD100)g3]¢ AL3D11 91454 1047456 78 448

DOY GASG Germany$ (AE1201,4P175)q2 vs (AECAP175)q3 E20P15 (8B4 patents) (na data)

078 SBG PANTHER Sweden  (4E100C825.4D80)q2 1 vs (IFSDOEI00C500.30100)q3t E1.5012 122/1006 1571008 -135 653

W Subtotal with datas 35211684 393/1688 -194 1633 = 0-89 (0-76-1-03)
{20.9%) {233%) i | reduction

(A3) Shorter interval between cycles (plus additional treatment in dose-dense arm) (x|=4-3; 2p=004)
DOF MA.21 Canada (BE120C330q21 vs 4ACq3); 4P175q3 E/A2D 168/701 702 -339
020 PREPARE/Germantic 49  [(3€150,3P225)q2*, 3CMF g4 vs (4EC.4P175)q31 |t E25P9 118/363 128/370 12

* Reduktionen er nok moderat, men - - e,

(B1) Sequential vs concurrent anthracycline and taxane usage (same drugs in each arm) (x(=15-3; p=0-004)

. . 9BD BIG 02-98 (3A75:30100 v 4A50D75) q3. 3CMF g4 AL5D13 198/959 2371960 -245 100-2
) St d d k t p g 99 NSABP B-30 USA (4AC.ADI00 vs 4ADCY) 43 A12D13 241783 WynzBe 395 1656
an a r emo era ] VS . ] n en OOH BCIRG 005 USA (4ACADI00 vs GADC) g3 AL2D13 492/1645 481/1649 69 230-2
. e 01~ HORG CT/01.04 Greecn (469040753 vs BE75075' ) g3 £12010 280329 w51 153
reducerer risikoen for brystkraeftded 03K TAXGI0 Chin (4DIOAAROIESC00w SOPASORSOCSO0N @D £13013 (603 it (rodaa
068 Sanoh-Avents USAS (4ACADIDD vs GADC ') + Bev15x34 3 AL2D13 (155 patients) (no data)
06T BOOG 2007-02 NL (4AC4D100 vs BADC' ) g3 A1:2D13 211100 39/102 -103 132
m ed 1 / 3 [ sobtors! with datas 1063/4820 118Y4824 725 5246 & | 087(080-095)
° (2214%) (245%) | reduction 2p=0-002

(B2) Sequential vs concurrent anthracycline and taxane usage (but some difference in drugs between arms)

3 3 - = a A p y
* Dose-dense kemoterapi vs. ingen - med B et e AT e

B Subtotal with data§ 114/669 471715

. 084 (065-1.07)
antracyclin og taxan - nedsaetter . e | lon
4o 9 e b i, - OO | |
risikoen for brystkraeftded med ca 40% oy B ae. B wme e -
° . DOX HE 10/00 Groace [{3E110:3P250)q2 " vs 4EB3P187 g3 3CMFq2! E20P20 155/564 1774557 -107
- » 5 : i 5] /! ;
de forste 10 ar efter diagnose. A L A L L e R

D40 NSABP B- 38 USA (AAC:AP175)q21 v 6ADCQ3! AL8PD-18 2791634 29111630 -73 .
I sobter 826/3323  933/3284 791 ! 5 | 0-82(074-0-90)
{249%) {284%) ! | reduction
2p<00001

(D) Same total dose in fewer cycles (xi=0-1; 2p>0-1; NS)

85A CALGB 8541 USA (AF600x2AB0CH00 vs HF400x2A40C200]) g4 . 269/528 791522

BET1NCC Japan§ (6C130M26FBO0A26 vs 12C65M13F300A13) @ patients

94L SWOG 9313 USA |{4A40x2q3.3C2400q2) vs GA54C1200q3 |4

[l sobtotal with datas : <3 0.93 (0-84-104)
i | reduction
| 2p=019;NS

EBCTCG: Early Breast C Trialists’ Collaborative G - (0.821-0.893) | t [spaomerm
: Early Breast Cancer Trialists’' Collaborative Group R P<0.0001 ;

2p<00001
Lancet 2019; 393: 1440-52 e ) e

a ("2 10




EBCTCG:

Early Breast
Cancer Trialists'
Collaborative
Group

Lancet 2019; 393: 1440-52

A Any recurrence, ER-negative (10900 women)

50- —#- Dose-intense
—e- Standard schedule
RR 0-85 (95% C1 0-80-0-92)
Log-rank 2p<0-0001
10-year gain 3-7% (95% Cl 1.7 to 5-8)
301%

Recurrence (%)

0 5 10
Recurrence rate per year (%) and log-rank analyses
Allocation Years 0-4 Years 5-9 Years =10
Dose-intense 632 (1374/21741) 1.99 (213/10697) 150 (64/4266)
Standard schedule 7-45 (1593/21390) 210(217/10342) 1.50 (66/4387)
Rate ratio (95% Cl) from 0-84 (0.77-0-91) 0-94 (0-75-1-12) 0-98 (0-63-1:33)
(0-B/V  -119-8/6713 -6-6/103-5 -07/317

B Breast cancer mortality, ER-negative (10900 women)

501 RR0-86 (95% C1079-0-93)
Log-rank 2p=0-0002

10-year gain 3-1% (95% Cl 1-3 to 5-0)

Breast cancer mortality (%)

0 5 10
Years
Death rate peryear (%) (total rate - rate in women without recurrence) and log-rank analyses

Allocation Years 0-4 Years 5-9 Years =10
Dose-intense (95% Cl) 3-92(3-67-4-18) 176 (1-52-1.99) 0-77 (0-55-1-00)
Standard schedule (95% Cl) 447 (420-474) 207 (1-82-2:33) 0-82(0-59-1:04)
Rate ratio (95% C1) from 0-86 (0-78-0-95) 0-83 (0-66-1-00) 0.94 (0-54-134)

(O-E)/V -683/4631 -20-9/111.7 -1-4/22.5

Figure 6: 10-year recurrence (A) and breast cancer mortality (B) by oestrogen receptor status




Post -
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C Disease-free Survival among Patients with Triple-Negative Disease D Overall Survival among Patients with Triple-Negative Disease
— 1.0+ 1.0~
S
:E; 'Tg Capecitabine
l 0.8 0.8
PO S % Capecitabine S
- o Y
= =
S 06- g 0.6 Control
§ Control 6
d a 5 04
0.4+ .4
s =
= 3
B 0.29 Hazard ratio for recurrence, 2 0.2
© [ :
° ° ) second cancer, or death, 0.58 a Hazard ratio for death, 0.52
a 95% Cl, 0.39-0.87 95% Cl, 0.30-0.90
0.0 T T i} T T 0.0 T T T T T
0 1 2 3 4 5 0 1 2 3 4 5
Years since Randomization Years since Randomization
No. at Risk No. at Risk
Capecitabine 139 109 96 76 42 11 Capecitabine 139 124 116 91 50 11
Control 147 95 84 69 47 6 Control 147 125 108 82 52 9

June 1, 2017
Engl J Med 2017; 376:2147-2159
DOI: 10.1056/NEJMoa1612645



https://www.nejm.org/toc/nejm/376/22%3Fquery=article_issue_link




Annalsof Oncdlogy . . : . ideli i
m e kg N = ESO-ESMO 3rd international consensus guidelines for breast cancer in
= Pubihed oniine 4 une 2019 THEBREAST | young women (BCY3)

Shani Paluch-Shimon * ", Olivia Pagani ™', Ann H. Partridge <, Omalkhair Abulkhair ¢, N CC N G u id e I i nes V3 5 20 19

Maria-Joao Cardoso ¢, Rebecca Alexandra Dent !, Karen Gelmon £, Oreste Gentilini L

Early breast cancer: ESMO Clinical Practice Guidelines

i i Nadia Harbeck ', Anita Margulies’, Dror Meirow *, Giancarlo Pruneri ! Elzbieta Senkus ™,

for dlag nosis, treatment and fO”OW-UpT Tanja Spanic ", Medha Sutligff°. Luzia Travado ¢, Fedro Peccatori %2, Fatima Cardoso * ™? B EVen though the results of randomized trials show improvement in pCRirateswhen
carboplatin is added to anthracycline- and taxane-based chemotherapy, the long-term
outcomes such as OS or DFS associated with the incorporation of carboplatin are not yet

E g;iz:?;’g’n'(gggl;:ﬁihig:&g‘g&;iﬁ:‘:'&fgj; PPoortmans27 LT Rubloys Zackrssong& « The inc.orporation‘ of pla.tinum agents in TNBC or BRCA-associated tumors in the known. Therefore, at this time, the NCCN Panel does :ot recommend aZdition of

: ¢ neo-adjuvant setting to improve pathological complete response rates (pCR) may carboplatin to neoadjuvant standard chemotherapy for patients with TNBC outside a
Leicansidered: however; 7 s, contpoversial. 17121 i ] NCCN Guidelines Version 3.2019
The addition of a platinum compound may be considered in . The use of platinum agents can further adversely impact fertility and increased ég(’“:":’k"” e B Canea

triple-negative tumours and/or in patients with deleterious toxicity may compromise standard duration and dosing of systemic treatment,
BRCA1/2 mutations [I, C] and this needs to be clearly communicated to patients.

eoadjuverende Carboplatin til TNBC?

Et vedvarende tilbagevendende spgrgsmal




Neoadjuverende Carboplatin til TNBC?

Carboplatin - vs.

pCR - vs.




NS EEREWAS
SABCC 2018

Spring L

Results: Select Sfudy Characteristics

* Publication dates (range): 1999-2016
% Patients by Type of Study

* Broad global patient population,
including United States, Mexico, Europe, 0
Kuwait, Saudi Arabia, China, Japan, and 6.1% 42.8%
Korea '

» Median follow-up for recurrence (range):
48 months (21.3-107) = Randomized clinical trial

Single arm trial

» Median follow-up for survival (range): Retrospective study
49.9 months (31.2-118)




pCR and EFS _ OS

Results: EFS and OS in Overall Population

o oo
e Y0
S0 e 507
T |
60" 60 %
S0"% S0".

5-year EFS pCR vs
RD: 88% vs 67%

5-year OS pCR vs
RD: 94% vs 75%

Event Free Survival
Overall Survival

Blue: pCR group
Orange: Residual disease (RD) group




PCR og OS og subtype

_.| 5-year EFS pCR vs
= RD: 90% vs 57%

|




- GeparSixto and CALGB 40603: e

4 Paclitaxel 80 mg/m? wkiy x 12 E:LEUel &) i

Paclitaxel 80 mg/m? wkly x 12 Lo ¥ Surgery**
Bevacizumab 10 mg/kg q2wks x 9 XRT*

__No Adjuvant
Systemic
Treatment
Planned*®

U PN U R Y

Ppv ERRERNERRRENEEREND

N=315 / CE"‘ 2
Stage 11/l E m..N B N == =

\llllllllllllllllll P B

epmco HHERRRRRERRRERENED

TNBC

v umab 10 m q2wks x 9
B Paclitaxel 80 mg/m* q1w M carboplatin AUC 1.5° q1w i Bevaciz b 0 9"‘9
Research biopsies-

8 Bevacizumab 156 mg/kg q3w Non-pegylated liposomal doxorubicin 20 mg/m? q1w frozen and fixed

BrighTNesS TRIAL

countries

lalllsY  Veliparib 50 mg BID
+ carboplatin + paclitaxel
Arm B
Screening |==>|.- Placebo BID Doxorubicin +
+ carboplatin + paclitaxel cyclophosphamide

< Day -28

Arm C Placebo BID
et + placebo + paclitaxel

Informed
Consent

Randomization
2:1:1

CARBO AUC 6
q3 weeks



Carboplatin gav gget

BrighTNess Trial: ADDITION OF CARBOPLATIN
' INCREASES pCR

N [ Paclitaxel + carboplatin + veliparib

GeparSixto Lottt =kl (i) ¥ [ Paclitaxel + carboplatin + veliparib placebo

CARBO AUC 1.5-2 1% pickegag 2 [ Paclitaxel + carboplatin placebo + veliparib placebo
100+

weekly % —

50%
0%
30% 3 yv DFS 76.1%
20%

N=212
sikov W, et al. J Clin Oncol 2014

p<0-0001

R 88% pts completed
taxol/carbo

~27% pCR
Li

complete response (%)

CALGB 40603 : Await EFS and OS

CARBO AUC 6
q3 weeks

Patients who achieved a pathological

N=157 N=158

wvon Minckwitz G, et al. Lancet Oncol 2014 n=316 n=160 n=158

Loibl S Lancet Oncol 2018




Neoadjuverende carboplatin

Studier har N til at finde p(
ikke langtidsoverlevelse....

Platin-baseret NACT ager p
fra 37,0% - 52,1%, p< 0.001

OR (95% CI) Platinum Controls

Random effect (I-squared = 56.3%, P=0.019) i) 1.96 (1.46, 2.62)  545/1046 393/1063

Poggio F Ann Oncol 2018




TNBC er en heterogen sygdom - usandsynligt at
mere kemo (eller platin) er nadvendig til alle

Basal-like B
ER2-enriched B

Luminal A B

HR-/HER2-
HR-/HER2+

M HR+/HER2-
M HR+/HER2

Luminal B
Normal-like S
Basal-like

n=473

Distribution of the intrinsic molecular and pathology-based subtypes within triple-negative and
basal-like tumors.
Abbreviations: HR, hormone receptor; TNBC, triple-negative breast cancer.




TNBC er en
heterogen sygdom -
usandsynligt at mere
kemo (eller platin
er ngdvendig til alle

Complex Interactions among Molecular
Classifications of TNBC

Garrido-Castro AC et al, Cancer Discovery 2019

Triple-negative breast cancer
(lack of ER, PR, and HER2 by IHC/FISH)

< Transcriptom > Proteome Genome ‘; - Epigenome > Immune BRCA-related

N — - - —— e

ST Luminal luminal Infl 4
PAMS50 subtypes Surface epithelial Mut/CNA pathways Mu.;r::;tlir;(:‘nsl;;;lan‘?"es el;c?;ndee?j
TNBC types Cytosolic/nuclear  (p|3K/AKT/mTOR, RTKs desert

JAK/STAT, NOTCH)
Mutational signatures
BRCA1/2 mutant
(germline or somatic)

Hypermutation

PDJ amplicon Immune environment MMR deficiency
Stromal axes characterization APOBEC
BRCAness

BRCAT1 promoter
HRD score

Basal (IHC/PAM50)
Tumor BRCA

AR-positive Integrative clusters



Neoadjuvant
(n=3771, GBG trials)

p<0.0005 p<0.0005 p<0.0005

437

pCR rate (%)

01\: 1667 1369 725 759 435 172

605 512 262
all patients lum/HER2-

HER2+

260_373 273
TNBC

low (0-10%)

intermed. (11-59%)

. high (260%)

TiLs high

TiLs int.med,

Survival rate (%)

Tits low

w MR 95%Cl
—_— T
080 056115
057 039085

0,0 TNBC: DFS log-rank p=0-02; n=632
& 75  so 75 10 13s
Disease-free survival time (months)

Denkert et al, Lancet Oncol, 2018

ESRESV ™™
2019

Adjuvant
(n=2148, TNBC)

Current guidelines

St. Gallen consensus 2019
»-..the panel recommended that
tumor infiltrating lymphocytes
(TILs) be routinely characterized
in triple negative breast cancer
(TNBC) because of their
prognostic value.”

P<.0001

Strata
== 0 positive node and stromal TILs < 30%
0 positive node and stromal TiLs = 30%
== 1-3 positive nodes and stromal TILs < 30%
o -3 positive nodes and stromal TILs 2 30%
> 3 positive nodes and stromal TILs < 30%
+ > 3 positive nodes and stromal TiLs > 30%

iDFS (probability)

0 1 2 3 4 5 6 7 8 9 10
Time Since Random Assignment (years)

New WHO classification of
breast tumors (in
preparation)

TILs are a new standard
biomarker in TNBC

Loi et al, J Clin Oncol. 2019, Mar 1

Ann Oncol. 2019 Aug 2. pii: mdz235. doi: 10.1093/annonc/mdz235. [Epub ahead of print]

Estimating the Benefits of Therapy for Early Stage Breast Cancer The St Gallen International
Consensus Guidelines for the Primary Therapy of Early Breast Cancer 2019.
GBG ‘

EP1, Thurlimann B10.

TlLs & prognosis and prediction



Stromal TILs

&
Carboplatin

DOI: 10.1200/JC0.2014.58.1967
Journal of Clinical Oncology 33,
no. 9 (March 20, 2015) 983-991.

TNBC n = 255
Stromal TiLs

CCL5
CXCL9
CXCL13
CD8A
PD1
PDL1

CTLA4
FOXP3
IDO1
IGKC
CD80
CD21

OR (95% ClI)

1.16 (1.04 to 1.28)
1.30 (1.07 to 1.56)
1.17 (1.02 to 1.33)
1.18 (1.04 to 1.35)
1.21(1.01 to 1.46)
1.27 (1.05 to 1.53)
1.44 (1.18 to0 1.77)
1.30 (1.07 to 1.58)
1.09 (0.84 to 1.42)
1.18 (1.05 to 1.32)
1.10 (0.998 to 1.21)
— 1,74 (1.28 t0 2.38)

0.99 (0.89 to 1.11)

0.6 0.8 1.0 1.2 1.4 1.6 1.8 2.0 2.2 2.4
«Less pCR More pCR =




HDR status (homologous repair deficiency

platin

?

Table 2

Efficacy of platinums or DNA-damaging chemotherapy according to HRD status in breast cancer

Clinical trial

PrECOG 0105
Cisplatin-1
trial
Cisplatin-2

trial51

Gepar-Sixto
trial®
SWOG S9313

trial27

TBCRCO09
trial28

TNT trial2®

Drug

Platinum salts

Carboplatin

Doxorubicin and

cyclophosphamide

Platinum salts

Carboplatin

Study population

Neoadjuvant TNBC

Neoadjuvant TNBC

Adjuvant TNBC

Advanced, first or
second line TNBC

Advanced, first line
TNBC

HRD role

Patients who were HRD-positive had higher comp

Patients who were HRD-positive had a better prognosis compared with HRD-

negative. Nor| t conclusions regarding the predictive role of HRD for

addition |

Patients who were HRD-positive had a better DFS, even be

Higher HRD scores were reported in responding patients, i
BRCA1/2 mutational status.

ORR did not correlate with HRD-score of the primary tumours.

¢ HRD, homologous recombination repair deficiency; ORR, overall response rate; TNBC, triple negative breast cancers.

t

http://dx.doi.
org/10.1136/e
smoopen-2018-

000480


http://dx.doi.org/10.1136/esmoopen-2018-000480

§ Carboplatin medfgrer hgjre pCR

Tillaeg af carboplatin virker i en undergruppe af patienter,
men vi har ingen sikre biomarkerer (HDR? TILs?), det kan
udpege hvilke pt det gavner

N eo = Ingen klare forbedring af DFS og OS

adjuverende
Ca rbo p lat'i n? Carboplatin har en handterbar bivirkningsprofil

Medfarer Carboplatin’s toxicitet mindre taxan/antracyclin?!

Det er billigt




Post-neoadjuvant therapy in TNBC

Cis- or carboplatin
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Nordic Trip
ER-, HER2- (TNBC)

» 820 participants will be eligible
participants

NORDIC TRIP/NBG-19-01; SWEBCG 19-01

A TRANSLATIONAL RANDOMIZED PHASE 11l STUDY EXPLORING THE EFFECT
OF THE ADDITION OF CAPECITABINE TO CARBOPLATINUM BASED
CHEMOTHERAPY IN EARLY “TRIPLE NEGATIVE” BREAST CANCER

Protocol Identification Number: NordicTrip / NBG-19-01

EudraCT Number: 2018-002080-25

Sponsor: Department of Hematology, Oncology and Radiation Physics, Skane Univerisity Hospital
Involved Organisations:

National organisations:

Swedish Breast Cancer Group (SweBCG) and Swedish Association of Breast Oncologists (SABO)
Danish Breast cancer Group (DBCG)

Finnish Breast Cancer Group (FBCG)

Icelandic Breast Cancer Group (IBCG)
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Nordic Trip

E Epirubicin

’? Cyklofosfamid

B Pacitaxel

X Capecitabine

I Caboplatin
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Billede-
diagnostik

CT or MRI scan of thorax/abdomen asscreening for
metastatic disease in cases with clinically node
positive disease (N+by sentinel node biopsy only
excluded) or clinically T3-4 tumors).-

Breast imaging (mammography and
ultrasoundand/or MRI) before and after two
treatment cycles and according to local routines
during follow-up.

In case of uncertain response, a second on
treatment evaluation can be added after four
treatment cycles.-

Clinical assessment of the locoregional tumor
extent will be recorded at baseline, after two
treatment cycles and preoperatively after the end
of preoperative chemotherapy.



Translation

To determine the pCR rates in different treatment
arms stratified for (HRD) positive vs. HRD-
negative/HRD-intermediate

To characterize different subsets of TNBC in terms
of morphology, epigenetic alterations as well as
somatic and inherited genetic alterations.

To determine the pCRrate and long-term outcome
in subsets of TNBC with defined molecular genetic
alterations including BRCA1, BRCA2 and PALB2
germline mutationsand others, BRCA1, BRCA2 and
PALB2 somatic mutationsand others and BRCA1 or
RAD51 promoter metylation.



Translation

To determine the pCR rate and long-

term outcome in different histological
subtypes of TNBC

To determine the pCR rateand long-
term outcomein subsets defined based
on markers of immune response, eg
tumor infiltrating lymphocytes and
PDL1-expression

Analysis of circulating tumor DNA and
circulating immune-markers as a
marker of treatment response and
long-term prognosis



Study Period: Estimated date of first patient
enrolled: ”fesability” 1 September 2019

15 sites in Sweden, 8 sites in Denmark, 1 site
in Finland, 1 site in Iceland

o Anticipated recruitment period: 3 years

ﬁ Estimated date of last patient completed
(treatment phase): 31 March 2023

Treatment Duration:18-21weeks
Follow-up:10 years
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TRAIN-2 studiet

438 patienter li%eligt randomiseret til FEC (3 serier) efterfulgt af
paclitaxel (dag 1 og 8) og carboplatin (6 serier) ELLER 9 serier paclitaxel
og carboplatin som i anthracycline gruppen + trastuzumab og
pertuzumab i begge grupper.

Primaere end-point var andel ptt med pCR i bryst og aksil

| anthracyclin gruppen sas pCR hos 141 (67%, 95% Cl 60-73) | non-
anthracyclin gruppen var tallene 140 (68%, 61—74).

| USA anbefales paclitaxel, carboplatin og dobbelt blokade

Hvorvidt tillaeI%I af carboplatin til paclitaxel indebaerer en fordel er
uafklaret ved HER2 positiv brystkraeft



Katherine studiet

» Katherine studiet inkluderede 1486

HER2 positive patienter som ikke . p3 paggrund af Katherine

havde opnaet komplet respons pa
neoadjuverende behandling

« Randomisering til 14 ugers
behandling med TDM-1 eller
tradtuzumab

» DFS signifikant bedre blandt pt
behandlet med T-DM1 (HR=0,50, CI
0,39-0,64)

 Flere bivirkninger som farte til
behandlings stop i T-DM1 gruppen
(18% vs. 2%)

studiet har FDA godkendt TDM-
1 som postoperativ behandling
til patienter som ikke opnar
komplet respons efter
neoadjuverende behandling







? UNIVERSITY OF COPENHAGEN

g NordicHER2 Trial
ER2

A Nordic collaboration

Key eligibility

1. HER2 positive breast cancer and residual disease
after taxane, trastuzumab plus pertuzumab based
neoadjuvant therapy.

Objectives

1. To compare efficacy and toxicity of ddEC followed
trastuzumab emtansine (T-DM1) against T-DM1
alone.

2. To evaluate response according to PAMS50

Endpoints
1. Invasive disease-free survival.
2. BCSS, DRFS and OS.

3. Her2-enriched vs not

DBCG, Rigshospitalet 26

PCR Ptrastuzumab

S
12-18 weeks |,
paclitacxel | R R T-DM1
+trastuzumab (Es Ng
N
+pertuzumab R 5
vy RDpP O
M
| ddEC
4 >E EEE| T .pm1
E CCCC

Will involve centers in Denmark and ?.
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