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BASES BIOLOGICAS DEL CANCER
E INNOVACION TERAPEUTICA

MAS DE 20 ANOS A LA VANGUARDIA DE LA FORMACION
EN LA BIOLOGIA Y TRATAMIENTO DEL CANCER

17, 18 v 19 DE MAYO DE 2023 )

Optimizando el tratamiento del cancer de mama Her2
positivo en estadios tempranos. ¢ A quiénes mas y a quiénes
menos?
Fernando Moreno Anton

Servicio de Oncologia Médica
Hospital Clinico San Carlos
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Edith A. Perez et al. JCO 2014;32:37443752
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A Shorteningadjuvanttrastuzumab
A Lesgoxic chemotherapy

A Avoidingtreatment 2 Flowdiske patients
A Optimizingtrastuzumabadministration

A Economidoxicity (biosimilarg o _ _
Escalationincreasingefficacy)

A Increasingluration of trastuzumab
A Addition of lapatinib
A Addition of neratinib
A Addition pertuzumab
A Additionof T-DM1
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APT TrialStudyDesign
[ Surgery ]

HERZ+ Enroll
I ER+ or ER- —

Node Negative PACLITAXEL 80 mg/m? + TRASTUZUMAB 2 ma/kg x 12

=3 cm
I Planned N=400 ‘

| prano | EENNNENENEEER

FOLLOWED BY 12 EVERY 32 WEEK DOSES
OF TRASTUZUMAB (6 ma/kag)*

HER2 + stagdll Breast Cancer
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6¢8 cycles

Chemotherapy

Trastuzumab
Central
confirmation of
HER?2 status Pertuzumab

N ~ 4800

Surgery

10-year
6¢8 cycles follow-up
Chemotherapy
Trastuzumab
Placebo
—/

Anti-HER2 therapy fax total of 1 year (18 cycles)

w  Primary endpointIDFS

w Secondary endpointdDFS including second nbreast cancerDFS, OS, recurrenéee interval, distant recurrencéee interval, cardiac and overall
safety,HRQoL
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IDFSafter 45.2 months of FU (2017)

A Intention-to-Treat Population

100 98.6 96.4 94.1 92.3
o 98.8 95.7 93.2 90.6
o __ 80+
TR
e
U x
e S 40 — Pertuzumab, 171 events
'é g — Placebo, 210 events
s W0
E 20 stratified hazard ratio, 0.81 (95% Cl, 0.66—1.00)
P=0.045
0 T T T T T T T 1
0 6 12 18 24 30 36 42 48
Months
No. at Risk
Pertuzumab 2400 2309 2275 2236 2199 2153 2101 1687 879
Placebo 2404 2335 2312 2274 2215 2168 2108 1674 866

BASES BIOLOGICAS DEL CANCER Aph I n Ity Trlal Resu ItS

Updated descriptivaDFSanalysis after 74.1

IDFS (%)

months of FU (2019)

3years
100 94.1%
93.2%
80 '
Pertuzumab Placebo
60 - (n = 2400) (n = 2404) |
Events, n (%) 221 (9.2) 287 (11.9) I
40 4 Stratified HR (95% Cl) 0.76 (0.64 to 0.91)
Median FU, months 74.1 I
Six years from randomization I
20 - | Difference in event-free rate (%) I
95% Cl for difference (1.0to4.6) |
] |
T T T T T T
0 1 2 3 4 5 6
Years From Random Assignment
No. of patients at risk
2,400 2,277 2,198 2,122 2,055 1,978 1,482
2,404 2,312 2,215 2,134 2,039 1,967 1,421

von MinckwitzG, NEJM 201 PiccartM, JCO 2021
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IDFS irthe node-positive cohort IDFS irthe node-negativecohort
3 3 years 6 years
100 4 yeirs 100 97.5% 95.0%
w 98.4%
90.2%
80 ' 80 |
o\o 60 - Pertuzumab Placebo c\o 60 Pertuzumab Placebo [
— (n = 1503) (n = 1502) | ~— (n =897) (n =902) |
(78] (78]
0 Events, n (%) 173 (11.5) 239 (15.9) | il Events, n (%) 48 (5.4) 48 (5.3) |
a 40 Unstratified HR (95% Cl) 0.72 (0.59 to 0.87) | a 40 Unstratified HR (95% CI) 1.02 (0.69 to 1.53) |
Six years from randomization | Six years from randomization |
20 - Difference in event-free rate (%) 4.5 | 20 4 Difference in event-free rate (%) 0.1 |
95% Cl for difference (1.9 to 7.1) [ 95% ClI for difference (-2.0to0 2.2) [
| | | |
T T f T T f T T f T T f
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Years From Random Assignment Years From Random Assignment
No. patients at risk No. patients at risk
1,503 1,420 1,357 1,301 1,257 1,205 814 897 857 841 821 798 773 668
1,502 1,439 1,359 1,288 1,223 1,176 741 902 873 856 846 816 791 680

PiccartM, JCO 2021
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Part Al Part B2 Fé"’;,r}

HER2+ breast cancer =

IHC 3+ or ISH amplified @) .

(locally determined) = » —_— —_— 2

. ; < o > >
Prior adjuvant trastuzumab + N 5 8o > "
chemotherapy » g = gg oun "
Lymph node +/i, or residual A = L2 ) % o
invasive disease after <ZE = I-;Jl 3o
neoadjuvant therapy s » So 2 |
ER/PR +/i (endocrine o D 0o

. — N
therapy permitted)
n=284 July March July
0 2014! 20172 201934

Primary endpoint: invasive disease-free survival (iDFS)
Secondary endpoints: DFS-DCIS, time to distant recurrence, distant DFS, CNS metastases, OS, safety

A

A

A Other analyses: biomarkers, health outcome assessment (FACT-B, EQ-5D)

A Stratified by: nodes 0, 1i 3 vs. 4+, ER/PR status, concurrent vs. sequential trastuzumab
A

Study blinded: Until primary analysis; OS remains blinded
1. Chan et al. Lancé&incology201.
2. Martin et al. Lancebncology2017.
3. Chan et alClinicalBreastCancer 2020.
4. Holmes et al. SABCS 2020®B3
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IDFSntention-to-treat Population 2Year Analysis and-¥ear Analysis

ITT iDFS 2-year analysis? ITT iDFS 5-year analysis?

100,0 e t—— 197.9% 94.2% 100 - 97.9%
: T —'_- w?’% §922%  joL2%  §90.2%
90,0 j 9o:6% i 90 - 1955% i i i -
0,
: :91.9% :332.4% : 91.7% : 90.2% : 89.1% i
H ! 1 1 222.6% 1322.0% 1 187.7%
80.0 - 1 1 80 + 1 1 1 100 1% 1
s i i S i i i P i
" : : 7 : : : : :
4 700+ : P 2707 : : : : :
= : : 2 ! : : : :
60,0 - 1 1 60 - 1 1 1 1 1
1 1 1 1 1 1 1
HR (95% CI): 0.66 (0.49i 0 9ql) : : : : : :
(1] . 0. . . .. L
- - = Neratinib 1 - 1 1. 1 === | Neratinib 1
50'0 Two-sided p = 0.008 ! ! 30 HR (95% (III): 0.73 (0.5]| 0.92) ! ! !
f Median follow-up 24 months 1 ~ Placebo i T Two-sidedip = 0.0083 1 i - i Placebo i
1
4 1 T T T I T T T 1 1 T 1 T 1 T 1 T 1 T 1
0 3 6 9 12 15 18 21 24 0 6 12 18 24 30 36 42 48 54 60
Months after randomisation Months after randomisation
No. at risk No. at risk
Neratinib 1420 1288 1257 1227 1188 1150 1108 1033 662 Neratinib 1420 1316 1272 1225 1106 978 965 949 938 920 885
Placebo 1420 1367 1323 1291 1242 1206 1161 1089 704 Placebo 1420 1354 1298 1248 1142 1029 1011 991 978 958 927
Cl confidencenterval, HR hazardratio; 1. Nerlynx(neratinib) EPAR Public Assessment Report. European Medicines Agency. 13 July 2018. EMA/CHMP/5222Gdl0l28t:
iDFSinvasiveliseasefree survival ITTjntentionto treat. https:/www.ema.europa.eu/en/documents/assessmergport/nerlynx-epar-publicassessmenteport_en.pdf 2. Martin M, et al. Lancédncol

2017;18:16881700.


https://www.ema.europa.eu/en/documents/assessment-report/nerlynx-epar-public-assessment-report_en.pdf
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ExteNER-year Analysis:
the absoluteiDFSadvantage with neratinib in the HR+ subgroup is up to 4.19

HR+ HR-
1,0 —————— 2% 1056% 1,0 —— j 97.6% ;
1 -~ H 192.4%
1 96.0% l - 1 95,00t a—
019 . i —:[91.5% 0,9 ™ : ’ : 92.2%
] ]
i ! 1 1
0,8 A ] : 0,8 - ! !
S I I S i i
o | ! y = -
- - ] ]
[a] 1 H [a] 1 1
0,6 ] ! 0.6 1 i !
] ]
l Neratinib | 0,5 o ! Neratirib |
- . — ratini .. — ratuni
0,5 1 Hr (95% ciy: 0.49 (0.311 0.79) erainib : HR (95% CI): 0.93 (0.60i 1.43> STy
f p <0.001 : === Placebo : ? p =0.365 H === Placebo H
| | | | | | | | | |
| | | | | | | | | | 2 1 18 2 24
0O 3 6 9 12 15 18 21 24 0O 3 6 9 1
Months after randomisation Months after randomisation
No. at risk No. at risk
Neratnib 816 735 719 697 677 653 629 591 380 Neratinib 604 553 538 530 511 497 479 442 282
Placebo 815 784 760 740 715 697 668 621 401 Placebo 605 583 563 551 527 509 493 468 303
Cl, confidence interval; HR, hazard ratio; HR+, hormone receptor positive;3 NerlynxEPAR Public Assessment Report. European Medicines Agency. 13 July 2018. EMA/CHMP/52522:120tE8t:

HR:-, hormone receptor negative; iDFS, invasive disease-free survival. https://www.ema.europa.eu/en/documents/assessmergport/nerlynx-eparpublicassessmenteport_en.pdf
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Associationbetween pCRand EFSpatient level)

HER2-positive Favors pCR  Favors No pCR
100 - i
pPCR ; .
g 80- ) ;
. ‘ a
: RD - i
U | >
£ a0 . |
: |
5 204 e ;
HR 0-39 (95% C1 0-31-0-50) Hormone receptor status i
0 B Negative o :
| [ [ I I é [ é [ 9 .
0 1 2 3 4 5 / 9 . Positive i
Number at risk L i
pCR 586 G527 454 371 212 120 37 4 2 1 [ w x : : : i : :

EFS Hazard Ratio (95% Probability Interval)

HRnegative HR 0.290.240.36)HR positiveHR 0.52 (0.40.66)

BroglioKR et al. JAM@ncol 2016; Cortazar RancetOncol2014
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NeoSohere: Design Neosphere pCRrate (breast)

Neoadjta\éwtxtzeatment Adjuvant treatment p =0.0198
Arm A 50 - p = T p=
_[ Trastuzumab + docetaxel (n = ]_' N Trastuzumab + FEC ] © 0.0141 : 0.003
107) s\ ) B,
Arm B U o _ T
Pertuzumab + trastuzumab f ) O 45.8 T
- _[ + docetaxel (n = 107) ]—» R ->L Trastuzumab + FEC ) . 30
G c : T
> Arm C Q 20 - 4
_[ Pertuzumab + trastuzumab (n = ]_, E |, [ Trastuzumab + [docetaxel - ) 29.
107) R L FEC] J 1
104 | ©
Arm D v 16.8
TH THP HP

Gianni Let al. Lance©ncol2012;13:25¢32



XV SIMPOSIUM

BASES BIOLOGICAS DEL CANCER
E INNOVACION TERAPEUTICA

TRYPHAENA trial BERENICE trial

FEC x 3€ docetaxel x 3 —

. - ddAC q2wxé Paclitaxel qw x12
(A: 60 mg/m?; C: 600 mg/m?) (80 mg/m?)

Pertuzumab q3w xé Pertuzumab 3w x13
(840 mg~420 mg) (420 mg)

Trastuzumab q3w x& Trastuzumab q3w x13
(8 mg/kg~6 mg/kg) (6 mg/kg)

trastuzumab /pertuzumab

|

1HX / Ad39dNS
|
]

FEC q3w x4 Docetaxel qw x&
| [FSOOmg‘m’ E100mg/m%; (75 mg/m? escalating to 100 mg/n?
— - 600 mg/m?) iif no dose-limiting toxicity) Pertizumab q3w x13
Pertuzumab q3w x4 (420 mg)

(840 mg—420 mg) Trastuzumab q3w x13
Trastuzumab q3w x4 (6 mg/kg)
(8 mg/kg+& mg/kg)

Additional chemoRx
if required

100 7 Figure 3. pCR (ypT0/is ypNOo, intent-to-treat population)
90 T

_ 79.4
© ~ 80 = 90 4 5365
O X (B1.9%)
>2<
cw 70 65.0
o2 ’

a 7124
% = 60 E73%)
Qg | 262 48.6 : £
g2 g
B )
=5 40
02
= a
c g 30 A
25
© _
& 20

10 H HR-positve  HR-negative.
Z CohortA Cohort B
0 I Z (ddAC—TPH), (FEC—DPH),
ER/PR- ERand/ ER/PR- ERand/ ER/PR- ERand/ n=199 n=201
or PR+ or PR+ or PR+ SupmemsmCumAmdmnCohmBhidmmngHRm
FEC + PH (x3) FEC (x3) PHTC (x6) e oo FEC, fuomurac, epinibicin, and 2 e
- PHT (x3) - PHT (x3) P pertizumah (PERIETAS) T paciiaxek, pCR, pathologic complele response.

Sandra M. Swain et al., Primary analysis of Berenice, SABCSxi€eweisset al. SABCS 2011
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[ Surgery ] [ Neoadjuvant ]
Treatment

| |
I I ] [ P+ T+ Poly-CT ]

[ PT1NO ] [ oTO2 polt |

| I | |
. . Non
[ T + paclitaxel ] [ IOT 02 N]) [ pT O 1pN+ ] l PCR l

[ ] P+T+
POWCT Poly-CT

[ Neratlnib ]
(HR+)
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NeoSphereDFS accordingCR
(No adjuvantpertuzumab
A
100 pCR15% Hormone  T1-2/N- (reference) 212 91.4
receptor+
90 pCR+ T3-4/N- 65 87.0 0.84 0.53-1.35 _—
80+ T1-2/N+ 200 836 0.55 0.33-0.90 —
S
E 70 T3-4/N+ 160  80.4 0.46 0.25-0.85 —_
S 60
3 Hormone  T1-2/N- (reference) 196 90.3
‘_?—: 50 receptor—
T PCR+ T3-4/N- 9 793 0.58 0.40-0.84 —_—
S 404
g Number Number  5-year Hazard ratio 12N 280 875 087 058129
o 30+ of of progression-free  (95% Cl) T3-4/N+ 204 824 0.50 0.30-0.83 . . —— | _
T 55 patients events (%) survival (95% Cl) g"Q QQ Q’.‘—’Q Q@Q@Q Q%Q RIS
| — tper 94 14 (15) 3cos (76-Q
7 Nowr 323 73(23) C_76% (71-81) 054 (0-23-1:00)
0 T T T T 1 . . .
0 12 24 36 48 60 In pCR patients, cTand cNwere significant
At risk Months after randomisation

independentprognosticfactorsfor EFS

Gianni L et al. Lancet Oncol 20¥&nMackelenbergiMT. JCO 202«



