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HER2+ve aBC: we've come a long way...
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2008 39.1 (36.2-46.5)
2009 42.1 (38.2-50.8)
2010 39.4 (35.9-45.4)
2011 41.1 (35.5-48.3)
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GrindaT et al. ESMO Op&021;6:100114



Presentation Overview

ACurrent (not for long) algorithms for HER2-a&C
ACan we improve the current first line?

ACan we rescue HER2+4aBCfailing first line treatment?
ACan we do better for unfiR+véHER2+veBOpts?
AManagement of brain metastases in HER2aBE
ANew drugs, new combinations and new biomarkers
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Current Algorithm1st line

Patient with
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( De nochmBCor 1
| DFI>6 months |

HR+ ]—

Unfit for Fit for ) Docetaxel/Paclitaxel
Chemo Chemo J + Trastuzumab Pertuzumab
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[ DFI<6 months ]
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Maintenance + ET

Trastuzumab
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Current Algorithm2nd line

Patient with
HER2-8aBC
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Stable vsActive Brain Metastases

Stable Brain Metastases

Active Brain Metastases

Patientsreceived previous local

Patients withnew or progressive

Definition treatment for their BMs and have| BMs or BM#ave not received local
stable CNS disease therapy since documented PD
Goalof Manage limited and minimally
: Prevent CNS lesion growth symptomatic BMs or treat both
SyStemIC and new CNS metastases CNS and systemic progression
treatment simultaneously

StavroukE et al. ESMO Op@021; 6:100256



Current Algorithm2nd line
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CLEOPATRA study
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; Time since randomisation (months
Number at risk ( )

(number censored)
Pertuzumab 402 (0) 284(18) 179(24) 121(34) 93(40) 71(47) 60(49) 52(54) 43(60) 34(66) 21(78) 6(92) 0(98)
Placebo 406(0) 223(27) 110(32) 76(39) 53(44) 43(47) 35(49) 30(52) 23(54) 21(56) 10(67) 4(73) 0(77)

SwalinS et al. Lancet Onc202Q 21:51930



CLEOPATRA study

MedianOS 57.1 vs 40.8
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Number at risk

(number censored)
Pertuzumab 402(0) 371(14) 318(23) 269(32) 228(41) 188(48) 165(50) 150(54) 137(56) 120(59) 71(102) 20(147) 0(167)
Placebo 406 (0) 350(19) 289(30) 230(36) 181(41) 149(48) 115(52) 96(53) 88(53) 75(57) 44(84) 11(115) 1(125)

SwalinS et al. Lancet Onc202Q 21:51930



DESTINBreastO/A T-DXd 15tline

Phase 1/2* testing T-DXd combos

— Phase NOT initiated

Pert b Phase 2 results
ertuzuma @ASCO 2024

Phase 1 A dosefinding in 2d or later line
Phase 2 A doseexpansion it line AndreF et al. ASCED24



DESTINBreastO/A T-DXd 1stline

T-DXd monotherapy (n=75) T-DXd + pertuzumab (n=50)

W Patients with recurrent disease
50 Patients with de-novo disease

B Patients with recurrent disease
50 — Patients with de-novo disease

Best change from baseline
in target lesion size (%)
Best change from baseline
in target lesion size (%)

Confirmed ORR, % (80% CI) 76.0 (68.5-82.4) Confirmed ORR, % (80% CI) 84.0 (75.3-90.5)
Complete response, n (%) 6 (8.0) Complete response, n (%) 10 (20.0)
Partial response, n (%) 51 (68.0) Partial response, n (%) 32 (64.0)

Median DOR, months (range) NE (2.1-28.5) Median DOR, months (range) NE (4.5-28.3)

AndreF et al. ASC@2024



DESTINBreastO/A T-DXd 1stline

1.0

PFS at 12 months for T-DXd + pertuzumab:

89.4% (80% CI 81.9-93.9)

o | E———
e B %
E — —-H—t Hit
o
S 0.6 PFS at 12 months for T-DXd monotherapy:
>
£ 80.8% (80% cI 73.7-86.1)
o]
o 0.4
L)
o
o
0.2_ R 8 [ ] 6
0 | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33
Time (months)
Number at risk
T-DXd monotherapy 75 65 63 61 53 47 27 24 13 8 0 0
T-DXd + pertuzumab 50 46 45 42 41 38 31 23 13 if 1 0

Number of randomized patients / number of events
T-DXd monotherapy 751/16
T-DXd + pertuzumab 50/ 11

AndreF et al. ASC@2024



DESTINBreast094 T-DXd 18tline

mER2+ advanced BC \

A No previous chemotherapy
or anti HER2 agents for
advanced disease

1:1:1

A For pts treated in the early
setting DFP6 months

A Treated/stable brain
metastases allowed

\ N =1157 J

T-DXd+ Pertuzumab

Taxanet+ Trastuzumab +

Pertuzumab

Stratified by: de novo/recurrent disease; HR stafi¢ 3CAnutation

4 A

Primary Endpoint
° PFS assessed by BICR

Secondary endpoints

e 0S (key)

A ORR

A DoR

A PFS by investigators

QSafety /

Planned interim analysis: results are reported for thBXd+ P with median FU 29 months

TolaneysS et al. ESM@021



DESTINBreastO9A PFS

1.0

0.8
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0.4

Probability of PFS

0.2

93.0%
(95% C1 89.9,95.2) gg go,

(95% C1 81.9, 89.1)

Median, mo (95% CI)

T-DXd + P THP
n=387

26.9

n=383
40.7*
(36.5, NC) (21.8, NC)

70.1%

87.8% (95% C164.8, 74.8)

(95% C184.0,90.7) 1
172.4%
1(95% CI 67.4, 76.8)

52.1%
(95% Cl 46.4, 57.5)

—] - - - -

Hazard ratio (95% CI)
P-value

0.56 (0.44, 0.71)
<0.00001t

k 13.8

No. at risk

T-DXd+P 383
THP 387

I | | | | |

(o) o B

3 9 12 15 18 21 24 27 30 33
Time from randomization (months)

358 355 321 293 275 242 208 175 153 82 49

353 312 273 241 215 187 160 124 106 51 32

36 39 42 45 48
21 10 3 0
12 5 1 0

Statistically significant and clinically meaningful PFS benefit with T-DXd + P (median A 13.8 mo)

TolaneysS et al. ASCED25



DESTINBreastO94 PFS subgroup analysis

No. of events / no. of patients mPFS, months (95% ClI)

T-DXd + P THP T-DXd + P THP Hazard ratio (95% CI)

Prior treatment status i

De novo 52/200 85/200 NC (36.5,NC)  31.2(23.5,NC) —e— | 0.49 (0.35, 0.70)

Recurrent 66/183 87/187 38.0 (26.9, NC) 22.5(18.1,NC) —o— | 0.63 (0.46, 0.87)
HR status I

Positive 65/207 87/209 38.0 (36.0, NC) 27.7 (22.4,NC) —e—i | 0.61 (0.44, 0.84)

Negative 53/176 85/178 40.7 (40.7, NC) 226 (17.3,32.7) —e— 0.52 (0.37, 0.73)
PIK3CA mutation status :

Detected 411116 64/121 36.0 (29.7, NC) 18.1 (15.1, 25.6) —e— | 0.52 (0.35, 0.77)

Not detected 76/266 108/266 40.7 (38.0, NC)  32.7 (24.4, NC) —— 0.57 (0.43, 0.77)
Age at randomization i

<65 years 90/315 139/315 40.7 (36.5,NC) 27.4 (22.4,NC) —&— 0.50 (0.38, 0.65)

265 years 28/68 33/72 276 (149,NC) 21.5(13.9,NC) » —— 0.92 (0.55, 1.51)
Geographical region :

Asia 62/188 87/191 40.7 (36.5,NC) 27.2 (21.5, NC) —@— 0.60 (0.43, 0.83)

Western Europe and North America 27/87 31778 36.0 (30.6, NC) 31.2(15.8,NC) —— 0.60 (0.35, 1.01)

Rest of World 29/108 54/118 NC (38.0, NC) 244 (14.8,NC) —— | 0.48 (0.30, 0.76)
Brain metastases at baseline :

Present 10/25 15/22 31.8(185,NC) 9.5(5.6,13.3) = S 0.30 (0.12, 0.68)

Not present 108/358 157/365 40.7 (36.5,NC) 27.6 (22.6, NC) @ : 0.58 (0.45, 0.74)
Prior exposure to anti-HER2 therapies I

Yes 39/115 51/112 38.0 (26.9,NC) 21.5(15.3,NC) —— | 0.55 (0.36, 0.83)

No 79/268 121/275 40.7 (36.5,NC) 27.6 (22.5, NC) —o— | 0.56 (042, 0.74)
Prior exposure to pertuzumab :

Yes 5/31 12/26 40.8 (25.4,NC) 19.8(7.5,NC) I NC

No 113/352 160/361 40.7 (36.0, NC) 27.4 (22.4,NC) = : 0.61 (0.48, 0.77)

0.1]25 0.'25 0?5 1I 5
Size of circle is proportional to the number of events =t =

BICR, blinded independent central review;

Cl, confidence interval; HER2, human epidermal
growth factor receptor 2; HR, hormone receptor;
NC, not calculable; P, pertuzumab;

(m)PFS, (median) progression-free survival;
T-DXd, trastuzumab deruxtecan;

THP, taxane + trastuzumab + pertuzumab

Favors T-DXd + P Favors THP

PFS benefit with T-DXd + P vs THP was consistently observed across

prespecified subgroups, including stratification factors

TolaneysS et al. ASCED25




DESTINBreastO9A ORR andDOR

Best objective response of CR/PR (%)

Confirmed ORR*
L 85.1% i
90- (95% Cl 81.2, 88.5) 78.6%
(95% CIl 741, 82.5)
80 _
e 154 s 8.5 (n=33)
T-DXd + P THP
60 (n=383) (n=387)
Cl \ 39.2 26.4
0
- Median DOR, mo (95% ClI) (351, NC) | (223, NC)
30 70.0 70.0 Remaining in response
(n=268) (n=271)
.l at 24 mo (%) 73.3 54.9
107 Stable disease, n (%) 38 (9.9) 56 (14.5)
0
T-DXd + P THP

. CR PR . CR PR

Response rates were greater with T-DXd + P vs THP and were durable

TolaneysS et al. ASCED25



DESTINBreastO9A PFS 2

10 T-DXd + P THP
' (n=383) | (n=387)
I Received post-
- I discontinuation therapy 124 (32.4) | 181 (46.8)
‘ | in second line, n (%)t
I
0 | Targeted therapy, n (%)* 111 (29.0) | 166 (42.9)
G 06+ I T-DXd 6 (1.6) 39 (10.1)
5) |
2 I T-DM1 7(1.8) 47 (12.1)
3 ' T-DXd +P THP Trastuzumab-containin
g 047 I regiment g 78(20.4) | 51(13.2)
N Data malurity BSCE il Pertuzumab-containing
| 2
o, Median, mo (95% CI)  NC (3631‘3'?\'0) regimen 53(138) | 34(88)
; ! !
Hazard ratio (95% CI)  0.60 (0.45, 0.79) Chemotherapy, n (%)* 68(17.8) | 5r(14.7)
Nominal P-Value 0.00038* Docetaxel 24(63) | 8(21)
0 .
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 Paclitaxel 18(4.7) 4(1.09
N Time from randomization (months) Capecitabine 24 (6.3) 35(9.0)
0. atris
TDXd+P 383 370 356 343 331 320 290 254 209 180 101 59 28 12 3 0 Endocrine therapy, n (%)t | 19(5.0) 13 (3.4)
THP 387 373 358 341 319 202 252 212 174 143 80 48 15 5 0 0

TolaneysS et al. ASCED25



DESTINBreast094 0S [16% maturity]

1.0 et
1 e
' A.“-I"n”.l.'..|||,.._,
0.8
a |
O
s 06+ |
P l
IS I
3 0.4- |
e |
= |
T-DXd +P THP I
0.2 n=383 n=387 I
Median, mo NC NC I
Hazard ratio (95% Cl)  0.84 (0.59, 1.19) I
0 | | | | I | | | | I | ; | | | |
0 3 6 ¢ 12 15 18 21 24 27 30 33 36 39 42 45 48
—— Time from randomization (months)
T-DXd+P 383 373 365 361 358 352 342 302 265 239 176 96 47 23 9 0
THP 387 381 375 369 362 352 337 297 255 220 158 88 43 15 4 0

Early OS data suggest a positive trend favoring T-DXd + P over THP

TolaneysS et al. ASCED25



Presentation Overview

e Current (not tor long) algorithms for HER2+ve aBC

e Can we improve the current rirst line?

ACan we rescue HER2+4aBCfailing first line treatment?
e Can we do beftter for unfit HR+ve/HER2+ve aBC pts?
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Can we rescue early progressors on THP?

100+ p<0-0001
g 904 0
— —
- PD =30% @ 1 year
9
g 70
8=
= § 60 -
23 s0q ;
o 2
23 40 :
g 30 I Landmark progression-free survival at 8 years 16%, 304 events (76%)
g’ 515 : UL L I 417
> 10 : T/ [/ 214807 0 7 /L%‘/
e 5 I Landmark progression-free survival at 8 years 10%, 329 events (81%)
I | 1 1 | 1 I I |

T T 1
0 10 20 30 40 50 60 70 80 90 100 110 120

i Time since randomisation (month
Number at risk ime since randomisation (months)

(number censored)
Pertuzumab  402(0) 284(18) 179(24) 121(34) 93(40) 71(47) 60(49) 52(54) 43(60) 34(66) 21(78) 6(92) 0(98)
Placebo 406(0) 223(27) 110(32) 76(39) 53(44) 43(47) 35(49) 30(52) 23(54) 21(56) 10(67)  4(73) 0(77)

SwalinS et al. Lancet Onc202Q 21:51930



Can we rescue early progressors on THP?

93.0%

(95% CI 89.9, 95.2) 85.9%
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I
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T
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|
24 27
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Time from randomization (months)

242
187

208
160

175 153
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49
32
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39 42 45 48
10 3 0
5 1 0

Statistically significant and clinically meaningful PFS benefit with T-DXd + P (median A 13.8 mo)

TolaneysS et al. ASCED25
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Improvements founfit HR+véHER2+vaBQ@

( De nochmBCor 1

Patient with
HER28aBC

| DFI>6 monthsJ

L=

Unflt for Fit for 1
Chemo Chemo J

nesdrgElsl Acceptable treatment
+ET for unfit pts?

Docetaxel/Paclitaxel
+ Trastuzumab Pertuzumab

Trastuzumab Pertuzumab
Maintenance + ET

\ 4

[ DFI<6 months ]

|

T-DXd



PERTAIN study

Postmenopausal \

®

patients with HER2-
positive and hormone 4 Choice of \
receptor-positive chemotherapy
MBC/LABC, not previously must be
treated with systemic specified
nonhormonal before
anticancer therapy in the \randomizationj
advanced setting

(N = 258)*

4

Stratification factors:
* Chemotherapy (yes/no)
* Time since adjuvant hormone therapy
(< 12 months/> 12 months/no prior therapy)

PFS and OS

Pertuzumab + trastuzumab

+
\
Aromatase inhibitor
OR
-
Docetaxel or paclitaxel —» Aromatase inhibitor
(18-24 weeks)t )

.

~/

+

s

Aromatase inhibitor

)

OR

Docetaxel or paclitaxel —3» Aromatase inhibitor
(18-24 weeks)t

Rimawi M et al. J Clin On&fl18 36:282635



PERTAIN study: EFS with chemo

Event-free probability (%)

Number of
patients at risk
Pertuzumab +
trastuzumab arm
Trastuzumab arm

100+

90 +
80
70+
60 -
50
40+
30 +
20-
10 -

0

Patientswith inductionchemotherapy

—+— Pertuzumab + trastuzumab arm
—+— Trastuzumab arm

Median

L R T

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84

PFS (months)

75 69 63 51 43 38 33 32 26 25 22 21 20 20 19 18 16 16 14 14 14 13 11 10 10 4 3 1 O
73 66 56 44 38 34 29 23 22 19 14 14 11 9 8 6 6 &5 5 4 4 4 4 4 2 1 1 0 0

ArpinoG et al. Cli€ancRes2023 29:146876



PERTAIN study: EFS no chemo

Event-free probability (%)

Number of
patients at risk
Pertuzumab +
trastuzumab arm
Trastuzumab arm

100 4
90 -+
80 -
70 1
60 -
50 -+
40
30 S
20
104

0

Patientswithout inductionchemotherapy

—+— Pertuzumab + trastuzumab arm
—t—  Trastuzumab arm

26.6 k 14.1

Median

12,5

=

L I I I I I I I I I I I I I I L) I I I L) I

1 L I LI I I I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84

PFS (months)

54 49 41 35 33 29 26 25 24 22 19 16 14 14 13 12 10 7 5 5 5 5 4 3 3 3 0 0 O
56 42 35 32 27 23 2015 10 9 8 8 8 8 8 8 8 8 7 7 6 4 3 3 2 1 0 0 0

ArpinoG et al. Cli€ancRes2023 29:146876



PATINA study

;7 N Palbociclib +

i HR+/HER2+ advanced BC Trastuzumals,

; l / \ Pertuzumabt+ ET

A No previous treatment ! S ene o

1= ) 1 | Key eligibility criteria — e ™
: in the advanced setting | y ellgibliity N =261

, beyond induction ' | A Completion of 11 Until PD

| treatment ! induction CTX and or

| ' no evidence of Toxicity
/A 6-8 cycles of treatment | disease progression

: including trastuzumalg (i.e. CR, PR or SD) ___
| pertuzumaband :

: taxangvinorelbine ! K / Placebo + Trastuzumal

p Pertuzumabt+ ET

N =257
Stratification factors:
APertuzumakl{yes/no)
APrior antiHER?2 therapy in (neo)adjuvant setting (yes/no)
AResponse to induction therapy (CR or PR vs SD)

AType of ET (fulvestrant vs Al) MetzgerO et al. SABC®24



PATINA study: PFS

e Palbo + anti-HER2 Anti-HER2
- and ET and ET
p Events 126/261 136/257
2 w ! Median PFS, months (95% Cl)  44.3 (32.4-60.9) 29.1 (23.3-38.6)
o 73.4%" Hazard ratio (95% Cl) 0.74 (0.58-0.94)
@ Nominal 1-sided P value 0.0074
Q Y
_2 60 ",
Eej
'g 50
g 40 R 1 5 ° 2
>
= 38.2% S o
30 33.4%
=
c
Q
o 20
| 9
Q
o 10
0 I |
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

Time (months)
Patients-at-Risk
'8 146 128 113 04 78 55 33 14 4 | 0
6 0 87 68 51 29 14 6 | 0

261 231 203

Palbo + HEI I
: i 257 198 159

HEI

W
<
o

MetzgerO et al. SABC®24



PATINA study: ORR and CBR

ORR, %

100

90

80 —

70

60 —

50 -

40

30

20 -

10

Confirmed ORR*

100 -

90

80 —

70

P=0.046 i
o~ 60

o

29.9% o
| 22.2%

Palbociclib + Anti-HER2

anti-HER2 and ET and ET
(n=261) (n=257)

50 —

40 -

30 —

20 -

10

CBRt
P=0.01

89.3%
81.3%

Palbociclib + Anti-HER2
anti-HER2 and ET and ET
(n=261) (n=257)

MetzgerO et al. SABC®24



PATINA study: OS

100

90

80

70

Q@ o
T
et 50 =
S Palbo + Anti-HER2 and
O .o Anti-HER2 and ET ET =
o z
Y Events 58/261 61/257
30 =
Median OS, months (95% CI)  NE (71.6-NE) 77 (72-NE) L
>0 3yr 0S, % (95% CI)* 87.0 (82.8-91.2) 84.7 (80-89.3)
5-yr OS, % (95% CI)* 74.3 (67.7-80.9) 69.8 (62.4-77.2)
10 =
Hazard ratio (95% CI)t 0.86 (0.6-1.24) z
0 I T I g\
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
Time (months)
Patnents-at-Risk
Palbo + HER2 + ET 261 255 248 239 229 220 207 187 146 101 60 22 7 1 0
HER2 + ET 257 235 228 221 215 197 188 167 125 90 49 22 6 0

MetzgerO et al. SABC®24



Presentation Overview

e Current (not tor long) algorithms for HER2+ve aBC

e Can we improve the current rirst line?

e Can we rescue HER2+ve aBC tailing first line treatment?
e Can we do beftter for unfit HR+ve/HER2+ve aBC pts?
AManagement of brain metastases in HER2aBE

e New drugs, new combinations and new biomarkers

° Summary



Brain Mets still an iIssue for HER2+aB®

Patient with
HER2-8aBC

~N

\ 4

[ Previous IDXd ]

___________ |

[ No or stable brain] [ Activebrain | Consider (L ININ—-
metastases ! metastases | Capecitabine

PreviousTaxanet
Trastuzumab Pertuzumab)

* After previougpertuzumaband ADC (i.e. neoadjuvapértuzumaband postneoadjuvant IDM1)



T-DXdin patients wi

thactive brain metastases

DEBBRAH: Cohort 5 (7 pt#, leptomeningeal carcinomatosis)

PFS according to RANO-BM and RECIST v1.1

100

Progression-Free Survival
3 & 8 8

=]
]
o

Overall survival

Time since study treatment stari date (months)

100% mOS 13.3 months
mPFS 8.9 months . (25—-NR)
(2.1 = NR) ;
" E Bl
______________________ N I
=L o E -I1-I:l'.,
] > ]
Median PFS is 8.9 months (2.1 - NR) @ Median 05 is 13.3 months (2.5 - NR). Events: 5/7 (F1.4%)
a4 16-weeks PFS is B6% (95% C1 33-88) : Mt 16-weeks OF is 86% (95% Cl 33-98)
2d4-weoks PFS is 71% (85% C| 26-82) : 24-weeks 05 is T1% (895% C| 26-92)
; : : 4 n y 8 ™3 : : 3 5 p s

Time since study treatment start date (months)

Batista MV et al. SABQ823



T-DXdin patientswith brain metastases

DESTINY Breast-12: phase 3b/4 single arm, twoohort trial

Patient population

Aged 218 years

Pathologically documented HER2+
advanced or metastatic BC with or
without baseline brain metastases
Received =2 prior lines of therapy
in the metastatic setting

(tucatinib naive)

Disease progression on prior
HERZ2-directed regimens

ECOGPSOor1

No known or suspected
leptomeningeal metastases

Baseline brain metastases

(N=263)*

= Stable BMs (previously treated)

= Active BMs (untreated or
previously treated / progressing
[not requiring immediate local
therapy])

No baseline brain metastases
(N=241)

T-DXd
5.4 mglkg
IV Q3w

T-DXd

5.4 mg/kg
IV Q3wWt

Primary endpoint:
« PFS

Additional endpoints included:
CNS PFS

oS

ORR

CNS ORR

Safety and tolerability

Primary endpoint:

+ ORR

Additional endpoints included:
+ 08

+ Safety and tolerability

LInNU et al. ESMQ@024



T-DXdin patientswith brain metastases

263 pts with BM at baselind, 157 stable BM 106 active BM

12-month PFS61.6% A
10 stable BM62.9% - active BM59.6%

o
-..|

o
fa Y

o
in

o
'S

Probability of PFS

o 2 O
— [ %] %]
1

[:I T I T T 1 I I | I I I | T | T I I T | | | I I | | | I I | I | 1
4] 1 2 3 4 5 6 7 8 9 M0 N 12 13 14 15 &8 17 18 19 20 21 2 23 24 25 % 27 28 29 30 N
Months

Mo.atrisk 263 257 246 232 2725 208 193 185 177 159 130 M4 105 100 76 70 6O 44 34 3 23 23 1N ] 2 2 4]

HarbeckN et al. Nat Med®024 30:371727



T-DXdin patientswith brain metastases

Best percentage change in CNS target

138 pts with measurableBM at baseliné 77 stable BM 61 active BM

lesion size from baseline

100

80

60

40

20

=20 —

-40

_60 —

_80 —

-100 -~

Intracranial ORR71.7% A

******

stable BM79.2% - active BM 62.3%

HarbeckN et al. Nat Med®024 30:371727
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e Current (not tor long) algorithms for HER2+ve aBC

e Can we improve the current rirst line?

e Can we rescue HER2+ve aBC tailing first line treatment?
e Can we do beftter for unfit HR+ve/HER2+ve aBC pts?

* Vlanagement of brain metastases in HER2+ve aBC
ANew drugs, new combinations and new biomarkers
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New Small Molecules on the Way

TyrosineKinaselnhibitors

Drug name (company)

Description

Clinical trial ID

Clinical trial data

Epertinib (S-222611)
(Shionogi & Co. Ltd)

Reversible HER1,

HER2, HER4 inhibitor;

EudraCT number:
2013-003894-87

Phase /Il trial: ORR >50% (epertinib with trastuzumab
or chemotherapy); reduction in CNS lesions in

penetrates CNS select patients
Poziotinib (Spectrum Irreversible pan-HER NCT02659514 (MBC) Phase Il trial in HER2* MBC: ORR 26% or 27%; DCR
Pharmaceuticals) inhibitor NCT03066206 (EGFR exon 50% or 70% based on dose
20 mutant NSCLC)
DZD1516 (Dizal Selective HER2 TKI, NCT04509596 Phase | trial: most common AEs were anaemia,
Pharmaceuticals) penetrates BBB haemoglobin decrease and headache; efficacy data
not available
BDTX-189 (Black Diamond Irreversible allosteric NCT04209465 Phase | trial in solid tumours with HER2 mutations/

Therapeutics)

EGFR/HER2 inhibitor

amplification: RP2D 800 mg; toxicity: predominantly
G| AEs (grade 1/2) and skin disorders, low grade and
infrequent. Responses in non-breast tumour types

SwainSM et al. NaRevDrugDiscov2023 22:10126



New ADCs on the Way

SwainSM et al. NaRevDrugDiscov2023 22:10126



