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E 204 — endocrine therapy only
—— Endocrine therapy plus 5-1
HR 0-63, 95% C1 0-49-0-81; p=0-0003
e 1
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Invasive disease-free survival

Distant recurrence-free survival

S-year IDFS rate

o4 Endocrine therapy alone 81.5% (95%Cl: 78.5-84.1%)
Endocrine therapy plus S-1  85.5% (95%Cl: 82.6-87.9%)

HR 0.80, 95%Cl: 0.64-1.01, P=0.057

Endoarine therapy only group

P Mw-ﬁ—h‘-?»%
1
08 "
)
i

T 5-year DRFS rate

g Endocrine therapy alone 87.2% (95%Cl: 84.5-89.4%)
2 04 Endocrine therapy plus S-1  91.0% (95%CI: 88.6-92.9%)
2 HR 0.70, 95%CI: 0.53-0.093, P=0.015

a

Endoarine therapy plus $-1 group oy plus -1 group
00 00
0 6 12 18 24 30 36 42 48 S8 60 66 72 78 B84 90 96 102 108 1M 0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114
[RS——— Invasive disease-free survival (months) Number t risk Distant Disease-free survival (months)
Endocrinetherapy 803 788 767 750 727 709 686 653 588 522 418 336 255 188 119 59 15 1 0 0 Endocrinetherapy 803 793 782 764 744 729 712 677 60B 540 429 341 260 193 119 60 15 1 0 0
only group

Endocrinetherapy 790 784 770 762 747 722 696 657 594 516 415 344 267 200 131 67 15 3 0 0

plus 5-1 group

H e : M Toi, et al.
Takada, et al.

only group
Endocrine therapy 790 785 776 767 753 732 710 666 602 526 426 354 272 204 133 68 15 3 0 0
plus -1 group

Lancet Oncol 2021; 22: 74-84
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HER2BZ 4 ZLIE (. BfTEA RS AW AR T + X)L A T HA N HES

NSABP B-3158% (n=2,006 US) A 2 ; ==
ACHTA D)) COUSFAILATS JB E4TA D)L =, 100 \924% AP H | N |TYEK%§
EEEE R 80+ 868 ——®
g” - 79.0 73.7 n —4804 ,\OJL“JZW
mmmm = = +FSAYZAYT
AR RRHT R NCRERR Y0 & = . +H{EFEE
NCCTG N98315t8 (n=3,505 US) ~ (g fhe-g + HERZIBTLFHAA A
-/:::;wba;wu@:mwo a1y I 0 ; é é ",' E": * (H ERZEPEEEFIJE) 1:1 )
EEEE * iﬁﬁ&S@F‘a‘w{W
L AR EAERARSRCARRENRMARI g =N ‘ TR poTTE———— ISR
-1 R 7P L = SRR TR = o
§ 0 00 TR T HERZBIGST T + b RAYANT
I e ot IEBEEET7 > ASEREIETCH _
O EFBRET ZOBEEREICH |
. 60-
HERAS®ER (n=5,102 USLL4t) H 50- 3years 6 years
g 100 94.1% 90.6%
AT s X .0%e
4£ilﬁlgfli§}:® pre— R § ] 2-Yr DFS Hazard 93.534}(]%2_—_
(LB ERT 2 2 Events (%) 95%Cl Ratio 95%Cl  Pvalue 30 1 87.8%
§ jod— 127 853 83-89 054 043-067 <0.0001 -
.I.I.I ESEFsr=1 = |[--- 220 774 74-81 |
—_—> I I I I I I I 14FH & 0(‘) : . e 24 —_ Pertuzumab Placebo |
Months from R.andomizalion‘ Q\c- 60 - e, LI | |
W Events, n (%) 221(9.2) 287 (11.9) |
N — . . . _ “ LL Stratified HR (95% CI) 0.76 (0.64 to 0.91)
HER2[ZMEFLIE (CX I BMBIMEEEEEND S AW XY T DEMICEKD. pCREIGHELE 2 40 1 | Median FU, months 74.1 |
e 2 . T H 1 H H H |
Study or Subgroup r\E\iﬁn‘c}sx;‘.\?afl;‘f‘ﬁﬁ E‘r\«":eqnit?ﬁ?(jil Weight M-H, S::dgr?wl‘l%5%()| M-H, E!asrrdogﬂlgiS%Cl Six years from randomization l
ABCSG-24 2014 17 44 13 40 237% 1.46 [0.80, 2.64] I 20 - | Difference in event-free rate (%) 2.8
NOALT B o1 23 118 1% ;o7 (12 04 = 95% Cl for difference (1.0t0 4.6) '
Pierga 2010 16 62 11 58 18.3% 1.36 [0.69, 2.68] —-— I |
T T 1 T T 1
Total (95%Cl) 246 244  1000% 1.77 [1.32,2.36] <&
-ll-—l{t);‘gl(?;eernéslty Tau? ooo Chi?=1.89, di= 3 (p 0.59) : 2=0% ‘ : ‘ ! 0 1 2 3 4 5 6
Test for overall effect : Z=3.84 (p=0.0001) 0.01 041 1 o 100 .
Favors ULSMEEHE]  Favors [ 5 A X7 T4 Years From Random Assignment
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ARBTITA o fligiEhlis, BRIZINBNBAR. FSRYAYTCRIVYAYTENMABTEEHMEET S,

HE RSB RS1>20184ERR http://jbcs.gr.jp/quidline/2018/index/yakubutu/y1-cqg-7/
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Neosphereiil& Phase? trial

AE% : HER+DTX (n=107)
—> -HER (8—6mg/ka)
-DTX (75-100mg/m?2)

B& : PER+HER+DTX (n=107)
*PER (840—-420mg)
‘HER (8—»6mg/kg)
S3AIME -DTX (75—100mg/m?2) F
1:1:1:1 CBf : PER+HER (n=107) i
f—p -PER (840—-420mg)
-HER (8—6mg/kg)

D& : PER+DTX (n=96)
— .PER (840-420mgq)
-DTX (75->100mg/m?)

TRYPHAENA:®EE Phase? trial
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-FEC (3:B&x34417IL)
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p*=0.0198
100 - Total 29.0 Total 45.8 p*=0.0030
90 | (20.6-38.5) (36'1'556'37)2 Total 16.8 Total 24.0
p*=0.0141 : (10.3-38.5) (15.8-33.7)
80 - (49.3-75.6)
70 HRBZ 14451 HREZ 4451
36.8
60 1 (24.4-50.7) 260 27.3 30.0
50 1 200 (14.6-40.3) (16.1-41.0) (17.9-44.6)
a0 { 0.0-33.7 o 51;73"1‘ »
30 4 5.9
20 A (1.2-16.2)
10 4
0
HER+DTX PER+HER+DTX PER+HER PER+DTX
n 50 57 50 57 51 55 46 50
L e e o bpCREE, % (+£95%CI
bpCR [ypT0/is] : JETOREEOEE GHEMEORITIIFE) o Clipeafso(nfglggg;ﬁﬁt)l —_—
(%)
100 1 /9.4 83.8 2
(62.1-91.3) (68.0-93.8) HRp2 ) N
90 1 65.0 (ER Rl PgREZ1E)
(48.3-79.4) HRBZ 14
80 A i
46.2 48.6 50.0 (ER RUY/R(d PgRIZH)
70 1 (30.1-62.8) (31.4-66.0) (33.8-66.2)
60
50 A
40 A
30
20 4
10
0
ABf: [FEC+PER+HER] x3  B8#: [FEC] x3 CBf: [PER+HER+
— [PER+HER+DTX] x3 — [PER+HFR+DTX] x3 DTX+CBDCA ] x6
n 34 39 40 35 37 40

HE# : Clin Cancer Res 2014;20:5359-64, Lancet Oncol 2012;13:25-32, Ann Oncol 2013;24:2278-84
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Key patients’ .
characteristics:

~50% Asia, ~35% US/WEU
HR+ 73% / HER2 3+ 88%

T3-T4 ~45%
N+ 88%

v’ 1ii#&T-DXd =>THP(&. ddAC—>THP(ZEEERL

ITT populationt (primary endpoint)

A11.2%

DESTINY-Breastll #iaiT-DXd&ASF+T AL

HR-negative

A16.1%
(95% C1 3.0, 28.8)

: A9.1%
100 - 95% Cl 4.0, 18.3; P=0.003¢* '
" ( A’[ | ) | (95% C1 0.2, 17.9) 83,1 |
: 67,3 - s | ’
£ 56,3 | . 52,3
S :
14 |
o 1
o :
I
216/321 180/320 ' 145/236
T-DXd-THP ddAC-THP : T-DXd-THP ddAC-THP T-DXd-THP ddAC-THP
PCR rate, % (n/N)
T-DXd-THP ddAC-THP
(n=321) (n=320) ApCR, % (95% Cl)
All patients 67.3 (216/321)  56.3 (180/320) 11.2 (4.0, 18.3)
NO  57.7 (15/26) 57.1 (20/35) 0.6 (-24.2, 24.8)
Nodalstatus 653 (196/287) 56.6 (159/281) 11.7 (3.8, 19.5)

Overall 981
Nausea
Diarrhea

T-DXd-THP (n=320)* ddAC-THP (n=312)*

T. 11%0OpCREIEME _LZ5281
v ILDIF0%Iofe (6wCEMCTIAO-)

B : ESMO Presidential session 2910
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Alopecia 415
Fatigue! 413

Transaminases increased*®
Neutropenia®

Consfipation

Vomiting

Meuropathy peripheral
Anemial

Stomatitis

Leukopenial

Any grade

184 M W Grade 23

17,2 131 234

T T T
100 80 60

40 20 0 20 40 60 80
Patients experiencing AEs (%)
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T-DM1

n=1486 3.6mg/kg
2w on 1w off

« HER2[ZMHZNA
. Stage I-IIIB 1:1 * HR+T(

« non-pCR

g NS AY XV T fkR
n=743

M€ T-DM1 14914 JJUE NI AY AN I (CEERT
v IDFSzBR(JGLEE
v OSERERFNRNI®HBIENRENTZ

4 M 5 years 7
88.4% 84.4% years

[
(=]
1

IDFS rate (%)

B
o
|

KATHERINE IDFS final analysis; median follow-up 8.4 years (101 months)

3 years

80.8%

T-DM1 = T-DM1
(n=743) Trastuzumab

n
o

IDFS events, no. (%) 239 (32.2) 146 (19.7)

. WEIYEHSETIS E TR B EH R

Unstratified hazard ratio 0.54 (95% Cl = 0.44, 0.66); p < 0.0001*

OS rate (%)
B [=2]
o o

L 1

T T T T T T T T T T T T T T T T T T T T
6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 120

KATHERINE 2nd OS interim analysis; median follow-up 8.4 years
(101 months)

3 years 5 years
q4 = bt 95.1% yea 7 years
SRRt/ 89.1%
T-DM1
(n=743)
Events, no. (%) 126 (17.0) 89 (12.0)
m— T-DM1
Unstratified hazard ratio 0.66 (95% CI = 0.51, 0.87); p = 0.0027 Trastuzumab

»n
o
1

Boundary for statistical significance hazard ratio <0.739 or p < 0.0263

6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 120

GALEER e iRTERMIEA TRIEEIRREM (pCR) MMESIRN R HERBIESHIFLECH I3
ARERANRTAY S LT, MRYZART TATY S 1491 D)L OB S %3E RT3,

B : N Engl J Med. 2019;380:617-28. FEZENMRS51>220224 k. SABCS2023 GS03-12 39
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DESTINY-Breast05 non-pCRHICt 9 Biti4£T-DXd

« HER2[EMFLNA
« NACTHFE®D
« J\AURY

1:1

* HR+Tl&

Key patients’
characteristics:

1.0

0.8+

» ~50% Asia, ~35% USIWEU
HR+ 71% / HER2 3+ 82%

Inoperable eBC ~50%  *
* ypN+ 80%

NA dual anti-HER2 ~80%
» Concurrent RT ~55%

B eimnte. SO

v NACHICHIREREE > AR LG
v NACECIREY)C P

ENEnfER 1T o
S PS-0/1 JRRE:IE 2w on 1w off

v i T-DXd 14547)UET-DM1ICLEART
IDFSZEE(CER
v ILD(49.6%. Grade5(40.2%

Adjudicated Drug-related ILD2

n (%) Any grade Grade 1 Grade2 Grade3 Graded4 Grade5
T-DXd (n = 806)® 77 (9.6) 16 (2.0) 52 (6.5) T (0.9 0 2(0.2)
T-DM1 (n = 801)° 13 (1.6) 8(1.0) 5(0.6) 0 0

Invasive Disease—Free Survival

White blood cell count decreased

T-DXd T-DM1 A8'7%
: n =818 n=817
= T-DXd (n = 818) IDFS, % (95% CI) 92.4 (89.7-94.4) | 83.7 (80.2-86.7)
L wT-DM1(n=817) HR(95% Cl) 0.47 (0.34-0.66)
+Censor P value <0.0001®

0 2 4 6 8

Neutrophil count decreased

T T T T T T T T T T T T T T T T

T
10 12 14 16 18 20 22 24 26 28 30 32 34

Time, months

Nausea2t T71.3
Constipation

Vomitinga.c

Fatigue

Radiation pneumonitis?
Anemia

AST increased

ALT increased
Diarrhea

T T

50.2
45.3

T T T T T

T
36 38 40 42 44 46 48 50 52 54

[l T-DXd any grade
[l T-DXd grade 23
¥ T-DM1 any grade
[l T-DM1 grade 23

Platelet count decreased 49.8
Decreased appetite
Headache
Arthralgia
80 60 40 20 0 20 40 60 80

Patients Experiencing TEAEs, %
HE8 : ESMO Presidential session LBA1
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1:1

—>
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pCR, % (95% CI)

IrAEREDBE
SRMEM

10 A

q
n=390

A 13.6 (5.4-21.8)
P=0.00055

64.8%

260/401

103/201

RATOUARND 3BE
+ BRI SF+IY
V5%t 38t/ 88

RLAID'OYART 3iBfE
+ EC/ACEE3B

12w

12w
7’5tk 38

il

7S5tk 38t

+hIVRITSF>o+IND R,
s+t 38,/ ma | T EC/ACREIES
100+ . I
90- 184.6% :81 29
£ 80- ]
gL 576-4% 72.2%
o 50- I I
- HR? 0.65 (95% CI, 0.51-0.83) ;
& 20- ] ; !
10{ 7 A O—27 v J RRYE: 75.1 7::!5
0 1 I 1 1 I ! 1 I I 1 1 1 1 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk Time, months

784 769 728 702 681 665 654 644 633 625 618 602 409 164 0
390 382 358 330 312 300 293 287 285 278 273 264 178 76 0

Percentage of Patients

RATOVAID 3B
oY1 II

100+ |
90_\%
80 |
70 I
60- : 5¢F%EFF (95% Cl)
50 HR2 0.66 (95% CI, 0.50-0.87) | , 86.6% (84.0-88.8)
40 P=0.00150° 1 81.7% (77.5-85.2)
30+ :
20 ] I
104 7AO— Y I HRYE: 75.1 ?IJE

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at risk Time, months

784 777 760 742 720 712 698 693 683 677 670 656 448 176 0
390 389 385 366 354 345 336 328 321 318 313 300 199 82 0

ki

N Engl J Med. 2020;382:810-21.
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OptimICE-pCR & OPT-Pembrosil&

OptimICE-pCR OPT-Pembro

Pembrolizumab x 27 wks

T KCE

Opt-Pembro

OPTimizing adjuvant prescription of PEMBROlizumab in
patients with early-stage triple-negative breastcancer

KEY ELIGIBILITY:
pCR after preop chemo x min 6 cycles

with pembrolizumab
Observation

STRATIFICATION FACTORS:

* Baseline nodal status
* Receipt of anthracycline chemotherapy: yes vs. no

% ALLIANCE TRIAL CURRENTLY ENROLLING *

FELMHEE. RATOVUXIYTEED 94% SLEERU T, #EREET 91% LU L DHETE 3 &£ RFS
B> TIL B X(F 1,295 A, BEIEE/KE 0.05 T 80% D& . FELMHR 1.52

achieving pathologic complete response after standard
neoadjuvant chemotherapy and pembrolizumab

f:z Chief investigator: Dr. Joana Mourato Ribeiro (Unicancer, France)
[Z Belgian Coordinating Center: Prof. Duhoux (UCL St Luc)

(] start of study: End 2024

'z Budget: 1.5 million €

z Number of participants: 200 in Belgium (2454 in total)

More information: KCE Trials > Funded Trials
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