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Traltements anti-HER2
(en dehors du trastuzumab)
Quelles perspectives en adjuvant ?
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Conflits d’intéreét

Roche : consulting, investigator in supported clinical trials
Novartis : consulting

Pfizer : investigator in supported clinical trials
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Peut-on faire mieux??




Lapatinib en adjuvant | ®

>

«—12 weeks —» «6 wks» <«—— 34 weeks

All patients: radiotherapy, if indicated (any time).
Honmmcepmr-posiﬁwpaﬁmts:mdocﬁmﬂmapybtatleastSyears.

Primary endpoint: DFS
850 events required for P=80% to detect a HR of 0.8 for L+T vs T
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Lapatinib en adjuvant | ®

DFS for Combination Arm (ITT)

Subgroup No. of Patients No. of Events Hazard Ratio 4-y DFS (%)
L+T T LT T 97.5% Cl L+T T
i
DFS Overall 2,093 2,097 254 301 -.—;- 0.84 (0.70-1.02) 88 86
HR Status i
HR Status Positive 1,203 1,200 133 150 —.—;— 0.87 (0.66-1.13) 90 88
HR Status Negative 890 897 121 151 —.—é— 0.82 (0.62-1.08) 86 83
Chemotherapy Timing E
Concurrent Chemotherapy 938 950 86 94 —.i— 0.94 (0.67-1.31) 90 90
Sequential Chemotherapy 1,155 1,147 168 207 —-—i 0.80 {0.63-1.01) 86 83
HR Positive i
Concurrent Chemotherapy 538 548 46 43 —E—-— 1.14(0.71-1.84) 91 92
Sequential Chemotherapy 665 652 87 107 —.—E— 0.77 (0.55-1.06) 88 85
HR Negative i
Concurrent Chemotherapy 400 402 40 51 —-—i— 0.78 (0.48-1.25) 89 86
Sequential Chemotherapy 490 495 81 100 —.—5— 0.84 (0.60-1.18) 83 80

1
1
1 i 1 1
0.5 1.0 15 2.0
<« —
Favors L+T Favors T

——— niversite

| == s SN CRCM (Ai)ﬁ Marseille
i I Piccart-Gebhart M, J Clin Oncol 2016




Neratinib en adjuvant L=

Essal ExteNET

Neratinib
240 mg/j, 1 an

Cancer sein localisé
HER2+ ayant terminé le
traitement initial
(trastuzumab compris)
depuis au plus 2 ans

(n =1420)

Obj |
IDFS 2 ans aprés randomisation
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Invasive disease-free survival (%)

Number at risk
Neratinib group
Placebo group

100
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0 T T T

10 4

% 93.3%

HR 0-67 95% Cl 0-50-0-91); p=0-0091 \
( P . " 91.6%

1420 1291 1260 1229
1420 1367 1324 1292

1189 1150 1108 1033 662
1243 1209 1163 1090 704

Neratinib group (n=1408)

Placebo group (n=1408)

Grade 1-2 Grade 3

Grade 4 Grade 1-2  Grade 3 Grade 4

| Diarrhoea 781(55%) 561 (40%)  1(<1%) 476 (34%) 23 (2%) 0 |
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579 (41%)  26(2%)
359 (25%) 23 (2%)
322(23%) 47 (3%)

Abdominal pain 314 (22%) 24 (2%)
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301(21%) 2 (<1%)
276 (20%)  6(<1%)
107 (8%) 5 (<1%)
141(10%) 3 (<1%)
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Chan A, Lancet Oncol 2016



HERA

=

2 ans de Trastuzumab pas supérieur a 1 an

100 anae. Trastuzumab 2 years
Primary management = | S ALY ] 81.6% —— Trastuzumab 1 year
(surgery, [neo]adjuvant chemotherapy 80 75-8%
+ adjuvant radiotherapy) T—g' 81.0% 260n
2 60
]
Stratification = i
¢ 40
d
g Patients Events HR(2vs1) 95%Cl pvalue
e — S 209 Hyears 1553 367 099 (0-85-114) 086
{, 2 ! lyear 1552 367
0 T | T T T T T | T
0 1 2 3 4 5 6 7 8 9

Herceptin’ Herceptin® e Number at risk
q3w x 1 year q3w x 2 years Observation Trastuzumab 2years 1553 1553 1442 1361 1292 1223 1153 1051 633 194
Trastuzumab 1year 1552 1552 1413 1319 1265 1214 1180 1071 649 205
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Pertuzumab en adjuvant L

Essal APHINITY

| 3dcyces | 3dcycles |

Approach 1:

T |

Anthracycline based chemotherapy
Trastuzumab IV 3-weekly
Pertuzumab IV 3-weekly

| 34cycles | 34 cycles |
I 1 |

Trastuzumab 3-weekly

Placebo IV 3-weekly

DCSOrr0Omm

Central
Confirmation
Of HER2 status

Approach 2:

Non-Anthracycline based chemotherapy

=
(=]

Trastuzumab IV 3-weekly

Pertuzumab IV 3-weekly

6 cycles
TC

20—=->N-<002>2=2

Trastuzumab IV 3-weekly

Placebo IV 3-weekly

/

| PI:BBOB | ] | |
| I i
Randomization within 7 Start treatment Anti HER2 therapy for a total of 1 year (52 weeks) ]
weeks of surgery within 1 week

Radiotherapy and/or endocrine therapy may be started at

.A:anthracycline based BT:taxane based . TC=docetaxel + carboplatin the end of adjuvant chemotherapy

Réponse attendue en 2017-2018
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[ Lapatinib
[ Trastuzumab
[ Combination

NeoSPHERE et NeoALLTO | S

p=0-0007

Response rate (%)

.

Trastu + | Trastu +
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p=0-13 J_
T 46-8%
J_ (n=68)
27-6%
(n=40)
n=145" n=145"
pCR

Baselga J, Lancet 2012
Gianni L, Lancet Oncol 2012




Hausse pCR # Gain survie L=

Lancet 2014; 384:164-72
Pathological complete response and long-term clinical

benefit in breast cancer: the CTNeoBC pooled analysis
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TDM1 en adjuvant? L

Optional T-DM1 for up to 17 cycles
sequential RT* of HER2-directed therapy
+ trastuzumab total

HER2-positive Optional docetaxel
earl I:Istn e = T-DM1 M x3or4cycles +
i x4 cycles trastuzumab x 9 or

12 weeks .
Optional
concurrent RT*
ey

T-DM1 for up to 17 cycles of HER2-directed

breast cancer

therapy totals
Grade 3 AEs Occurring in > 2% of Patients
Any Grade Grade 3°
No. % No. % PCR = 56.0%
Thrombocytopania 22 216 12 g1 51.7% (RH+), 61.9% (RH-)
Increased AST 19 12.8 1 14
Increased ALT 18 122 1 14
Neutropenia 15 10.1 8 b4
Hypertension 8 b4 4 2.7
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TDM1 en adjuvant?
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KATHERINE KAITLIN
Cancer sein localisé HER2+ Cancer sein localisé HER2+
Pas de pCR apres trt Apreés chirurgie +
néoadjuvant (chimio + Trastu) Anthracyclines
Obj | = iDFS Obj | = iDFS

Docetaxel +

Trastu-Pertu

—I Fin étude Fin inclusions
2023 2018
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Anti-angiogéniques : Beverly Il | =

Stage 1 Stage 2 Stage 3 Stage 4
< > +—>r 4 > 4 >
Epirubicin 100 mg/m?,
cyclophosphamide 500 mg/m?,
and fluorouracil 500 mg/m? every Docetaxel 100 mg/m? every
Jweeks for four cycles Jweeks for four cycles
~ — ~ - ~
Radiotherapy Endocrine therapy if
L2 3451178 SinEER: (4-6 weeks) oestrogen-receptor positive
[ S e
4-6weeks 2-4weeks E
=]
Meoadjuvant trastuzumab & mg/kg loading dose Adjuvant trastuzumab 6 mg/kg i
then 6 mg/kg every 3 weeks for 12 weeks every 3 weeks for 42 weeks =
i . i ____________________ i Adjuvant bevacizumab 15 mg/kg
Neoadjuvant bevacizumab 15 mag/kg every 3 weeks for 24 weeks : : every 3weeks for 30 weeks

Taux de pCR = 63,5% (95%CI 49.4—-77.5)
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Immunothérapies?
Ph | vaccination| ®
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Conclusion |_I

Le standard reste le Trastuzumab 12 mois

Attente ++ des résultats d’APHINITY pour
une éventuelle modification des pratiques

Intérét T-DM1?
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