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Abstract

Background: Her2-positive breast cancer is one of the most aggressive and recurrent breast cancers.
Conventional treatment involves chemotherapy and anti-Her2 drugs after surgery. However, preoperative
neoadjuvant therapy has become increasingly popular because it can reduce the size of the tumor, allowing
breast preservation and reducing the chance of cancer cells spreading. This study aimed to review the
results of dual anti-Her2 therapy (Trastuzumab and Pertuzumab) in combination with preoperative
chemotherapy to assess the clinical outcomes and the chance of achieving pathological complete response
(pCR), which is related to long-term patient survival.

Objectives: (1) To study the efficacy of dual anti-Her2 therapy in reducing tumor size and pCR response
rate; (2) To compare the survival rate of patients receiving neoadjuvant therapy with conventional therapy;
(3) To analyze the impact of neocadjuvant therapy on reducing the need for extensive lymph node
dissection.

Methodology: This study is a literature review and metastasis analysis of several clinical trials, including the
NeoSphere Trial, Tryphaena Trial and Katherine Trial, which evaluated the results of preoperative
chemotherapy in patients with her2-positive breast cancer. Her2-positive breast cancer using Hazard Ratio
(HR) statistical analysis and comparison of overall survival (OS) and disease-free survival (DFS) rates.
Results (1) Dual anti-Her2 therapy combined with chemotherapy prior to surgery resulted in pCR of 45.8%-
67%, depending on the regimen and duration of therapy. (2) The group receiving Neoadjuvant Therapy had
better disease-free survival, especially in the group that achieved pCR. (3) Long-term studies showed that
patients with pCR had significantly higher overall survival than those who did not achieve pCR. (4) The use
of T-DM1 in patients who did not achieve pCR after Neoadjuvant Therapy reduced the rate of disease
recurrence.

Conclusion: Preoperative dual anti-Her2 therapy combined with chemotherapy can increase the chance of
achieving pCR and improve long-term survival. It also reduces tumor size, allows for more breast-conserving
surgery, and reduces the need for lymph node dissection, which is an effective approach for treating Her2-
positive breast cancer.

Keywords: Neoadjuvant Therapy, Dual anti-Her2 Therapy, Pathological Complete Response (pCR)

unin

TuthagtumssnvuzifadunssesiFuduvie Her2-positive fisluuiaannn 2 lwudiues ivielaidnig
uwnsnszaeludeutviosinug deudududenislieneividawazemiataessiiauuy Dual anti-Her2 rou
wste annsliionieunide azdansiuwaduzifefiuninszareeglunszuadon uazdousgameioazing q fe
Pavanlomaduuziien Winlonavesnsiridauuanuium ananusidulumsheindaagdemniimies

o v

S uUNINarINe @UN5aUsEEUNSRaUAURIRau L LnawlalreiasukalazigUlelulndn wardhduien

Y

v v <

idneenuiuluaTianamensine) dlinvunswiagnanundestaeriafidifounzisuiuuaz oy nies

33 138091 pathological complete response(pCR) HUiaziinisaniiulsanifuin dn1s3demanseniagiintia



a s a & oA o o
?753777?745/7?77?‘79772;7°UJ77W44273€775755U§7/ ??f?&'f{]éﬂﬁ? U9 2 aUUN 1 UNs1AU — L8 2565

fUaesl pCR TWilduniign dnluddnsinissendinlasi(overall survival,0S)uagdnsnisegsenlagusidainise

(disease-free survival DFS)iigatuluszeven uaznsdlfifasiundadagnarmndont Afinslden T-DM1(ado-
trastuzumab emtansine) soudamsinda hliEesimsdiulsaiifty

nMesnwUUR ANl suafividauazemiati Trastuzumab asmdanissnda 990 HERA trial" 1y
multicenter, international uenUszineesiini luadlditlasunivrdaunnou wauvuldieu vielndanisindin
(adjuvant or neoadjuvant) a1y node positive 7ieuuziSuwIainlafls w3 node negative usvuA
founziSadodlanit 1 cm Sauldfdu node necative wavun 1,100 au lng 94% wagldsy Anthracycline-
based chemotherapy uay 26% l#3usnga Taxane duideneuldidu 3 ngu nguil 1 ldlieusdamugeinis
PE1LAEI (1,693 Aw) ﬂaq'uﬁ' 2 l@isuen Trastuzumab (loading dose 8 meg/kg, maintenance dose 6 mg/kg) N 3
FUansi WWunan 19 (1,694 au) ngudt 3 163uen Trastuzumab n 3 dami Wuan 2 Y (1,694 aw) e
meszﬁﬁ'a recurrence, contralateral breast cancer, second non-breast malignancy ag death Qﬂﬂizaﬂﬁ
nan A disease free survival Qﬂﬂizmﬁiaﬂ Ao overall survival, cardiac safety, disease specific survival uag
time to distant recurrence TBMuATILsfianade 1 9 Wiy sevinnguillildsustunguitldsu
Trastuzumab An130f (events) 1findu 347 ads tAafunguil lalld$ue 220 afs uiifafunguiilasy
Trastuzumab Wigs 127 ads unadjusted Hazard ratio(HR) = 0.54 (95% Cl 0.43-0.67; P=<0.0001) aziyhiufix
Disease-free survival 46% & absolute benefit i 2 T wirifu 8.4% (85.8% versus 77.4%)

defnnaily 11 9 wudn nquil 2 Fald$uen Trastuzumab Wunan 1 ¥ azdidnsnisseniniesar79
(HR 0.74, 95% Cl 0.64-0.86; absolute 6.5% improvement compared to no trastuzumab) 8ns1n15UaenlsA
Sovaz 69 (HR 0.76, 95% CI 0.68-0.86; absolute 6.8% improvement compared to no trastuzumab) Falg
ﬂsxia%ﬁﬂgaﬂa:uﬁ Hormonal receptor positive Wax negative weiiflofnauii 10 ﬁazwudwﬁ@’ﬂaaﬂduﬁlﬁ%’uaw
Trastuzumab Safinsndudusniedesay 28.8 wies 1lu 3

91501518975 ANWY NSABP B-31 + NCCTG 98317 nguitléu Trastuzumab wiesnafivin &
dasmssendnil 10 T 84% Wivuiisuiunguilldsuieiivrtnegiaden fifies 75.2% (U 1) Trastuzumab 9

o o

anmsideTinlfedsiifudifey 37% (hazard ratio [HR], 0.63; 95% Cl, 0.54 to 0.73; P < .001) waznguillisu

A I

Trastuzumab wiemalvUn liTineglasusaanlsan 10 U 73.7% wWisuidlsudunguiilasuimividnegng

a

Wied Jiiles 62.2% (3UN1 2)Trastuzumab vilidnsinissentinlagysidainlsa@du 40% (HR, 0.60; 95% Cl, 0.53

to 0.68; P < .001)
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e AC == TH (286 events)
w— AC « T (418 evants)
0 1 2 3 4 &5 6 7 8 98 10
Time Since Random Assignment (years)
No. at risk

AC--TH 2,028 1995 1,859 1,897 1,843 1,765 1,709 1,606 1085 735 439
AC-=T 2018 1962 1,883 1,806 1,730 1640 1,634 1,336 944 604 353

31]17; 1 10-years Overall survival iwim‘ma;uﬁiﬁ Dual anti-Her2 Au single anti-Her2
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A8 = AC == TH (473 events)
= = AC - T (30 events)
0 1 2 3 4 5 6 7 8 ] 10
Time Since Random Assignment (years)
No. at risk

AC-TH 2,028 1959 1,B48 1,747 1,675 1,611 1,514 1,293 210 619 350
AC =T 2,018 1,887 1,689 1,629 1,423 1,329 1,232 1,027 705 448 255

3‘1117; 2 10-years Disease -Free survival iwﬁwﬂ’sjum@f Dual anti-Her2 AU single anti-Her2

4838370 CTNeoBC pooled analysis® @937us1sgU3e89 11,955 518 wudgUieidl pCR 22ildnsInis
sendnuasninnn1sal(Event-free survivaluazdnin1ssendnlagsia(Overall survival,0S)ARnINgutlaisl pCR

Ine HR=0.48(95% Cl 0.43-0.54) uag HR=0.36(95% C| 0.31-0.42) Auadu(gUl 3 uae 4)
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‘g HR 0-48 (95% Cl 0-43-0-54)
[
20
—— Pathological complete response
—— No pathological complete response
0
0 3 6 9 12 15 18
Rrakerah asi Time since randomisation {years)
Pathological 2131 1513 583 337 124 35 2
complete response
No pathological 9824 6169 2674 1523 525 165 1
complete response . . .
JUN 3 Event-Free survival nguitlel pCR fungudilailé pCR
Overall survival
100
80
g
T 60- e
5 "Ny
T 404
3 HR 0-36 (95% C1 0-31-0-42)
20
0 T T T T T T
0 3 6 9 12 15 18
Time since randomisation (years)
2131 1618 640 383 145 43 3
9824 7119 3173 1859 659 209 3

gﬂﬁ 4 Overall survival ﬂzjuﬁ'iéf pCR ﬁUﬂduﬁiﬂﬁ pCR
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Hormone-receptor-positive, Hormone-receptor-positive, Hormone-receptor-positive,
HER2-negative HER2-negative, grade 1/2 HER2-negative, grade 3
100 S——
P —=
_ Mg, i_\ ) N — G
£ 8 \~\\— .
= T e ~
f e s P, P
2 3 =
£ 40 -
€
S 20
HR 0-49 (95% C1 0-33-0-71) HR 0-63 (95% C1 0-38-1.04) HR 0-27 (95% C1 0-14-0-50)
01 T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
o 1 2 3 4 5 6 7 8 9 6 1 2 3 4 5 6 7 8 9 6 1 2 3 4 5 6 7 8 9

Number at risk

pCR 270 244 224 184 113 69 21 6 2 2 148 134 123 102 55 33 10 5 2 2 102 92 83 71 49 30 9 1 ]
No pCR 2491 2226 1978 1616 1017 658 247 84 20 1 1838 1653 1493 1236 790 517 198 68 15 1 528 458 376 290 173 111 38 14 S

HER2-positive HER2-positive, h ptor-positi HER2-positive, hormone-receptor-negative

10 \ > \
g ol N T~
= S -
£ 60 \\\ R
: ~ Y ~—
@ — 1
£ 40 Y
€
£ 20

HR 0-39 (95% CI 0-31-0-50) HR 0:58 (95% Cl 0-42-0-82) HR 0-25(95% C1 0-18-0-34)
0-1 T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
o 1 2 3 4 5 6 7 8 9 o 1 2 3 4 5 6 7 8 9 o 1 2 3 4 5 6 7 8 9
Number at risk Time since randomisation (years) Time since randomisation (years)
pCR 586 527 454 371 212 120 37 4 2 1 247 224 194 157 91 S0 17 2 2 1 325 293 250 205 115 65 19 2
NopCR 1403 1157 918 713 436 269 106 33 3 1 839 723 617 484 306 198 79 24 3 1 510 392 269 200 111 59 22 6
Triple negative

100 g — pCR
_ S NopCR
£ 8 i
z
E 60 =~
2 ~—
@
£ 40
5
2 20

HR 024 (95% C1 0-18-0-33)
———— ;
o 1 2 3 4 5 6 7 & 9
Nibes etk Time since randomisation (years)
pCR 389 349 310 250 166 88 29 11 1
NopCR 768 604 429 317 198 125 G50 13 1

g‘dﬁ 5 Event-Free survival Wsiag subtype ﬂa;uﬁbl@f pCR ﬁJUﬂa;mﬁbLaﬂﬁ pCR

Taid1azidu subtype 1o §181 pCR AaziidnsinisUasamgnisaliiands lasanizdudungu Triple
negative LLazﬂa;iJ Her2 positive ,Hormonal receptor negative ﬁﬁ]sﬁﬂ’amumnmﬁdmmﬁfu Hazard ratio
~0.24(95%C1 0.18-0.33) WA 0.25(95%Cl 0.18-0.34) maiddiu (U7 5)

pCR Fufunadwsvaniidesnsteazihlugdnsnissendn sasnsuaonlse luszezen uazludagiu
mMssnwmztsuAuueiin Her2 positive §n15unen Pertuzumab unldidu Dual anti-Her2 $auiu Trastuzumab
Tnglenreunisingn sl pCR wnBedu

Tne pathological Complete Response (pCR) l¥arnnsasiamianendinervesiuieilardineanun
naan1slien Inenssvysvezlsa(staging) Avuanssedyyanualda y dimii Tneseusuitansaifiidu ypTo wie
ypTis AelsifiseslsnuziGeiingnar(invasive carcinoma) indosg usgeulsil carcinoma in situ vidouziSewialsl
anamdengld Tnesondu ypNo AolifiusSundoegfinouimdessnus

91nA3ANY1 NeoSphere® Faidiu phase Il study Aifeen159 pCR Fafvualsinanefis ypT0/is and
ypNO wisgfthendu 4 ngu Tnglsiendeusinga 4 cycles (3U7 6)fe
nau A ldi trastuzumab (8 mg/kg loading dosemusiig 6 me/kg n 3 dUansh) saufiu docetaxel (75 mg/m” ¥n
3 §Ua, wazkfisndu 100 me/m? Faust cycle 2 dranunsasuenld)
nau B pertuzumab (840 mg loading dose,musie 420 mg N 3 §UA") wag trastuzumab 37U docetaxel
ngu C pertuzumab Wag trastuzumab

ﬂa::u D pertuzumab Lag docetaxel
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naH60, HUawlasyu FEC (fluorouracil 600 mg/m2, epirubicin 90 mg/m? and cyclophosphamide 600
mg/m?) 1n 3 &A% 911U 3 cycles ({Urengu C 9¢lasu docetaxel 4 cycles fiou FEC),musae trastuzumab

6 mg/kg M 3 dUati auAsu 1 U (17 cycles)

NeoSphere
Study Design

TH (n=107) 2 .
docetaxel + FECq3wx3 )
2 trastuzumab q3w cycles 5-17
trastuzumab
S
Patients with
operable or THP (n=107) U v
locally advanced/ docetaxel + FECq3wx 3 .
inflammatory* trastuzumab + R trastuzumab q3w cycles 5-17
ert b
HER2-positive BC RefRsama G
Chionmss oo S, il bl E docetaxel q3w x 4>FEC q3w x 3
rimary tumors trastuzumab +
i e ertuzumab trastuzumab q3w cycles 5-17
>2 cm (N=417) P : R
¥

TP (n=96)
docetaxel +
pertuzumab

FECq3wx 3
trastuzumab q3w cycles 5-21

Study dosing: q3w x 4
Planned sample size of 400 patients provides about 80% power to detect an absolute difference in pCR of 15% between groups.

*Locally advanced = T2-3, N2-3, MO or T4a—c, any N, MO; operable=T2-3, NO-1, MO; inflammatory = T4d, any N, MO.

Gianni L, et al. Lancet Oncol. 2012;13:25-32.
;J‘Uﬁ 6 NeoSphere Study design

NeoSphere
Neoadjuvant Therapy in HER2+ BC:
PCR Results

P=.0198

pCR, % +95% Cl

Trastuzumab/ Trastuzumab/ Trastuzumab/ Pertuzumab/
N =417 docetaxel pertuzumab/ pertuzumab docetaxel
docetaxel

Gianni L, et al. Lancet Oncol. 2012;13:25-32.
5U#1 7 NeoSphere pCR Results
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WUIINISI Dual anti-Her2 @8 Trastuzumab 33U Pertuzumab Tnefliaithidadu docetaxel N 3

dUami 91uau 4 cycles nounisrndinlungy B vilvll pCR sl 45.8% wiaudu 29% lungu A fildiiies

'
a

single anti-Her2 @8 Trastuzumab (5U1 7)

NeoSphere: pCR and Hormone Receptors

Status
70- ‘I’
60+ J- ] ER or PR pos
[0 ER and PR neg

S 50-
% a0, '[ 63.2
s = ] I |
T T 36.8 J _]_ T l

10- l == 29.1 _J_ 30.0

ol (200 5.9 17.4

™ THP WP ™

gﬂﬁ 8 NeoSphere pCR and Hormone Receptors Status

ifinnsantunguil Hormonal receptor negative filagnudnd pCR gl 63.2% nanfegUlenguilte 2
Tu 3 9zl pCR luvaieiingui Hormonal receptor positive pCR axlaisinsfiunnAels pCR 26% ieuiu 20% lu

ﬂfjuﬁlﬁ Trastuzumab ¥8aLAE7 (SUN 8)

Y

100
SD_ i ra
— 804
£
E 70
S 60
[+F)
E 50
c
.?ﬂ 40+
i Number MNumber 5-year Hazard ratio
S 304 of of progression-free (95% Cl)
o sy patients ewvents (%) survival (95% CI)
— tp(R 94 14 (15) 85% (76-91)
10+ N .3 _1-
— NotptR 323 73(23)  76w(7i-8y  O0>4(029100)
0 T T T T 1
0 12 24 36 48 60

g‘Uﬁ 9 NeoSphere Progression-free survival between tpCR vs No tpCR
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ﬂijuﬁﬁ PCR agil 5-year progression-free survival(PFS) Ananlallsl pCR 9% lne Hazard ratio EJE‘J:171|

0.58(95%C] 0.29-1.00) (U7 9)

A
100+
90+
. 804
g e AN
E 704
S 60~
o
k2
& 404 Numberof Numberof 5-yearprogression-free Hazard ratio
g patients  events(%) survival (95% Cl) (95% Cl)
& 30
£ — GroupA 107 19(18) 81% (71-87)
204 — GroupB 107 17 (16) 86% (77-91) 0-69 (0-34-1-40)
§i5y - Group C 107 27 (25) 73% (64-81) 1.25 (0-68-2-30)
—— Group D 96 24 (25) 73% (63-81) 2:05 (1-07-3-93)
0 I 1 1 1 |
0 12 24 36 48 60
g‘lJ‘i?i 10 NeoSphere Progression-free survival in Group
B
100 -
7SR 7 y
o —
= L s ¢ ; ;::z:;
80 \—w
£ 70
g 60—
A
g 29
"z 40 Numberof Numberof 5-yeardisease-free Hazard ratio
2 patients events (%) survival (95% Cl) (95% Cl)
& Y e GowA: 103 18 (18) 81% (72-88)
204 — GroupB 101 15 (15) 84% (72-91) 0-60 (0-28-1-27)
104 — Groupc 96 19 (20) 80% (70-86) 0-83(0-42-1-64)
—— Group D 92 22 (24) 75% (64-83) 2-16 (1-08-4-32)
(0]
) 12 24 36 48 60
Minileatsk Months after surgery
GroupA 103 92 8s 79 77 12
GroupB 101 96 92 88 85 17
GroupC 96 91 87 81 75 10
GroupD 92 81 76 72 66 29

Ul 11 NeoSphere Disease-free survival in Group

v

£%

0419 5-year DFS Tumjmﬁ add Pertuzumab lii1agld pCR wSoli Adadl outcome ﬁﬁﬂi?ﬂﬁjumﬂﬁ
Pertuzumab (84% vs 81%) il Hazard ratio a¢nns (3U# 10,1D)usilefiansan pCR Aaduayuiinisli

Pertuzumab aglananAnIn
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b __________'_"_‘——-Elfi 88.0 B5.7
=2
= 80+ B86.8 -
D 60- . 73.7
-
| -
W 40 -
=
S 204 —ac—Ten
e AC—T
L] L] T T L
0 1 2 3 4 5
Time From Random Assignment (years)
Mo. at risk
AC—T+H 1,952 1,756 1,300 891 495
AC—T 1,881 1.652 1,132 702 395
B 100 97.7 95.1 93.0
96.1
80 - 92.7 85.6
=
= 604
a
= 40 A
<
204 — AC—T+H
AC—T
0 1 2 3 4 5
Time From Random Assignment (years)
Mo. at risk
AC—-T+H 1,991 1.875 1,420 976 554
AC—T 1,960 1,816 1,376 B86 503

g‘l.l‘ﬁ 12 4-years follow up joint analysis of data from NCCTG N9831 and NSABP B-31

sl Trastuzumab wds1dn Tun15ANWINCCTG N9831uas NSABP B-31 il d-year DFS 85.7%°
(307 12) luns@inwves Neosphere nguillds Trastuzumab 31 5-years DFS gl 819% fazwnoqfumsizidu 5-

years 1agn15k Pertuzumab Wiy Neoadjuvant 3 5-year DFS agj‘ﬁ' 84%
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£
=
% Number MNumber S-year Hazard ratio
& 60+ of of progression-free  {95% Cl)
g 50 patients events (%) survival (95% CI)
g Hormone  — tpCR 72 12(17)  84%(72-91)
2 404 ; 28-1.
;E:i receptor- — Notp(R 147 38 (26) 72% (64-79) (3d{atttn)
o 304 negative
&

201 Hormone — tpCR 22 2(9) 90% (67-98)

10 receptor- — Notp(R 175 34(19) 80% (73-86) 054 (0-13-227)

positive
0 1 I | 1 I
0] 12 24 36 48 60

3'1]17; 13 NeoSphere Progression-free survival Hormonal receptors status , tpCR vs no tpCR
Absolute benefit in Hormonal receptor negative = 12%llag

Absolute benefit in Hormonal receptor positive = 10% (gﬂ‘ﬁ' 13)

31NN3ANYY Neosphere # nsudayiinansdsousd@lviinislden Pertuzumab Tu Neoadjuvant setting Lo

w95l To AR INLLNUATNT 1

nsulityEnan
auInfiau>2-5 cm uar Node positive fufuann FNAC
wW3a CNB
fin Node Negative aurafiausiav>5 cm(fiudulag
mammogram/CT)
FISH or DISH positive
confirm MO(CT chest and Abdomen,Bone scan)
ﬂ‘%nm%oﬁ%nma?mﬁuﬁnmmtm

dns 1

ACx4—Taxane +Pz+Tz q 3 wksx4 cycles
gm5 2:*Neosphere*

Pz+Tz+Docetaxelx4 q 3 wksx4 cycles

!

pCR L
(ypT0/is and a6
yNO) non-pCR
— P —
gos 1
siaru Tz q 3 wks x13 cycles .
405 2: T-DM1* g 3 wks x14

FEC+Tz q 3 wks x3—Tzx10 cycles

RAUAINT 1 Wunenslgen Pertuzumabnounsn Tu Her2 positive Breast cancer
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PUIRABUL2 CM WAL
Node negative

‘ AR
'~ pT1and pNO w | pT>20r pN+ w

|

| Tz+padﬂaxel‘

BNO N

— T~

| Tz-based ‘ | PzTz-based |
- Regimen 1 yr ~ Regimen 1 yr

WAL 2 WaTnensineHer2 positive early breast cancer
nsmneullvunldiiu 2 lwuRlunsuazNode negative

*T-DM1(ado-trastuzumab emtansine) laiau1saidnle ,FNAC:Fine needle aspiration cytology,CNB:Core
needle biopsy,Pz:Pertuzumab,Tz:Trastuzumab,FEC:5-Fluorouracil Epirubicin
Cyclophosphamide,AC:Adriamycin Cyclophosphamide

finsfinw Tryphaena'fifsnisqiiesninuiasnds Tnsianzuasewaladsnislienadviiagnsisl
Anthracycline $23ffu Trastuzumab lsndonfuenavlidnadafesderilanntu fanmhaulafifingumisd
n151% Docetaxel+Carboplatin 29U Pertuzumab Wag Trastuzumab Wanue 6 cycles Tnglufinisld
Anthracycline Wudnngadiil pCR gafla 63.696(40/77) (5Ufl 14) Wlauisuifunisinuives Neosphere 7l Dual
anti-Her2 x 4 cycles l¢t pCR 45.8%

B yeTOlis B ypTO/is ypNO ypTO ypTO ypNO
Y ypTO0/is and ER- and/or PgR-positive
100 7 | | ypTO/is and ER- and PgR-negative

90 A
80 A

70
31/,

60 -

50 A
6/ 40
40

Ur|<0r,,

pCR, % + 95% Cl

37/,

30 4 34/, 7

7/5)

20 A

10 A+

FEC+H+P x3—T+H+P x3 FEC x3—T+H+P x3 TCH+P x6

31]17'; 14 Tryphaena trial and pCR
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1.0+ —
0.9 T S S —;
0.8 TT e S L i g ar
0.7 -
T 0.6
2 o5
L 0.4 Number Patients Hazard ratio
0.3 - of patients  with events (95% CI)
0.24 — pCR 128 1 0270.11=0.68
0.1 — NotpCR 80 18 27 (0.11-064)
0.0
0 5 10 15 20 25 30 35 40 45 50 55 60 65
. Months after randomisation
Number at risk
tpCR 128 127 125 122 119 116 113 109 108 107 103 92 1 0
No tpCR 80 77 73 69 67 63 62 59 58 58 55 46 5 0

gﬂﬁ 15 Tryphaena trial and long term outcome

nan153nwlu long-term® wui19ms1seadnys1A1nlsA hazard ratio WAy 0.27 (0.11-0.64) nsaldl

total pathological complete response (tpCR) tiguiiu 1l tpCR (3“0‘171' 15)

Phase Ill TRAIN-2: NeoAdj CT With or Without
Anthracyclines With Dual HER2-Blockade in HER2+ EBC

® QOpen-label, randomized, controlled, phase lll trial

Stratified by cT (02- vs 3-4), cN (neg vs pos),
ER status {neg vs pos), and age (<50 vs =50)

1
Patients with HER2+ EBC
(stage II-1ll) and no

previous therapy;
WHO PS of 0-1; LVEF 250% —_— 6 x TCHP
(N =438)

TCHP: 3-wk cycles, Day 1 TCHP, Day & T only. T, paclitaxel 80 mg/m?; C, carboplatin AUC = 6 mg/min/mL; H, trastuzumab 6 mg/kg (loading dose 8 mg/kg);
P, pertuzumab 420 mg (loading dose 840 mg).

—_— 6 x TCHP Continue with
adjuvant trastuzumab
—_— —_—
to complete 1 year, ET

for ER+ and/or PgR+

FEC + HP: 3-wk cycles. F, 5-fluorouracil 500 mg/m?; E, epirubicin 90 mg/m?; C, cyclophosphamide 500 mg/m?; H, trastuzumab 6 mg/kg (loading dose
8 mg/kg); P, pertuzumab 420 mg (loading dose 840 mg).

* Primary endpoint: pCR (ypTO/is, ypNO) by local assessment
= Secondary endpoints: safety, RFS, BCSS, OS -

Van Ramshort. Lancet Oncol. 2018;19:1630. van der Voort. ASCO 2020. Abstr S01. Slide credit: clinicaloptions.com

3‘1]1‘7‘ 16 TRAIN-2:NeoAdj CT with or without Anthracyclines with Dual anti-Her2 in Her2+ early breast

cancer
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TRAIN-2: Primary Endpoint of pCR

® High rate of pCR with or without

. 100 P=.75
anthracyclines |
= Main outcome consistent across g = 68% 67%
o (=]
levels of prespecified subgroups 3
— cT (0-2 vs 3-4) "g
-
— ¢cN (negative vs positive) §
=
— HR (negative vs positive) 2
— Age (<50 Vs >50) 140,206 141/212
- TCHP FEC + HP
O]
Van Ramshort. Lancet Oncol. 2018;19:1630. van der Voort. ASCO 2020. Abstr 501. Slide credit: clinicaloptions.com

Ul 17 TRAIN-2 trial and pCR

NMSANYITRAIN-2° (g"dﬂ" 16,17) §1l¢ TCHPx6 cycles war mslinselallsr anthracyclines Alduansngiu
16 pCR 67% YU 68% Wo ¢ U LAaYaN Tryphaena 1IAWILLATIN TCHPx6 AlA pCR 63.6% waa onalddududas
1989 9 cycles witlounsanwnil

Snmsfnw1ves West Germany Study Group inaulafie WSG-ADAPT HER2+/HR- trial™® fingaitlallél
wilundn laus Dual anti-Her2 A Pertuzumab+Trastuzumab x4 cycles Lﬂ%‘ﬂULﬁﬂUﬁUSﬂﬂdmﬁlﬁ weekly
Paclitaxel(80 me/m?) x12 cycles $3udne JumeinnsAnulu adjuvant setting 1ud3ldnafing1 Paclitaxel q 3
weeks kag Docetaxel g 3 weeks ‘W‘U”hquertuzumab+Trastuzumab x4 cycles+weekly Paclitaxel x12 19
PCR gsfie 90.5% (3UT1 18) uazlél 5-yr invasive Disease Free Survival 3 98% lunguiilaildsusnafivrinaeiil
pCR 34.4% warle 5-yr invasive Disease Free Survival 214 87% (hazard ratio [HR] = 0.32; P = .144) 851015
SOATNLALTIUVINAU 98% U 94% (HR = 0.41; P = .422) AUEIAU LLaﬂuﬂsﬂﬁﬂﬂaaW pCR ldnaglanissnwnlu
wuula Al 5-yr invasive Disease Free Survival fis 98% Liteuify 829% Tunauitlallel pCR (HR = 0.18; P = .011)

Famsfnwivinlugteil Her2+ uar Hormonal receptor negative \unguiifilenals pCR ludnsniiga
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B ypTO/is, ypNO 38/42 33/42
B ypTO, ypNO

80.0

60.0

pCR rate (%)

40.0

20.0 1

34.4% 24.4% 90.5% 78.6%

A B
(T+P) (T + P + Paclitaxel)

gﬂﬁ 18 Pathological complete response (pCR) rates in the treatment arms.

(0]

ndayaiit gUleiifiseslsamdony nasnlasunisiierintaneunisinde dull wensallsaiiuegnia

v

FUneTile pathological complete response (pCR) og1staLaY, 11T KATHERINE trial fAsdnniunisidedn

nsiiiuANULgy (Escalation Strategy) 989113301 N5 adjuvant T-DM1 snldunufinissneiduinnsgiu

o

agwdn (N3l trastuzumab 1Ty a1y 1 U) azanunsalinadnsnfivuniold. TuanAded wuindnsnisuaen

o

TsAuziSeydagnanui 3 U( 3-year iDFS) SAnfiudusgniiduddgy senisld T-DM1, 1 hazard ratio Wiy 0.50
(95% Cl, 0.39 to 0.64; P<0.001)leLUSeusisunvu trastuzumab. waansnRvuinuldlunnguees Juilinisly
T-DM1 nanerdunisquaninsgiu dmsudiienzisasuueiln HER2-positive Niadiseslsandony nendsnishd

grvrtanaunsdnlulagdu

d5d

!

denuiihouzi3adnuuszezBudusia Her2 positive Aifivuinunnnin 2 wufsng viefinsunsnszane
TUsionimdosdisnug msfisnsanifenthdaneurisn Tnegld Dual anti-Her2 $1uau 4-6 cycles saufusnasivdn
udathitaeldsinga dmdssndamudngl pCR Al¥ien Trastuzumab + Pertuzumab seaunsu 1 Y nsdifisiugiSevia
anauwdengifiansants T-DM1 sedn 1 Y filedill Hormonal receptor positive Tenduseslauusuusenusio

Sumeila e aluiUnATULA?
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