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Figure 1. Algorithm for evaluation of human epidermal growth factor receptor 2 (HER2) protein expression by
immunohistochemistry (IHC) assay of the invasive component of a breast cancer specimen.
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Huang, JHematol Oncol 2020;Kreutzfeldt, Am JCancer Res 2020; Hayes, NEJM 2013wain,
Nat RevDrug Discov 2023; Mahtani, JAdvPract Oncol 2019; EBCTCG, Lancet Oncol 2021
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significance of
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tumours

Benefits of adding trastuzumab to ChT for all patients with
early HER2-positive BC (EBCTCG meta-analysis)
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Esquema general del tratamiento de
la enfermedad precoz HER2+
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Early HER2 positive breast cancer Early breast cancer: ESMO Clinical Practice Guideline for diagnosis,
treatment and foIIow-up*
S. Loibl2, F. André?, T. Bachelot’, C. H. Barrios®, J. Bergh®, H. J. Burstein’, M. J. Cardoso®?, L. A. Carey'’, 5. Dawood'!,
v L. Del Mastro’>%, C. Denkert'?, E. M. Fallenberg’®, P. A. Francis'é, H. Gamal-Eldin’, K. Gelmon®®, C. E. Geyer’®,

2 cT2NO or cN+ cT1cNO . Gnant®™®, V. Guarneri?'?, S. Gupta?®, S. B. Kim?®, D. Krug®®, M. Martin’®, I. Meattini’’-?%, M. Morrow?, W. Janni*’,
l luch-Shimon®', A. Partridge’, P. Poortmans®>*, L. Pusztai®, M. M. Regan®, ). Sparano™®, T. Spanic’’, S. Swain®®,

Neoadjuvant chemotherapy® + dual HER2 blockade
(pertuzumab + trastuzumab)
*Standard chemotherapy regimens are taxane-AC/EC or taxane-carboplatin

| |

M.
S. Pa
S. Tjulandin®, M. Toi®, D. Trapani’, A. Tutt*"*2, B. Xu®, G. Curigliano®"** & N. Harbeck, on behalf of the ESMO
Guidelines Committee”

surTery Surgery Decisiones condicionadas por
l ] l ] situacion regulatoria +
oCR Non-pCR PT1PNO Any pT1pN+ or > pTINO incertidumbre

l l l l

Complete 1 year of

trastuzumab (consider - Doble bloqueo HER2adyuvante

pertuzumab if N+)
i Adjuvant chemotherapy* + 1y .
After 1 year completed of TDM-1 Weekly paclitaxel x12 + 1 year dual blockade if pN+ o en N + y’ traS neOadyuvanCI a, en

Trastuzumab consider oot AREIIETED trastuzumab if pNO

e PCR de altoriesgo (cN+) (I1, B)
— - Neratinib adyuvanteen

HER2+RH-+tras no pCR a

neoadyuvanciacon doble

blogueo (I, B)

aoneesaiae  SEOM

Ayala de la Pefa, ClifranslOncol 2025 (en prensa)Paluch-Simon, Ann Oncol 2022; ESMO Livifguidelines 2025



Desescalada en
enfermedad precoz



Desescalada en enfermedad precoz

Desescalada de
esquemas de QT

BCIRGOO6 TRAIN2

4x AC  4x docetaxel
60/600 mg/m? 100 mg/m?

AC—T inn 0.9 HER2+ BC Surgery
Stage II-1lI " Z
HER2+— AC—TH il 0.8 g 3x PTC + Ptz 6x PTC + Ptz Primary endpoint
(:I:Sztgzz ' 1year of trastuzumab LVEF >50% ® PCR (ypT0/is, ypNO)

6x T and platinum salts
75mg/m? 75 mg/m?or AUC 6
TCH EEEEER

by local assessment

Stratified by Secondary endpoints
«Toxicity (CTCAE 4.03)

No prior therapy
Age 218 years ¢T (0-2 vs 3-4)
N (neg vs pos) 3x FEC-T + Ptz 6x PTC + Ptz *RFS, BCSS, OS

N=438 ER (neg vs pos)
age (<50 vs 250)

o
o

% alive and disease-free
o
~

=
5

Patients Events HR (95%C.I. P
1 £ trast b 328 1 (reference)
year of trastuzuma 269  0.72(0.61- 0.85) <0.0001

279  0.77(0.65-0.90)  0.0011

o
IS

60 72 8 96 108
Time (months)

E Event-free survival in the intention-to-treat population

100
p095 _—\"_‘—\_
1
~ _ 6% (95%C161-74) —_— 80
2 7% (958 A 60.73) 3
[ g : H 'E"\a Anthracycline group
s 7) | 78.7% if ag 60 Nonanthracycline group
§ | ;F‘n 6. EE
& Patients Events HR (95% C.L) P ; £ 407
—AC-T 1073 203 1 (reference) g s &
—ACTH 1074 141  0.63(0.51-0.79) <0.0001 % . “"
TCH 1075 167  0.76 (0.62-0.93) 0.0075 aw 20
v H HR, 0.90 (95% Cl, 0.50-1.63)
48 60 72 84 96 108 120 132 P 0 T T T
Time (months) s 0 12 24 36 48 60
Follow-up, mo
No. at risk
112 1407206 Anthracycline group 219 213 209 200 103 17
Anthracychne group Non- antheacydine group Nonanthracycline group 219 219 212 203 106 19

No clara justificacion para antraciclinas
Ilgualesresultados para esquemassin ellas con menor cardiotoxicidad y
leucemias secundarias Slamon, N Engl Med 2011



Desescalada en enfermedad precoz

Desescalada de Taxanos sin carboplatino con
esquemas de QT doble bloqueo HER2 x &ciclos

neoCARHP (fase Ill TPH vsTCbPH)

Resultados (n=774)

neoCARHP Study Design (NCT04858529) Sindiferencias en pCR (RE+ y RIE
THP6 Q3W (n=387) 66% vs 64% (mayor RE+, 78%)
Aged 218, (Investigator-selected taxane*
untreated, staged + Trastuzumab IV 6 mg/kg,
11-1l , HER2- :Sading dosbelg r:é;(/)kg +
positive breast ertuzuma mg, - -
loading dose 840mg) . CRin CRIin
e Trial pCR Overall ER" L ER" :
Stratification TCbHPx6 Q3W (n=387) -positive -negative
: :g;’:f’g&i‘:t“s (Investigator-selected taxane*
+ Carbop!atin IVAUC 6 neoCARHP-TCHPx6 66% 59% 78%
Sy STk BCR (yplOhs YoHa) mg/mL/min N Trastuzumab IV 6
N T e R R R el Mg/kg, loading dose 8 mg/kg + neoCARHP-THPx6 64% 56% 78%

neoadjuvant therapy, the percentage of patients who Pertuzumab 1V 420 mg,
underwent breast-conserving surgery, EFS, DFS, OS g

* Docetaxel, Paclitaxel or Nab-paclitaxel

Datos a favor de desescalar carboplatino en bajo riesgo
No datos de IDFS
Bajarepresentacion de estadios Il (mayoriaT1-2 NG-1)

Esquemasubdptimo de taxanos cada 3 semanas

Green, J Clin Oncol 20055parang N Engl Med 2008; Martin,
BreastCancer ResTreat2015; Hurvitz, ASCO 2025



Desescalada en enfermedad precoz

Desescalada de

esquemas de QT Taxanos sin carboplatino con

doble bloqueo HERZ2 x &ciclos

PREDIX(fase IIR TPH vs iIDM1)

[ _ e
TPH ] EC*2 |
| surgery =2 Follow-up
TOM1 L EC*4 ]
" B N ] “ El M 1
vO(C1D7) v1(CI08) v2(C2015) v3(C4D8) v&(Ce015) y Eo¥ FU1-8y until recurrence

Datos a favor de desescalar
carboplatino en riesgo intermedio
A T-DM1 no sesuele considerar
como opcion, pero datos
equivalentes 45.5%
A Datos de EFSdificiles de
interpretar por disefio (2 vs 4
ciclos ECadyuvantes)

Neoadjuvant docetaxel, Neoadjuvant
trastuzumab, and pertuzumab T-DM1

Resultados (n=202)

PCR ©bjetivo primario)

45.5% conDocPHX 6ciclos (vs
43.9% para TDM1 x 6)

Mayor pCRen RH-

Figure 3. Event-Free Survival After a Median Follow-up of 40.4 Months?

107+ = — Standard

1

Investigational
0.8 E

0.6

0.4+

Event-free survival

0.24

Log-rank P =.35
0 T T T 1
0 1 2 3 4
Years since randomization
No. at risk
Standard 99 99 87 65 28
Investigational 98 94 80 54 22

Hatschek, JAMA Oncol 2021



Desescalada en enfermedad precoz

Desescalada de

esquemas de QT Taxanos sin carboplatino con

doble blogueo HERZ2 x 4ciclos

WSG ADAPT HER2+ RiHfase Il R TP+wPacvs TP

Endpoint

+ ER/ PR negative (<1%) and e L L £ LA SE O G L L fud o

HER2+ b tral pathol Loaee tate % : H —
« cMoreTaae e 5 (& Pacientes (n=134)
« allcN LosTing 140 mg !
- Mo = -3 b o)
+ Adequate organ function o- Trastuzumer, % - . - H @ O CNO 55 /0
* LVEF > 50%; LVEF within Ben 4morg / V

normal institutional limits by t"..".":‘..'.‘".:",_ gor 0] CT2 52%

h di hy; | g ooy
;ccgcar ography; norma nmu'.- Z,v/: “ - - ‘ m .I - - u _

Wrsavesk  OWusy

o o
+ Standard chemotherapy/ completion of 1yr
o o Trastuzumab obligatory in all cases except
- . PCR at surgery (optionally 1 yr trastuzumab only)

A RCp (objetivo primario): 90.5% vs 36.3%

A Baja correlacion de la clasificacion precoz de la respuesta

(ki67/celularidad) con laRCptras doble bloqueo
A Alta tasa de RCp con taxanos+doble blogueo sin
carboplatino y con duracion limitada del tratamiento

Hoffmann, Trials2013; Nitz, Ann Oncol 2017
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Desescalada en enfermedad precoz

Desescalada de
esquemas de QT

Taxanossin carboplatino con
doble bloqueo HER?2 x 4ciclos

WSG ADAPITP-I HER2+RH+TP+HT vsIP+wPac

Adjuvant therapy: duration variable Follow Up until 5
Neoadjuvant therapy : 12 weeks depending on CTX. T+ P therapy will be years after
over 40 weeks. Randomization
I I 1 D D Endpolnt paciitaxel-»4xEC* * or
. . . 5 0 AxECpaclitaxel (T+P Trastuzumab +
i allowed with paclitaxel)* pertuzumab plus P
OpmmEEEEEnEEE; sdhoant ’
: E endocrine
HE E N j P therapy
EQ
ENEEEEEEN
’ Trashurumab

Dazitase

. mﬂ B magmt
. Eroiaciine hetay
Liosading B40 my .
dave 420 mg Neoadjuvant phase™

Hoffmann, Trials2013; Gluz, JAMA Oncol 20235luz, ESMO 2024

Pacientes (n=207)
cNO 72%,cT142%

A

A

RCp (objetivo primario):56.4%
con wPacvs 23.7% con HT, OR

0.24 (CI95 0.120.46, p<0.001)
A Valor predictivo IHQ 3+vy
subtipo HER2E paraRCp

Alta tasa de RCpcon taxanos
+ doble bloqueo sin
carboplatino y con duracion
limitada del tratamiento
también en RE+

0.9=
0.8
0.74
0.6

S 0.5
§. 0.4
0.34
0.2+
0.1
0.0

= ET+T+P
=1 Pac+T+P

0% 0%
T

PAMS0 subtype:

Basal HERZ2-enriched Luminal A Luminal B



Desescalada en enfermedad precoz

Desescalada de

esquemas de QT Taxanossin carboplatino con

doble bloqueo HER2 x 4ciclos

Alta tasa pCR sinplatino

EA1181 CompassHER2 pCRTHP x 4 A 44% con THP§4% RE, 33% RE+)

A Factoresasociados con pCR: RE
R R R R R R RO R ._ <70%’ HER2 3_|_\NPaC (VS

Totper sUCIUdlnEg 190 — Fieoperative Thase . Arm A: pCR (no invasive disease) .
fecnolcomped ™ J|RE THPxA4Cycdles 3 ' 3wDoc), score pCR HER2Dx alto
..................................... E [ e H oCR T : ,
HPYE P i . :
Eligibility: * : | i 80 mg/m2qwkx12 i (ypTO/Tis RT and endocrine therapy :
Stage Il or IlIA HER2+ BC 1 : OR Sl : ypNO) (if indicated) \
* cNO eligible if T >2 cm* T docetaxel uj:
o 7R " 75mg/m’q3wkx4 Rl Follow-up for .
* cN1-2 eligible, any T1-3 AN G recurrence pCR Rate* ypTO/Tis ypNO
« T4 N3 NOT eliibl |- [ COMBINED WITH E|: Additional chemo and |_~| and survival 100
; eligible : .Ir : trastuzumab (H) R|: anti-HER2 therapy per - T
ol  &pertuzumab (P) Y| treating physician
g - : 3 wk x4 - sox
5;,22&3;&;37;%5,? pecial i a : Arm B: no pCR (residual invasive disease) ER-/_I';7E4|32+
ER+ defined as 1% ER+ T EiaEa =

Q &
5 All Patients
Primary objective: determine if 3y RFS >92% in Arm A separately for ER+/HER2+ and ER-/HER2+ cohorts ol . B=azlA, 63.7% ER+/HER2+
Q. 4 . (]
43.8% =184

Carboplatino probablemente no necesario N
Pero nodatos de RFS (Objetivo primario )ni SLEni OS,que

seran Utiles para decision sobre esquemas cortos con
taxanosy sobre utilidad HER2Dx Tung, ASCO 2025



Desescalada en enfermedad precoz

Desescalada de la
guimioterapia

Doble bloqueo sin guimioterapia
resultados de RCp

PCR with Neoadjuvant Studies of HER2-targeted Therapy
Without Chemotherapy

TBCRC006' PAMELA? | TBCRC023® | Neosphere* WSG ADAPT- PerELISA’ WSG TPIE WSG
HR-S ADAPT-HR+®

Treatment Tras + Tras + Tras + Tras + Tras + Trastuzumab  Tras + Pertuz  Trastuzumab + Trastuzumab

Lapatinib Lapatinib Lapatinib Pertuzumab  Pertuzumab  + Pertuzumab + letrozolex 5 Pertuzumab + e

(+ET ifHR+) (+ETifHR+) (+ET if HR+) (PET X 4 cycles cycles Eil; X 4 cycles
x 4 cycles x 18 weeks x 12 or 24 x 4 cycles responders) (if molecular X 4 cycles
weeks x 8 cycles responder) Tas as | nfe ri ores
N 64 151 97 107 227 44 97 119
de RCpen
HR 51% 65% 48% 67% 100% 100% 100% .,
positive comparacion
pCR HR- 9% 12 wk NR (6% 35% 21% 24% 15%
positive 33% 24wk  pCR breast con QT
only) RCp15-38%

pCR HR- 20% 12 wk NR (27% 44%
negative 18% 24 wk  pCR breast

26% 12% (12 wk) 1%
28% (24 wk)

1. Rimawi M et al. J Clin Oncol 2013. 2. Llombart-Cussac et al. Lancet Oncol. 2017. 3. Rimawi Clinical Cancer Res 2020 4. Gianni L et al. Lancet Oncol. 2012. 5. Perez-Garcia. i
Lancet Oncol. 2021. 6. Nitz UA et al. Ann Oncol 2017 7. Guarneri V et al. Ann Oncol 2019. 8. Gluz O et al. JAMA Oncol 2023; 9. Harbeck N et al. J Clin Oncol 2017 Hurvitz, ASCO 2025




Desescalada en enfermedad precoz

Desescalada de
esquemas de QT

Doble blogueo HERZ2 sin QT:
resultados de supervivencia

WSG ADAPT HER2+ RHTP+wPacvs TP

Resultados

A iDFS5yr: 98% vs 87%HR 0.32, IC95 0.07.49)
A OS 5yr: 98% vs 94% (HR 0.41, IC95 0-80%3)
A Asociacion pCR con iDFS(HR 0.14, p=0.01)

WSG ADAPITP-Il HERZ2RH+:TP+HT vs TiwPac

Resultados similares

A EFS 5yr: 92% vs 94.8% (HR 1.29, IC95 0.282)

Significado probablemente similar de pCR tras TP que tras TP+QT,
pero estudios no potenciados, con bajo nimero de RH -

Hoffmann, Trials2013; Nitz, Ann Oncol 2017 Nitz, Lancet Oncol 2022:Gluz, ESMO 2024




