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Caso Clinico:
Carcinoma de Mama
Triple Negativo. Cual es

el mejor tratamiento
sistémico ?
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1. Introduccion: Cancer de Mama Triple Negativo

SUBGRUPO HETEROGENEO
Aprox. 15 % de carcinomas mamarios
Desproporcionada tasa de recaidas y mortalidad

Ausencia de Terapias Blanco-Especificas(-excepto-en pacientes con
mutaciones de BRCA1 /2, 20% de tumores TN )

La Quimioterapia constituye el tratamiento sistémico

Localized Btesdt ¢ i és Breast cancer-metastatic




1.
Introduccion:
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1. Introduccion: Principales Caracteristicas Clinicas

* Mayor proporcion en Mujeres Premenopausica
* Predominantes en mujeres de raza negra e hispanicas
* La mayoria tienen un curso clinico agresivo
* A menudo se presentan como tumores del intervalo
 Alto indice de proliferacion: ki67 > 20%
* GH3
* Mayor riesgo de recurrencia a distancia y recaida local
* Mayor compromiso visceral y en SNC en pacientes con enfermedad avanzada
* Rapida progresion desde la aparicion de la metastasis y la muerte
* La mayoria de las muertes ocurre dentro de los 5 afios
Relacidn con la obesidad



1. Introduccion: Principales Caracteristicas Clinicas

* Relapse patternt'!

Distant Recurrence Following Surgery!3

. ' - ' 0.35 -
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ER+ 123 39 7 54 Yrs After First Surgery
HER2+ 78 7 12 81

1. Lin NU, et al. Cancer. 2008;113:2638-2645. 2. Liedtke C, et al. J Clin Oncol.
2008;26:1275-1281. 3. Dent R, et al. Clin Cancer Res. 2007;13:4429-4434.



1. Introduccion: Caracteristicas Patologicas

1. Tipos Histoldgicos de pobre
prondstico

Carcinoma ductal Infltrante de alto grado, NOS  Carcinoma Metaplasico: diferenciacion
escamosa, condroide o cél. ahusadas. Pobre

prondstico

Necrosis, proliferacion fibrosa, infiltrado linfocitario
intratumoral y peritumoral. Ausencia de CDIS

2. Tipos Histologicos de buen
prondstico
Carcinoma Medular: alto grado mitotico,

denso infiltrado linfocitario. Mejor
pronostico

Tumores Adenoide-wuistico: Bajo grado.
Componente epitelial y mioepitelial. p63y
c-kit +. Buen prondstico




1. Cancer de mama triple negativo
Introduccion:

1f1i ' A a20570% 2.7%
Clasificacion A @
HER2-enriched | 7-8% 18.2% -
10.6%

Molecular vl A s

: £Q £0/ M HR+/HER2-
WISIES N EHR+/HER2+
Normal-like N 4
TNBC Basal-like
n=412 n=473
Molecular Characterization of Basal-Like and Non-Basal-Like Triple-Negative Breast Cancer.

Oncologist, Feb2013, Vol. 18 Issue 2, p123-133, 11p, 5 Diagrams, 1 Chart, 2 Graphs
Graph; found on p125




1. Introduccion: Clasificacion molecular de Tumores TN

Classification of TNBC into 6 different subtypes
PO s R e Gene expression based classification |

Basal-like 1 (BL1): Cell-cycle,
proliferation and DNA damage response
genes

GO Terms/

Training Set Validation Set Canonical Pathways

Basal-like 2 (BL2): Growth factor
signaling (EGF, MET, Wnt/B-catenin,
IGF1R)

— DNA repair defect

Immunomodulatory (IM): Immune cell
and cytokine signaling (overlap with
medullary breast cancer gene signature)

— Immune response

I-Mesenchymal (M): Cell motility and
differentiation (Wnt, ALK, TGF-8)

Mesenchymal stem-like (MSL): Similar
to M, but increased growth factors
signaling, low proliferation, enrichment of
genes associated with stem cells

Luminal androgen receptor (LAR):
Enriched in hormonally-regulated
pathways, androgen receptor signaling.
Displays luminal expression patterns
(molecular apocrine carcinomas)

Androgen receptor

Lehmann et al, J Clin Invest 2011 activation

Lehmann, J Clin Invest




1. Introduccion: Nuevas modalidades de

tratamiento en tumores TN
Are There Any Clinically Relevant

Subgroups of Triple-Negative
Breast Cancer in 2018?

TNBC

Histologic
examination for
tumor-infiltrating
lymphocytes (?)

Germline BRCA1/.
and HR pathway
gene mutation testing

(Somatic BRCA
mutation testing) (Immune signature
by gene expression

microarray)

(HRD score, HRD
scar biomarkers)

IHC for androgen
receptor (?)

(Androgen-related
gene signature by
genomic diagnostic
assay)

(Sequencing for
PIK3CA/AKT1/
PTEN alterations)

IHC for
targetable cancer
epithelial
antigens

Tested
negative

v

Defective DNA
repair:

v

platinums and PARH
inhibitors

immunotherapy

Inflamed phenotype:

v

Androgen receptor—
positive:

androgen blockade

v

PIBK/AKT/PTEN
altered:

AKT inhibitors

v

Unique antigen-
expressing:

antibody-drug
conjugates

v

Unclassified
TNBCs:

chemotherapy and
clinical trials

Jack J. Chan; Tira l.Y. Tan; Rebecca A. Dent
Journal of Oncology Practice May 11, 2018




2. Potenciales
Ventajas de |3

Terapia
Neoadyuvante

1. Mejorar el “downstaging” tumoral

A. Tumores irresecables— Tumores resecables
B. Mastectomia— Cirugia Conservadora

C. VAG— Ganglio Centinela

D. Mejoria de los resultados cosméticos

E. Reduce la morbilidad de la cirugia

2. Temprano inicio del Tratamiento Sistémico

3. Evaluacion “in vivo ” de la respuesta tumoral. Permite
mejorar la estimacion pronéstica ( RCp vs. no RCp; Carga
Tumoral Residual, presencia de TILs )

4. Provee la oportunidad de evaluar marcadores
prondsticos subrogantes de respuesta al tratamiento



2. Potenciales
ventajas de |3

Terapia
Neoayuvante

5. Mejor seleccion de las terapias
adyuvantes de acuerdo o no si alcanzé
RCp ( TN capecitabine ; Her2+ TDM-1)

6. Permite tiempo para el testeo genético
y considerar las opciones quirurgicas

7. Acorta el tiempo para la aprobacion de
nuevas drogas por las entidades
regulatorias

8. Mejora la confianza de la paciente al
observar la disminucién/desaparicion del
tumor



2. Un Equipo Multidisciplinario es Esencial para la
planificacion de |a Estrategia Terapeutica

Discussions of

the benefits of
neoadjuvant vs. adjuvant
treatment from each
speciality’s standpoint

o
Surgical, medical

and radiation oncologists
involved in treatment
plan design

Early involvement of

plastic surgeons and
geneticists further

facilitates the treatment plan

Staging studies may
be needed before
treatment initiation

Additional imaging studies/interventions may be
necessary to better define the extent of
loco-regional disease and plan therapy




Diferentes Objetivos en Enfermedad
Temprano vs. Metastasica

Early BC Metastatic BC J

The ultimate goal of eBC
treatment is to cure patients’

s

Treatment goal = optimise
rvival and quality of life2

.

If unsuccessful

Failure of eBC treatment leads to more patients having, and dying of, mBC

Important to treat patients with eBC as early as possible; delaying treatment with anti-HER2 therapy
leads to increased risk of disease recurrence or death® and thus more cases of mBC



2. Potenciales Ventajas de |la Terapia

Neoadyuvante
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2. Potenciales Ventajas de la Terapia
Neoadyuvante

Meta-analysis of ten randomised trials in BC* showed that mortality
rates are similar with neoadjuvant or adjuvant chemotherapy only

Breast cancer mortality (%)

Breast cancer mortality All-cause mortality

60-

50+

40

30=

4756 women, 139 deaths 4756 women, 1604 deaths
15yearloss 0.7¢ (funi'27,4..) 15 e loes u. % T20% I 3.2, 3.8) i
RR 1.06 (95% C 0. 5, 1.13) 3 RR 1.04(35% C10 94, 1 15) Adjuvant
Log-rank p = 0.3 J e Log rank p=0.15 41.2%
Neeoadjuvant. > .
-®— Neoadjuvant 34.4% ﬁ 40- -@— Neoadjuvant 31.9%
~8- Adjuvant . v ~8- Adjuvant il -
28.5% o Neoadjuvant
Adjuvant g 30- 40.9%
18.1% 33.7% 2 19.4% o
- 0 0,
26.6% 3 20-
ht
<< 10=-
1 1 1 0 1 1 1
5 10 15 0 5 10 15

Time since trial entry (years) Time since trial entry (years)



2. Paciente con TN T2N1 MO: Neoadyuvancia
o Adyuvancia ?

St Gallen Consensus 2017

Table 5. Adjuvant systemic treatment recommendations for triple negative and HER2 positive early breast cancer

Subtypes according to Treatment recommendation De-escalation Escalation
clinical-pathologic and
genomic risk assessment

Ductal triple negative
pT1a node negative No rodtine adj@ivant chemo-

theérapy forstagepTa.pNO.

Higher T and N stage Neoadjuvant therapy for stage Il or lll \ Dose-dense adjuvant chemo-  No consensus on post-neoadjuvant treatment in
is suggested as-initial-treatment therapy preferred by only a case of residual disease.
approach. minority of the consensus In BRCA1/2 associated cancers, the Panel was
Chemotherapy should include panel evenly split on whether to recommend (neo)ad-

anthracycline and taxanes juvant platinum chemotherapy though agreed
that such patients should receive alkylating

chemotherapy.

Curligliano G et al Ann Oncol 28: 1700-1712, 2017



Definition and Impact of Pathologic Complete Response on
Prognosis After Neoadjuvant Chemotherapy in Various
Intrinsic Breast Cancer Subtypes

Pathologic Complete Response Correlates With
Event-Free Survival

1.0 -
. \hl_ @ | Patients With a pathologic complet

| response have 5 yr EFS of ~90%.

{1 { Patients with residual tumor at surgery
have 5 yr EFS of ~65%

— pCR (n = 232)
no pCR (n = 629)
tog-rank

P joan ' ' ' ' HR =0.17 Log-rank
25 50 75 100 125 P<0.001
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Months Since Randomization

FDA (2012) and EMA (2014) guidance recognize pCR as a surrogate endpoint
potentially suitable for approval of new therapy

von Minckwitz G et al. JCO 2012 e
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PCR and EFS

« FDA Meta Analysis (Cortazar et al, Lancet 2014)

= >11K patients from 12 neoadjuvant trials
= Median follow-up for EFS: 5.4 years

Event-free survival

HR 0-48 (95% C10:43°0.54)

—— Pathological complete response
—— No pathological complete response
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3 6 9 12 15

Time since randomisation (years)

Pathological 2131 1513 583 337 124 35

complete response

No pathological 9824 6169 2674 1523 525 165

complete response

18

Event-free survival (%)

Event-free survival (%)

Event-free survival (%)
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40+
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0

Hormone-receptor-positive,
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HR 0-49 (95% C10:33-0-71)
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2. Respuesta Patologica Completa ( RCp ):
Definiciones
Definitions of pCR

Breast pCR Total pCR GBG pCR

ypT0/is ypT0/is ypNO ypTO ypNO

«No invasive tumorin |+*No invasive tumor * No invasive tumor in
the breast in the breast the breast

*Node negative at *Node negative at
definitive surgery definitive surgery

* No remaining in situ
disease

TNM (tumor, nodes, metastasis) classification; y=status post initial therapy; p=confirmed by pathology
after initial treatment; T=tumor; N=nodes; is=in situ; GBG=German Breast Group.




Quantity of Residual Disease (Residual Cancer Burden)
IS prognostic

VOLUME 3§ NUMBER 10 APRIL Y, 2017

P= .58

P<.01

o

Long-Term Prognostic Risk After Neoadjuvant
Chemotherapy Associated With Residual Cancer Burden and
Breast Cancer Subtype

W. Fraser Symmans, Caimiao Wei, Rebekah Gowld, Xian Yu, Ya Zhang, Mei Liu, Andrew Walls, Alex Bousamra,
Maheshwari Ramineni, Bruno Sinn, Kelly Hunt, Thomas A. Buchholz, Vicente Valero, Aman U, Buzdar, Wei
YangyrAbenag M. Brewster, Stacy Mouldes, Lajos Pusztai, Christos Hatzis, and Gabriel N. Hortobagyi
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No. at risk:
pCR 64 43
RCB-l 37 23
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CD8+ Tcell / FOXp3 (Treg) Ratio differentiates prognosis
in post TNBC Residual Disease

N Ry
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High TILS after
Nneoadjuvant
chemotherapy
associated with

Miyashita et al. Breast Cancer Research (2015) 17:124 better outcome for
TNBC




ORIGINAL ARTICLE ‘

Adjuvant Capecitabine for Breast Cancer
after Preoperative Chemotherapy

N. Masuda, S.-J. Lee, S. Ohtani, Y.4H. Im, E.55. [®anl, Yokota, K. Kuroi, SSANmM,
B.-W. Park, S.-B. Kim, Y. Yanagita, §. @hno, §. %gkagl K4Aogi, M, |Wata, lijedng,
A. Kim, K.-H. Park, H. Sasano, Y. Ohashi, and M. Toi

CREATE-X: Trial Design

Coantral:
< Standard therapy

Standard 1'h1::r.:||:-'.'

HERZ-
Pathology

o pen

+ Capetitabing

Saralificacian Tagrar:
ER, Age, NAL, ypN,
LFU and insgmation

saancdard therapy:
HER+: Hormone therapy
HR-: Mo Further spitemic trealment




A Disease-free Survival in Full Analysis Set

B Overall Survival in Full Analysis Set

K] s S Capecitabine
e Capecitabine g
a 0.8 2 0.3+ Control
§ @
2 06 Control S 06+
S
[a] 4 o 4
- 0. > 0.
5 0.2+ Hazard ratio for recurrence, 2 024
2 second cancer, or death, 0.70 § Hazard ratio for death, 0.59
a 95% Cl, 0.53-0.92 95% Cl, 0.39-0.90
0.0 T T T T T 0.0 T T T T T
0 1 2 3 4 5 0 1 2 3 4 )
Years since Randomization Years since Randomization
No. at Risk No. at Risk
Capecitabine 443 385 359 286 175 34 Capecitabine 443 408 391 321 197 43
Control 444 366 328 255 19 Control 444 406 375 297 xlSO 27
//—\ h
C Disease-free Survival among Patients with Triple-Negative Diseas D Overall Survival among Patidnts with Triple-Negative Diseas
‘-;3, 1.0+ t 1.0~ |
3 . Capecitabine u’) '
3. 0.6 g’ 0.6- Control
g Control é
2 04 O 104
5 0 z
z -
Z‘é 0.2 Hazard ratio for recurrefice, 2 024
2 second cancer, or death, 0.58 3 Hazard ratio for \{Jeath, 0.52
a 0.0 95% ClI, 0.39-0.87 6 95% ClI, 0.30-0.
. T T T T T . T T ~————" T T
0 1 2 ~— 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




3 San Antonio B tC S lum® D ber 4-8, 2018 .
GElcam an Antonio Breast Cancer Symposium®, Decembe C!qua

spanish breast

tineer group Study Design e

&

« TNBC: ER-, PR-, HER2- | Stratification Factors: c

centrally confirmed " T (@)

( ) : ) | + Institution o Capecitabine 1000 mg/m? p.o.,
* Tlc-T3, NO-N3a*, MO | « Basal Phenotype ‘g b.i.d. x 14 days every 3 weeks
. Prior standard according to CK 5/6 £ f X 8 cycles

anthras +/- taxanes (Yeg no) = o .

- 3 : ‘ servation

+ Surgery with free- ALNKOIVS L= VS 24) o

margins «. Pror CT (anthras vs iy

e L slioder boh ede Ioivendte: { |-anthras + taxanes) -

Radiation therapy according to institution standards

6 cy. of standard CT mandatory except for NO tumors (4 cy. of AC admitted).
e Primary endpoint: Disease-Free Survival (DFS).
« Secondary endpoints: Overall Survival (0OS), subgroup analyses, safety, biomarkers.

Abbreviations: ER: Estrogen Receptor. PR: Progesterone Receptor. HER2: Epidermal Growth Factor Receptor 2. CT: Chemotherapy. Anthras: Anthracyclines, CK:
Cytokeratins. EGFR: Epidermal Growth Factor Receptor. ALN: Axillary Lymph Nodes. Cy.: Cycles. AC: Doxorubicin + Cyclophosphamide.

This presentation Is the intellectual property of the author/presenter. Contact them at secretana-cienlificag@aeicam ocg for permission to reprint and/or distribute
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~ 14 San Antonio Breast Cancer Symposium® December 4.4 2018 .
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- Log-rank p-value: 0,135
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"0
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ECOG-ACRIN 1131 (Ingrid Mayer, Chair)

TNBC stage I1/I1ll, received anthracycline-based NACT
> 1 cm residual disease at surgery
Basal subtype on PAM-50

Randmized

J—— o

C b Cisplatin or rboplatin X4
d pEC|ta Ine (Physician’s discretion)

EFS and OS

Powered to detect a 33% improvement in EFS
Sample size: 558




3. Cual es el

mejor
esquema de
QT en

Tumores TN
Enfermedad
Temprana ?

104 e



Triple negative breast cancer — adjuvant chemotherapy use and survival outcomes in Stage IA Disease
Ami Patel', Runhua Shi', Prakash Peddi' and Gary V. Burton'
1LSU Health Shreveport, Shreveport, LA

« Patients with National Cancer Database (2004-2012)
» 13065 breast cancer patients btwn the ages of 18-90 YO, Stage IA

Baseline characteristics
_Factor

Level n %
1849 2042 25
50-64 5634 431
Age (years) 65.74 2060 227
75+ 1529 1.7
Whae 10349 792
Race Black 2314 17.7
- Asian | | La02 > : = .
o Hes 4YR OS for TNBC with/without adjuvant CTx. use
2 325 iumor ;ﬂe 0h!+the*p! I Ch!n!bthe*py P value
i1 | U Y B N . L 3929 J
Treatment Started from 12 3735 Y A
Diagnosis (days) 24::; 4100 T1a 93.78% 98.36% 0.146
40+ 3081
e AZTS T1b 91.91% 97.10% < 0.0001
Tumor Size (mm) 6-10 3197 = P - o -
11.20 7729
None Radiation 3305 80.62% 94.41% < 0.0001
Radabon Radiaton Only 869 T1c
Radiaton+Boost 4868 229
No 2316 200
Chemotherapy Yes 9253 80.0

SABCS 2016



Anthracycline-Ta

Recurrence
507 11167 women: control with the SAME
non-taxane chemotherapy—ie. unconfounded
comparisons (100% N+)
40

34 8%
304 27.3% ,.//: 30.2%

A" Taxanes anthracycline

104 RR 0-84 (95% €1 0.78-091)
Log-rank 2p<0-00001
B-year gain 4.6% (SE1.0)

Anthracycline control

33084 women: control with MORE non-taxane
chemotherapy (82% N+)

Anthracydine control
p 0%
o 19-2%
/
‘/I/ Taxane+anthracycline
RR 0-86 (95% Cl 0-82-0.91)
Log-rank 2p<0-00001
Seyear gain 2.9% (SE0.6)

o y P P TR FR ER Ty B
Recurrence rates (%/year) and log-rank analyses

Allocation Years 0-4 Year 5+

Tax+anth 551(1280/23249)
Control 6-43 (1239/19259)

Rate ratio 0.84 SE 0.04
(0-E)/V -95.5/557-3

310 (413/13343)
3.62 (381/10534)
0-8§SE 0.07
-306/182.8

Breast cancer mortality

T T T T T
Recurrence rates (%/year) and log-rank analyses
Years 0-4 Year 5+
437 (2607/59665) 3-01 (153/5082)
5.02 (2586/51508) 2-65(127/4727)
0-85 S&EH-03 10356013
1814153 8 19/636

507 11167 women 33084 women
RR 0-86 (95% C10-79-0-93) RR 0-88 (95% €10-83:0-95)

40+ leg-rank 2p=0-0005 Log-rank 2p=0:001
3 8-year gain 2-8% (SE 0-9) S-year gaIniL-4% (SE 0-4)
'3 301
%’ Anthracycline control
7} 239%
g A 23
£ 20 i ,/'_,l 211%
o .// Taxane+anthracydine
2 i : Anthracycline control
- “14.8% 11.5%

-
10+ " 101%
/ Taxane+anthracycline
0 | e e o e e e i vy =
Death rates (%/year: total rate-rate in women Death rates (%/year: total rate-rate in women
without recurrence) and log-rank analyses without recurrence) and log-rank analyses
Allocation Years 0-4 Year 5+ Years 0-4 Year 5+
Tax+anth 3.215£011 24856013 201SE006 2-37SE0:20
Control 358 SE0-13 306 SED16 2-30 SE 0.07 226 SE0-21
Rate ratio 0-88 SE 0-05 0-82 SE0-07 0-87 SE 0-04 097 S£013

(O-E)V -46-4/3485 -33:3/1723 -77-0/549°5 -17/57-4

xane in EBC

* A-T in EBC: Reduces
recurrence, breast cancer
mortality & overall
mortality compared to
anthracycline alone

How can we improve more?

*EBCTCG, Lancet 2012



PCR has increased in TNBC with NACT evolution

100%
90%
80%

. 39%  33%  43% 44% 64%  49%  60%

ypTO0/is ypNO

3. Cual es el 60°%
mejor esquema 50%
de QT en 40%
Tumores TN Enf. 30%
Temprana ? 20%
10%

0% ,

EAC ., EC-Doc EC-Doc+B PM+B PMCb+B PCb-ddAC PCb+B-ddAC
eparTrio GeparQuinto?? GeparSixto CALGB 406034

THuober BCRT 2010, 2 von Minckwitz NEJM 2012, *Gerber, Annals Oncol ; Sikov*SABCS2013




3. Cual es el mejor esquema de QT en
Tumores TN Enf. Temprana ?

GeparSixto

" .m m & ‘= = PCR (ypTO ypNO) rates

po0% P=0.005
N=315 / 90% e
Stage /i E -2

=8 B at = s B 80%

TG TS CHNRNNRRERENRENRENY 70% 36.9% 53.2%

0O,

ewce | EREERRNEREERNARNNR = &
B Pacltaxel 80 mgim* Q1w B Camvopiatin AUC 1.5 giw 400/0
B Bevacizumab 15 mg/kg q3w Non-pegylated hiposomal doxorubicin 20 mg/m* qlw 30(%)
e e 20%
10%
0%

PMCDb

The concomitant use of platinum agents with chemo in N=157 N=158

GeparSixto was associated with markedly higher toxicity, which

resulted in less than 60% patients completing all their chemo cycles,
compared to the control group.

von Minckwitz, Lancet Oncol. 2014



Tumores TN Enf. Temprana ?

CALGB 40603

randomised phase II trial

REME  Paclitaxel 80 UL VS - ddAC x 4 ‘

ﬂ
Paclitaxel 80 mg/m? wkily x 12 [T @2 Surgery**
L1 &
Bevacizumab 10 mg/lkg g2wks x 9 XRT*
N . 2X 2
Clinical P »_No Adjuvant
Rapdoghigatign Paclitaxel 80 mgrmz wkly B ddAC x4 | Systémic
+> G 3 p- Treatment
I Planned*
‘ Paclitaxel 80 mg/m? wkiy x 12 J:-LF.{8 &} l
——+—>  Carboplatin AUC 6 q3wks x 4 ’ LR::::;‘C;\
i I |}
" Bevacizumab 10 mg/kg q2wks x 9 | residual tumor

Research biopsies-

= *MD discretion

frozen and fixed

Primary EP —

PCR in breast (trial did not mandate surgery of axilla)

*Gcesf primary prophylaxis for ddAC cycles Sikov et al, SABCS 2013




3. Cual es el mejor esquema de QT en
Tumores TN Enf. Temprana ?

PCR (carboplatin)

PCR breast PCR breast/axilla
i | 46% (40-53%) | BO% (54-66%) | o 141% (35-48%) | | 54% (48-61%)
70% - 60%
60% S50%
50% ] 40% '
. 30%
i 20%
2096
10%
10%
0%
e PCR Breast PCR Breast and Axilla
m No Carboplatin m Carboplatin = No Carboplatin = Carboplatin
o N=212 N=221 ' N=212 N=221
OR 1.76 (p=0.0018) OR 1.71 (p=0.0029)

Sikov et al, SABCS 2013



3. Cua

es el mejor esquema de QT en
Tumores TN Enf. Temprana ?

Disease Free Survival
GeparSixto (Med FU 35Mo) vs CALGB 40603 (Med FU 39Mo)

o
100% T rereg— 3
920% \x\\“' T e 3 yr DFS OSL%
\\ " * .--.“.. !““ A - O
\ "’ - .
80% i i T T — 8 o
§ QISR r
; 70% 3 yr DFS 76.1% § ©
% 60% 5o
2 w
S so% @
$ HR PMCD to PM =.0,56, 95% Cl (0.33, 0.96), p=0,0350 o
Tt 0%
PM
% - 36/157 events v
a 20% PMCD 21/158 events o
10% o
o
0%
0 12 24 36 48
—PM 157 139 118 50 0 ol Risk
PMCh 158 144 126 50
DFS, months

von Minckwitz, SABCS 2013

—

.
LT

..................

HR=0.84 (0.58-1.22), p=0.36

218

=== NoCbJIyr=71%
Cb  Jyr=76%
1 2 3 4 5 6
Years from Study Entry
185 145 9 3 2 0
20 162 101 £ 2 0
v, SABCS 2014



Cuando considerar tratamiento con
Cis/Carboplatino en Neoadyuvancia ?

* Mutaciones de BRCA en linea germinal
* Pacientes de alto riesgo Estadio lll/ jovenes

* Rapido control locorregional de la enfermedad/ Incrementar la
probabilidad de resecabilidad

CONTRA:
Mayor riesgo de toxicidad temprana vy tardia



Esquemas con Densidad de Dosis de
Antraciclinas

>

9]
o

Recurrence

EBCTCG SABCS 2017

2-weekly (dose dense) vs the same chemotherapy

given 3-weekly

Any Recurrence

»
o

10004 women

RR 0:83 (0:76-0-91)
Logrank 2p =0:00004 |
10-y gain 4:3% (Cl 2:2 - 6'5)

Stnd
28:3%

24-:0%
Dose dense

19:5%

16:3%

5 10 years

Breast Cancer Mortality

(B)

9]
o

H
o

Breast cancer mortality
e

©

-k 9

W
o

|

L

10004 women

RR 0-86 (0-77-0-95)
Logrank 2p = 0:004 |
10-y gain 2:8% (C1 0:8 - 4-8)

Stnd
1 9‘6‘70 1
16:8%
Dose dense

S 10 years



Esquemas con Densidad de Dosis de
Antraciclinas

EBCTCG SABCS 2017

Pooled Analysis: recurrence by ER status

Recurrence

ER- Negative

9209 women

‘82 (0-76-0:88)
Logrank 2p < 0-00001
10-y gain 4 7% (Cl1 2:3 - 7-1)
Stnd
38:3% |

33:6%
Dose dense 1

31:6%

26'9%

9]
o

Recurrence
IS
o

ER - Positive

23495 women

RR-0-86 (0-81-0-91)
ogrank 2p < 0-00001 |
10-y gain 3:1% (€1 1-5 - 4-7)
Stnd
29-4% -
26-3%

ose dense |

17-4%

14:9%

10 years



Esquemas Secuenciales vs. Concurrentes

EBCTCG SABCS 2017

Sequential (3-weekly) vs
Concurrent (3-weekly) chemotherapy

Any Recurrence Breast Cancer Mortality
L 11028 women 11028 women
50 1 50
@ RR.0:87 (0-80-0-94) by RR 0:89(0:80-0-99
(&) b —
S 40 | Logrank 2p = 0-0006 | S 40 Logrank 2p = 0-03
= 10-y gain 3:2% (Cl1 08 - 5:6) = 10-y gain 2:1% (C1 0:1 — 4-1)
> Conc. q3w &
€ 30 | ///i ol 30|
28'1°/o &
o )/'_//-//SEQ- q3w § Conc.gqggv
20 A 720 | o 17.7‘;“
o/,° /17-4 8 % /0/.//.’ .
959% Cl % A= 95% Cl 10-3%%,‘// Seq q3w
10 | = ] A :
/ 95%
0 =l

0 5 10 vears 0 5 10 vears



Disease-Free Survival

Gold standard adjuvant regimen:
EC g2wks x4—weekly paclitaxel x 12

1.0 - 1.0 -
0.8 0.8
=
= = =
= 0.6 S = 0.6
_— —
= Log-rani £ = = Log-rank P
og-ran =.11 — og-ran = .040
S 0.4 Z 2 0.4
[—= g [— =
— 2w AC then taxane g 2 weeks = 6 (N = B84; 12171 events) [ e ] — W AC then taxane g 2 weeks = 8 (N = 6864; 78 events)
0.2 AC+GE then taxane g 2 weeks = 6 (n = 881; 155 events) 0.2 AC+E then taxane g 2 weeks = 6 (n = 621; 109 events)
= 2wwAC then taxane weekly (n = 681; 149 events) = 2y AC then taxane weekly (n = 681; 111 events)
— AC+G then taxane weekly (n = 838; 125 events) — AC+G then taxane weekly (n = 638; 80 events)
[0} 1 2 3 < 5 5] r 8 e o] 1 3 4 5 6 7 8 9
Time Since Registration (years) Time Since Registration (years)
Table 3. Number of Patients with Type and Grade of Toxicity for Paclitaxel Once Every 2 Weeks Versus Once Per Week
Grade forPaclitaxel Everny,2 VWeaeks (n,—11.162) Grade for| Paglitaxel Once Per Week (n = 1,139)
= 2 3 a 5 = 3 a 5
Adverse Event No. % No % No % No. Y% No. Y No. % No. % No %
Hemoglobin 1.135 97.7 75 7 2 0.2 o 0.0 1.123 986 16 1.4 o 0.0 (o} 0.0
Leukocytes 1.153 099.2 7 0.6 2 0.2 o 0.0 1,057 92.8 72 6.3 10 0.9 [0} 0.0
Ng == 1.140 98.1 17 = o) 0.4 o 0.0 1,000 87.8 105 = 34 3.0 (o} 0.0
{(curoiogic 961 82.7 193 @ 8 0.7 o 0.0 1,020 89.6 11 -@ a 0.4 o 0.0
Dermiarorogic/skin 1.132 97.4 30 S [0} 0.0 (o] 0.0 1.117 98.1 22 - o 0.0 [0} 0.0
Allergy 1,146 98.6 16 1.4 0 0.0 o] 0.0 1.133 99.5 6 0.5 o 0.0 (8} 0.0
¥ L 1.160 99.8 2 v [0} 0.0 o 0.0 1,138 99.9 o oo 1 0.1 (o} 0.0
4_Musculoskeletal pai 1.035 89.1 124 ¢ 3 03 o 0.0 1.108 97.1 33 o 0.0 o 0.0
Fatal € 1.161 99.9 o] 0.0 o] 0.0 4 0.3 1.139 100 o 0.0 o 0.0 = 0.3
All adverse events 750 64.5 384 33.0 24 2.1 4 0.3 727 63.8 363 31.9 a8 4.2 3 0.3

Budd et al. JCO2015



Paclitaxel

Y=MEREIRS

Nab-

Paclitaxel
semanal

GeparSepto Study Design

T C
i Paclitaxel
HERZ+/H 80 mg/m? weekly

-VS. HERZ+/HR+
vs. HER2-/HR- vs. HER2-/HR+
Nab-paclitaxel 150 mg/m? weekly

1 < 0, 0,
» Ki67 (_ZO/O.V.S- >20%) ) The dose was reduced to 125 mg/m2after
*| SPARC (positive ys. negative) recruitment-of 464 patients

'G3 PPN: 15% -> 8%

Untch et al. Lancet Oncol 2016

N =1200 I l l I
%E‘ Arm
g.«i . u | | H EEN
_Eg R 1:1 12 weeks >| 12 weeks >
0o
3§ IIIIIIIIIIIII i1l
O Arm
T [ H HEH EN

Surgery

Epirubicin 90'mg/m?
Cyclophesphamide 600 mg/m?

HER2 positive patients:
Trastuzumab 8 mg/kg (loading dose) = 6 mg/kg
Pertuzumab 840 mg (loading dose) = 420 mg

Loibl S. et a Lancet Oncol 2018



Paclitaxel semanal vs. Nab-Paclitaxel semanal

70%
60%
50%
40%
30%
20%
10%

0%

Untch et al. Lancet Oncol 2016

Primary Endpoint; pCR (ypT0 ypNO)

A pCR 9%

p<0.001

38%

29% f

Paclitaxel
N=600

Nab-paclitaxel
N=606

TNBC: 26% vs 48%, p=0.00027
HR+/HER2-: 12% vs 16%,
p=0.23

HR+/HER2+: 50% vs 56%,
P=0.30

HR-/HER2+: 67% vs 75%,
P=0.49

Disease-Free Survival

100%
90%

o 9~ o
e o o
= = =

] e 3
= ) =) ) s

Proportion disease-free
g &§ 8
= =

P-EC

=
2 2
==

ensored

0 12

2
=

P-EC 600 565
nP-EC 606 573

3yrs A 6.4%

Log rank p=0.0044

141/600 events

nP-EC.-103/606 events

24 36 48

505 449 273
529 494 286
DFS, months

= Median FU of 49 months (IQR 44.6 - 52.9)
* HR (nP-EC vs. P-EC) = 0.69 (95% CI 0.54-0.89)
* Number needed to treat (NNT; 3yrs) = 16 pts

DFS rates (estimated):

Tim 95% CI, 95% CI,

e P-EC P-EC nP-EC nP-EC

+C | '3yrs 80.7% (77.2-837) 87.1% (84.1-896)

o o 4YS T62% (723795) 835% (802-864)
1 0
14 0



Paclitaxel semanal vs. Nab-Paclitaxel semanal

100%
90%
80%

o T0%

2

@ 60%

c

g 5%

Q

2 40%

-

& 30y

20%

10%

0%

Overall Survival: Overall

Log rank p=0.2968

0S rates (estimated):
P-EC  72/600 death [ 93% L 95% Cl,
- t
/600 deaths Yol g g M| s

nP-EC 61/606 deaths

ored

+ Cens

v u ow m w7 Ayrs 87.0% (838-896) 89.6% (868-919)
P-EC 600 577 546 504 314 13 0
nP-EC 608 581 551 522 306 15 0

0S, months

3yrs ‘91.1%' (884-931) 923% (89.8-94.2)

CONCLUSIONES:
Deberia utilizarse Nab-paclitaxel

+ HR (nP-EC vs. P-EC) = 0.83 (95% C1059-117) - €N N eO/a dyuva ncia ?

Mayor tasa de RCp, modesto
beneficioen SLE.

No ventaja en SG

Necesidad de ser validados en
Estudios prospectivos grandes



Probabilty of Overall Survival

Impact of delaying adjuvant CT in TNBC

P = 0.0046
0.9
08--\ — o - <7 weels
= 2 Ty
0.7 \:"ﬁ\__ R
i~ T— 0.80 T iy
0.5 M >Tweeks
MO.O -
0.4 S 0.60
0.3 %% 05 (9596 CI)
0.2+ f ¥|me :o glh';emo §1= Bgoddays | TEC 60 momiths D6 months
o014 --- Time to Ghemo 81+ days 0.48 <7 weeks SZ @094 SE (@550
>7 weeks 91 (B6-97) T2 (68-87)
o8 > 4 3 -3 14 o204 FP=0043
Time Since Adjuvant Chemotherapy (vears) ’
. logrank= 391
Gagliato et al. JCO 2014 - %
0 12 24 26 48 60 72 84 96 108
TNBC Patients NIonths
1 D = B B 4 -
1 C =L Logfanx §o.coof Farolfi et al. EJC 2015
\H‘A ‘t_@_jg&; | .
B ~rt-0_ y Breast cancer subtype
% e Hormone receptor—positive 1
2 ERBB2+ 1.04 (0.95-1.15)
£ o4 TNBC 0.72 (0.63-0.81)
@ Unknown 1.02 (0.88-1.19)
oz
Days to Chemo
oo — 1. 031 days - — 2 31-80 days 2 61-80 days 4. 21- days
[w] 20 40 a0 B0 100 120

Survival time {(months)

Chavez-MacGregor et al. JAMA Oncol 2016



4. Futuro: Inmunoterapia en TN

Response Biomarkers

PD-L1 IHC: R
Associated with response to
ICB in multiple solid tumors DAt e f

Mutational burden

MSI/DNA mismatch repair deficiency
Colorectal, endometrial, gastric, prostate, duodenal, bile
duct

-Correlates with response to

ICB in multiple cancers

-Most BC have low Mutational BRI F
burden s8I ATl ]]

|

7T I~

_ Gene expression Profiling
| DFS by DDRD Tertiles in TNBC patients

Immune (IFN-y) gene signature.. | . DNA damage response— B =l o Aduvant AC
Correlates with response to pembrolizumab in deficient (DDRD) signature g o]
Melanoma, gastric and HNSCC -Identify BC with inherent DNA repair ? °
ok T ] ' deficiency who benefit from DNA-damaging g 3

s anthracycline based chemotherapy. >3 °|  Adjusted Cox p=0.0019

3 -Correlates with TILs and PD-L1 expression 2 § — ggsg mgdhdelgttteer;ﬁ:f

-Provides a link between DNA repair deficiency 2 —— DDRD lowest tertile

H and activation of the immune checkpoint Q8| ' ( ,

-May identify patients likely to respond to ICB 0 5 10 15

Nonresponder  Responder

Best Overall Response. RECISTv1.1 Best Overall Response. RECISTv1.1

Years since registration

Herbst Lancet 2015, Borghaei NEJM 2015; Ribas ASCO 2015, T. Seiwert ASCO 2015, Schumacher and Screiber Scince 2015; Rizvi Science 2015; Parkes et al JNCI| 2017, Sharma ASCO 2017

Courtesy Priyanka Sharma, MD



Futuro: Inmunoterapia en TN

Somatic mutations in cancers Breast cancer has fewer mutations

Breast Cancer and mutations: Lower median rate detected compared
to the most immune-sensitive cancers but wide range of mutations detected

Missense Mutations by Clinical Subtype. Medians displayed. TCGA Breast cancer

TNBC?
4"’0 % o 4%(;’6 %% % ¢ % '
Y o % O 2 % 4 () ) '
0” *3, o"’ % o%/o% ) %‘fo Y 4 0}%&‘ "}%o %6»%0%% 0%9: %%, 52
o D% %‘fo 2\ 4. % ol%, a0 6, B, % % B g
) Mﬂ’& %% % )% %% % % % Wl T s % % % 8 L | |
1Y)
CE lm H . g o vaéi' 41
%‘g 100 l; ; . R} % = 28 [——l :
R VVIEL S i -
_EE 1.0 :; 8] 11_}_1‘ .L-'}—jwj?é 7lf | f{ . T. 1 i
e il A LRSI
is “IT BN NENEENR :
20 I 1_ Clinical Subtype
£8 oo
£E 5 - p<0.0001
o3 0001
ne



Futuro: Inmunoterapia en TN. Presencia de
TILs

Tumour-infiltrating lymphocytes and outcome

Strongest
link of TILs
and outcome
in TNBC
T T T T T T T T T T 1
'] n oM % ® @ N B 9% 108 120
Mo atrisk Months Nouat ik
No LPBC W4 42 07 1% 1% 167 155 129 52 6 o NolPBC 1088 1032 986 90 8% B82S 7B 67 266 47 3
PBC 1 n F 1 un N n 17 1 0 [ LPBC in B’ B n % B B on 2 o

\ J

Loi, et al. J Clin Oncol 2013




Futuro: Inmunoterapia en TN.

ORR (%)

30 -

Atezolizumab 15- Pembrolizumab
20 mg/kg or 1200 (n=222)
mg
(n=115)
26%
23%

1L

1L 2L+

(58%) KEYNOTE-086 KEYNOTE-086
Cohort B Cohort A

1L, first line; 2L, second line; CR, complete response; ORR, objective response rate;
PD-1, programmed death -1; PD-L1, programmed death-ligand 1; PR, partial response

Schmid, et al. AACR 2017; Adams, et al ASCO 2017




Futuro: Inmunoterapia en TN

Combination of Immune- & Chemotherapy
in MTNBC

Nab-Paclitaxel + anti-PD-L1 (Atezolizumab)

Eribulin + anti-PD-1 (Pembrolizumab)

§ v 1%t line Patients i
iz w4
§= 1
i) )
3 =i~
i 2] e =
i -
s Independent
w of PD-L1
“ status

4 b b

Crargs In Som of Largest Gamaters Fron Baeling, 4

IFD-U m Fraflw  mam g s -hlA.l

1st line 2nd/3rd line

n=17 n=18
ORR 34.4% 41.2% 27.3%
CBR 40.6% 47.1% 36.4%

Adapted from Adams S et al, SABCS 2015; Tolaney et al, SABCS 2016



Futuro:

Inmunoterapia
en TN

+ Metastatic or inoperable locally advanced TNBC
« No prior therapy for advanced TNBC, > 12m
since (neo)ad;j
Stratification factors:
« Prior taxane use (yes vs no)

. ger metastases (yes vsn

Eligibility criteria: )

W 'L1.§E§H§ | !_/

IMpassion130: PHASE III ATEZOLIZUMAB + NAB PACLITAXEL

Atezo + nab-P arm:
Atezolizumab 840 mg IV

- Ondays 1 and 15 of 28-day cycle
+ Nab-paclitaxel 100 mg/m? IV
-~ Ondays 1, 8 and 15 of 28-day cycle

RECISTv1.1

Double blind; no crossover permitted PD or toxicity

Plac + nab-P arm:
Placebo IV

- On days 1 and 15 of 28-day cycle
+ Nab-paclitaxel 100 mg/m2 |V
-~ Ondays 1, 8 and 15 of 28-day cycle

Co-primary endpoints: PFS and OS in ITT and PD-L1# populations

MY
2018

Schmid P et al, NEJM 2018



Futuro: Inmunoterapia en TN

IMpassion130 baseline characteristics

Characteristic
Median age (range), y
Female, n (%)
Race, n (%)2

White

Asian

Black/African Ar?ne;ican
Other/multiple

ECOG PS, n (%)P©
0

1

Prior (neo)adjuvant
treatment, n (%)

Prior taxane

Prior anthracycline

55 (20-82)

448 (99%)

(308 (68%)
85 (19%)

.26 (6%).
20 (4%)

256 (57%)

193 (43%)
284 (63%)

231 (51%)
243 (54%)

Atezo + nab-P Plac + nab-P

56 (26-86)
450 (100%)

301 (67%)
76 (17%)

|33 (7%)

26 (6%)

€79 (69%))

179 (40%)

286 (63%)

230 (51%)
242 (54%)

Characteristic
Metastatic disease, n (%)
No. of sites, n (%)4
0-3
= 4_

Lung
Bone

Liver

{ Brain
Lymph node only¢
PD-L1+ (IC), n (%)

Data
the

(N = 451)
404 (90%)

7 332 (74%)

118 (26%)

Sitegf metaistaticidi%ease—, n:("/i:)

226 (50%)

145 (32%)

126 (28%)
30 (7%)

. 33 (7%)

185 (41%)

Schmid P, et al. IMpassion130.
ESMO 2018 (abstract 2056).

1

Atezo + nab-P | Plac + nab-P

(N = 451)
408 (91%)

341 (76%)
108 (24%)

l

242 (54%)
141 (31%)
118 (26%)
31 (7%)
23 (5%)
184 (41%)

toff: 17 April 2018. @ Race was unknown in 12 patients in the Atezo + nab-P arm and 15 in
ac + nab-P arm. » Of n = 450 in each arm. € ECOG PS before start of treatment was 2 in 1
pafilent per arm. 9 Of n = 450 in the Atezo + nab-P arm and n = 449 in the Plac + nab-P arm arm.




Futuro: Inmunoterapia en TN

1004 Stratified HR = 0.80 Atezo + nab-P Plac + nab-P
= 4 o N = 451 N = 451
.g 80 (95% c_" 0.69, 0.92) PFS events, n 358 378
g 4 P =0.0025 1-year PFS | 24% 18%
* - (95% ClI), % (20, 28) (14, 21)
E 60+
T )
S 40
w
w 4
§. 20
£ ] 3% o

0 3 6 9 12 18 18 _21 24 27 30 33

e Months
MszeinabE 81 39 B0l B 3 £t Y § Ne NE NE

Primary PFS analysis: PD-L1+ population

100 Stratified HR = 0.62 Atezo + nab-P  Plac + nab-P

— n = 185 n = 184
s 801 (95% CI: 0.49, 0.78) PFS events, n 138 157
E 1 P < 0.0001 1-year PFS 29% 16%
=+ 1 (95% CI), % (22, 36) (11, 22)
E 60
a 4
2 40
7]
2 J
o 204
g 1 s5.0mo .5 mo

o] @858 (6.7, 9.2)

0 3 6 9 12 15 18 21 24 27 30 33
N— Months

0. atl nsi

Yseinsbh 182 1% & B 33 i ;3 3 3 Ne NE RE



Futuro: Inmunoterapia en TN

Interim OS analysis: ITT population?

1001 " Stratified HR = 0.84 | Atezo +nab-P Plac + nab-P
| \\ (95% CI: 0.69, 1.02) OS events, n 181 208

2-year OS ' 42% ' 40% ‘
(95% CI), % | (34, 50) | (33, 46)

801 0.0840b
60 ‘

Overall survival

40+
20 ——
4 17.6 mo 21.3 mo
0 (15.9,20:0) : : (17.8, 23.4)
0] 3 6 9 12 15 18 21 24 27 30 33 36
Months
No. at risk:
Atezo + nab-P 451 426 389 337 271 146 82 48 26 15 6 NE NE
Plac + nab-P 451 419 375 328 246 145 89 52 27 12 3 1 NE
Data cutoff: 17 April 2018. Median OS durations (and 95% CI) are indicated on the plot. Median follow-up (ITT): 12.9 months. Schmid P, et al. IMpassion130.

a For the interim OS analysis, 59% of death events had occurred. ® Significance boundary was not crossed. ESMO 2018 (abstract 2056).



Futuro: Inmunoterapia en TN

Interim OS analysis: PD-L1+ population

100+ Stratified H Atezo + nab-P  Plac + nab-P
1 (95% CI: 0.45, 0.86)2 AR e
80- i ‘< OS events, n 64 88 ‘
— 2-year OS 54% 37% ‘
> . (95% Cl), % | (42,65) | (26,47)
S 60
(72] g ...y .....gy.. .. R ... RN dy.................d. R
40
(5]
S I 1
20 ;
S 15.5mo : 26.0mo
o (13.1, 19.4) " . (22.6, NE)
6 3 6 9 w 18 21 24\ 27 30 33 36
onths
No. at risk:
Atezo + nab-P 185 177 160 142 113 61 36 22 18 9 5 NE NE
Plac + nab-P 184 170 147 129 89 44 27 19 13 6 NE NE NE

Schmid P, et al. IMpassion130.
Data cutoff: 17 April 2018. Median OS durations (and 95% CIl) are indicated on the plot. # Not formally tested. ESMO 2018 (abstract 2056).



Neoadjuvant chemotherapy + anti-PD-L1/anti-PD-1

KEYNOTE-173 phase 1/2 trial

Chemotherapy +
anti- PD-1

Pathological CR =
ypTO ypNO

Cohort A (no platinum)

Futuro:

Nab-Paclitaxel Q1W x12 * carboplatin Q1W x12 + pembrolizumab Q3W x4 - AC Q3W x4 + pembrolizumab Q3W x4

Inmunoterapia
en TN

I-SPY 2 trial

Chemotherapy +/-

anti-PD-1

z l Control (no immunotherapy)
Pathological CR = *

Immunotherapy (no platinum)
ypT0/is ypNO

Paclitaxel Q1W x12 + pembrolizumab Q3W x4 - AC Q3W x4

AC, doxorubicin + cyclophosphamide; CR, complete response; PD-1, programmed death-1; PD-L1, programmed death-
ligand 1; Q1W, every week; Q3W, every 3 weeks; ypTO/Tis ypNO, no invasive residual in breast or nodes - noninvasive Schmid, et al. ASCO 2017;
breast residuals allowed; ypTO ypNO, no invasive or noninvasive residual in breast or nodes Nanda, et al. ASCO 2017




KEYNOTE-173: Pembrolizumab + Chemotherapy as
Neoadjuvant Therapy for TNBC

= Multicohort, open-label phase Ib study
Cycle 1 Cyde5s Cyde9

} | |
coan
Futuro: Adult wiemen /CohortB Pembro + Nab-P 100 mg/m* + Carboplatin AUC 6 D1
* with untreated, /
i RS AIR ~roc | s g son_| eri
Inmunoterapla en Y < Pembro + Nab-P 125 mg/m? + Carboplatin AUC5D1 Pembro +AC

TNBC; ECOG PS

TN 0/1; adequate Cohort D Pembro +Nab-P 125 mg/m? + Carboplatin AUC2 D4, 8, 15
organfunction \ r o
\‘°"°’“ w (¢ mbo B it W0 ng mEk v gliin
Cohort F hmbro+?aclm_elw mg /m’ + Carboplatin AUC2 D1, 8, 15| Pembro +AC

Al tx ghen N CpclophospNamad 7600 mg/m* Q3W. Doxarubicini 80 mg/m® Q3IW Nab P, Pac: Days'1, 8, 15Q3W. Pembiro: 200 mg Day 1 in cycle 1,
then Q3W. Definitive surgery per local standards and tessue collection for pCR 3-6 wks following completion of necadjuvant therapy.

* Primary endpoint: safety/tolerability

(N = 80)

= Secondary endpoints including: pCR rate, ORR, EFS, OS

Schmid. SABCS 2018 Abstr POS 01 NCTO262207 4 Siide credit: chnical apt




Futuro: Inmunoterapia en TN

KEYNOTE-173: Efficacy

= Overall pCR rate at definitive surgery!*!
— ypTO/Tis ypN@ange: 30% to 80%)
— ypTO ypNO: 57% (range: 20% to 80%)
— Highest rates observed in coharts B-D (ie,patients receiving nab-paclitaxel and

carboplatin incycles 2-5)

= Patients achieving pCR showed better 12-mo and 24-mo EFS compared with
those who did not!¥

— Better EFS (and OS) rates with vs without carboplatin

= Higher pretreatment sTiLs and PD-L1 CPS and on-treatment sTiLs were
associated with higher pCR rates!?

1.5chmed SABCS 2018 Abstr POS-01. 2. Lo SABCS 2018 Abstr P3-10.09 Slde credint: chnica



Futuro: Inmunoterapia en TN

oﬁs*’*'%_jcelm" GeparNUEVO Durvulumab Study Design

i Primary
N= 174 endpointe: endpoint:
- TiLs - PCR*
- Ki-67
-  Immune
mRNA
Part 1 _ E:;::’_ker N Part 2 Part 3 Secondary
Window of oprlJortunity L1/PD-1 l . e
f \ \( \ o
- Immune
RNA
(ap] o :arker
o S o - PD-L1PD-
- TNBC = 2 =
Strata: o 3 a
TILs =14 @ ®
(low/medium/h B S <
igh) < *

' | 2 weeks > ' | 12 weeks > | 8 weeks > '

Samples™ Samples** Samples™* Samples™**

*Tissue: FFPE, fresh frozen,; **Tissue: FFPE, fresh frozen;
Liquid biopsies: full blood; Plasma, Serum;

LI

Liquid biopsies: Plasma, Serum;



4. Ensayos clinicos con Inmunoterapia en TN Enf. Temprana

NCTID &
number

IO monotherapy

II SWO0G1418
(NCT02954874)
III NCT02926196

I0-based combination

II I-SPY 2
(NCT01042379)

* Neoadjuvant,
personalized
adaptive trial
with novel
agents

IB KEYNOTE-173
(NCT02622074)

III KEYNOTE-522
(NCT03036488)

I/1 NCT02489448

Defined
condition of
breast Cancer

subtype

Residual TNBC Adjuvant after

(ypT> 1lcm or NAC
ypN+)
High risk TNBC Adjuvant or post-

NAC
Lo Neoadjuvant II, III
ad breas
ca -
T
H C

-

Locally Neoadjuvant II, III
advanced TNBC
TNBC Neo/adjuvant
TNBC Neoadjuvant I-111

Experimental Drugs

Pembrolizumab for 1 year

- —

Control

Observation

as per
guideline

Avelumab for 1 year Observation
as per
guideline

- Pembr +paclitaxel ® Standard

Followed by doxorubicin + N

J phﬁ | n|

(Arm A) NA

: Pembrolizumab > Pembrolizumab

+nabPaclitaxel

(Arm B)

: Arm A+ Carboplatin Followed by ddAC

- Neoadjuvant : placebo

Pembrolizumab + wPaclitaxel +
Carboplatin (4C)~>
Pembrolizumab + AC (4Q)

- Adjuvant : Pembrolizumab (9C)

- Durvalumab + nab-paclitaxel for 12
weeks

rather than
pembrolizu
mab

NA

Primary endpoint

Invasive DFS (IDFS)

- Overall DFS
- DFS in PD-L1(+)
patients

PCR
:62.4% vs 22.3%

PCR (Arm A vs B)
: 60% vs 90%

PCR, EFS



Conclusiones

QUIMIOTERAPIA NEOADYUVANTE
AC/EC x 4 con densidad de dosis + G-CSF seguido de Paclitaxel semanal x 12
Comenzar el tratamiento rapidamente dentro de'un grupo multidisciplinario

En caso de Enfermedad Residual considerar: 1. Capecitabine x 6-8 ciclos

2. Ensayo Clinico con
Inmunoterapia



Muchas Gracias por su Atencion !l




