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Pre-Presentation Case

51 yo post-menopausal female with right-sided cT2 N2 MO IDC G3
ER/PR+ HER2+. She underwent neoadjuvant therapy with TCHP x6.

Scenario 1 Scenario 2
Patient underwent right side MRM and Patient underwent right side MRM and
surgical pathology showed complete surgical pathology showed 2.2 cm
pathological response. Radiation residual disease with 30% cellularity and
therapy and Endocrine therapy aside, 4+/16 LN. Radiation therapy aside, what
what adjuvant systemic therapy would adjuvant systemic therapy would you
you offer: offer:
1. HP 1y 1. HP 1y
2. HP 1y -> Neratinib 1y 2. HP 1y -> Neratinib 1y
3. T-DM1 1y 3. T-DM1 1y

4. T-DM1 1y -> Neratinib 1y 4. T-DM1 1y -> Neratinib 1y



Early Stage HER2+ Breast Cancer

Role of pertuzumab in the adjuvant setting?



APHINITY: Phase lll Trial of Adjuvant Pertuzumab
added to Trastuzumab in Resected HER2+ BC

Week 52

Chemotherapy
n = 4805 +
Trastuzumab + Placebo Q 3 weeks x 1 year

= Centrally confirmed resected HER-2+
BC

- Node positive or Node negative + n = 2405

Tumor > 1 cm
- LVEF z 55%

Chemotherapy
+
%ﬁm SSE’? LN+ Trastuzumab + Pertuzumab Q 3 weeks X 1 year
+  Adjuvant chemotherapy regimen 36% HR-
Hormone receptor status n = 2400

Geographic region
Protacol version

Protocol Amendment to increase LN+ cohort after trial initiation Primary endpoint: i

LN- enrollment capped after first 3655 patients randomized Secondary endpoints:
OS, DFS, RFI, DRFI, safety, QoL

Chemotherapy regimens: Anthracycline- and/or Taxane-based regimens (FEC>T, AC/EC->T, TC (docetaxel/carboplatin)
Trastuzumab 8 mg/kg IV loading dose, followed by 6 mg/kg IV Q 3 weeks
Pertuzumab 840 mg IV loading dose, followed by 420 mg IV Q 3 weeks

iDFS: Disease free survival events included invasive local, regional or distant recurrence, contralateral invasive breast cancer or death from any cause.
RFI: Relapse free interval; DRFI: Distant relapse free interval

QoL: Quality of life

Von Minckwitz al, NEJM. 2017



APHINITY: Does adding Pertuzumab to adjuvant
Trastuzumab improve outcomes?

Median follow-up: 45.4 months

3 year iDFS (ITT): A 0.9%

A Intention-to-Treat Population
Table 2. Site of First Invasive-Disease Event.* a P .
100 8.6 96.4 94.] 92.3
Pertuzumab Group  Placebo Group 3 e —
Event (N=2400) (N =2404) g 20 %3 o %92 0
t —
R
no. tients s
of patients (%) 3 g o
Any invasive-disease event 171 (7.1) 210 (8.7) 2o
Q°s ~ Pertuzumab, 171 events
Category of first invasive-disease $ g 40 :
event 2 3 — Placebo, 210 events
>
Distant recurrence 112 (4.7) 139 (5.8) E 204[ Stratified hazard ratio, 0.81 (95% Cl, 0.66-1.00)
CNS metastases 45 (1.9) 44 (1.8) P=0.045
0 1 1 1 ] | ] 1 1
Locoregional recurrence 26 (1.1) 34 (1.4) 0 6 12 18 24 30 36 42 48
Contralateral breast cancer 5(0.2) 11 (0.5) Months
Death without previous event 28 (1.2) 26 (1.1) No. at Risk
Pertuzumab 2400 2309 2275 2236 2199 2153 2101 1687 879
Placebo 2404 2335 2312 2274 2215 2168 2108 1674 866

Von Minckwitz al, NEJM. 2017



APHINITY: Does adding Pertuzumab to adjuvant
Trastuzumab improve outcomes?

Median follow-up: 45.4 months

B Population with Node Negative Disease
100 L
‘%*: 30
3& 604
2 & . }
TF 0 — Peruzumab, 32 evems 3 year iDFS (LN-): A 0.9% Subgroup | Pertuzumab Placebo
5 E — Placebo, 29 events A) (%)
S 204 Unstratified hazard ratio, 1.13 (95% CI, 0.63-1.86)
) i A BN R S VI No. of positive nodes
0 (; 12 15 2‘4 30 36 42 43
Months 1-3 94.9 93.8 1.1 0.73 (0.52-1.04)
No. at Risk
Pertuzumab 897 865 856 849 841 826 818 775 456 24 87.5 84.7 2.8 0.79 (0.59-1.05)
Placebo 902 882 873 866 856 849 844 792 461
Hormone receptor status
C_Population with Node-Positive Disease HR+ 94.8 94.4 0.4 0.86 (0.66-1.13)
-y 98 1 94 9 02 0 g9s
—
———t HR- 92.8 91.2 1.6 0.76 (0.56-1.04)
2 20 982 93.7 90.2 8.7
3
S8 04
gs °
e H .
3—§ w04 — Pertuzumab, 139 events 3 year IDFS (LN+)- A 1.8%
g 5 - Placebo, 181 events
¥ @ 204 nstratified hazard ratio, 0.77 (95% C1, 0.62-0.96)
0 .‘001‘ T T T ] 1
0 6 12 18 24 30 36 42 48 Safetj /:
Months i
No. at Risk Infrequent cardiac related events
nccrogelll oo Tl A Grade 23 diarrhea more common with Pertuzumab (9.8% vs 3.7%)

Von Minckwitz al, NEJM. 2017



APHINITY: IDFS in ITT population at 8 year follow up

Median follow-up: A

o4 A 0.9% .
_L ears 100 3 years A 2'8A) A 260/0
84.1% v ymir.s 8 years
_-.-=__‘=__ 90.6%: B8 4%
93.2%
80 o " g 85.8%
1 | 1
] | 1
1 | :
J—— 1 1
=] 60 - | 1
E'--:- a2l B30 I |
£ 400 0 | i
L | 1
O 40 H | Events, No. (%) 267 {11.1) 342 {14.2) ! :
Adjusted HR (35%: CI} 0.77 [0.66 to 0.91} | 1
Median FLU, years 2.4 : :
20 - | 8 years since random assignment : :
Differance in event-frea rate (%} 27 1 1
85% Cl for differance 10.7 to 4.6] : :
T T t T T : T :
0 1 2 3 4 5 6 7 g
Time Since Random Assignment (years)
Mo. of patients at risk
Partuzumab 2,400 2277 2,198 2,122 2,055 1,985 1,954 1.876 1,677
Flacebo 2,404 2312 2,214 2,134 2,043 1,984 1,398 1,817 1,651

ITT: Intention to treat population

Loibl S et al., JCO 2024



APHINITY: IDFS at 8 year follow up by nodal status

Median follow-up:

8.4 years

LN+ subgroup

A1.8%

Benefit limited to LN+ subgroup of patients

A 4.5%

A 4.9%

MNo. of patiants at risk

Partuzumab 1,503

Placebo

100 = 3 years
92.0% 6 years 8 years
% 86.1%
90.2%
80 !

] BB B1.2%
! ] |
. ] 1
| )
60 : ] I
| 1
| 1
a 1 i
| 1
40 ~ | |
Events, No. (%) 202 {13.4) 276 {18.4) I 1
Adjusted HR (95% CI} 0.72 [0.60 to 0.87} : i
204 | s years since random assignment : :
Differance in evant-free rate {Tab 4.9 | I
95% Cl for difference 12.2 to 7.6] : :
T L] ) T T : T :
0 1 2 3 4 5 5] 7 8

Time Since Random Assignment (years)
1420 1,357 1,301 1,257 1,218 1,180 1,142 1,003
1,502 1,439 1,358 1,288 1,226 1,190 1,126 1,076 953

LN: Lymph node

LN- subgroup

A 0.9%

A 0.9%

A1%

3 years &
98.4% years 8 years
100 94.9% -
93.3%
97.6% .
N 84.8% B2.3%
1 1 1
80 o 1 I I
1 I 1
1 1 1
: I 1
— 1 1
‘S“‘:‘ 60 1 1 1
= ] 1
7] b Placebao ! !
[ 3 - 1 1
i ]
= 40 1 i
Events, No. (%) 6517.2) 86 (7.3) 1 1
Adjusted HR (95% CI) 1.01[0.72 1o 1.42) : '
04 (8 years since random assignment : :
Difference in event-frea rate (%) -1.0 1 1
85% Cl for difference i-3.5to 1.5) ! :
" 1 1
1 L] L] L L 1 L 1
0 1 2 3 4 5 6 7 8
Time Since Random Assignment (years)
Mo. of patients at risk
Pertuzumab 837 857 841 821 798 777 764 734 674
Placebo a0z 873 856 846 817 794 772 741 698

Loibl S et al., JCO 2024



APHINITY: IDFS at 8 year follow up by hormone receptor status

Median follow-up:
8.4 years

Benefit seen in both HR- and HR+ subgroups

HR- subgroup HR+ subgroup

D A 1.6% A 2.5% A23% E A 0.4% A2.8% A2.8%

2 years 3 years
100 92 8% & years & years 100 . 594.8% B years 8 years
R 89.5% 7 5%, 91.2% g8 g%,
81.2% 94.4% —
87.0% — 1
80 - : 7 85.2% 80 J | gg_lg 0 "
1 ! ! 1 | 1
1 ! ! | I 1
1 I L] i
- B0 . 1 i | : :
= 9 ] —
= - | - = 9 : | !
1 ] [
E i 1 75 : :
I 1 L
2 40 4 I 1 O 4p 4 | 1
Events, No. (%} 106 {12.3) 126 {14.7) I 1 — [ 1
Adjusted HR (35% CI) 0.82 [0.64 to 1.06] i I Events, No. (%} 161 (10.5) 216 114.0) I 1
! , Adjustad HR {95% CI} 0.75 [0.61 to 0.92) | |
204 |8 years since random assignment !
| ! 20 + | & years since random assignment ! !
Difference in event-free rate {%al 2.4 1 ] ve a9 | 1
95% Cl for differance [-1.0to 5.7) | 1 Difference in event-free rate {3 28 | 1
! ! 95% Cl for differance 10.4 to 5.2) ! !
1 L] L] T T 1 Ll L] : :
0 1 2 3 4 5 6 7 8 ' ' t T T ' T '
0 1 2 3 4 5 6 7 8
Time Since Random Assignment (years) . .
. ) Time Since Random Assignment (years)
Mo. of patients at risk
Pertuzumab 864 &21 796 759 732 713 701 674 i) Mo. of patients at risk
Placeba 858 211 771 743 717 697 871 66 584 Pertuzumab 1,536 1,456 1,402 1,362 1,323 1,282 1,253 1,202 1,068
Placebo 1,548 1,501 1,443 1,391 1,326 1,287 1,227 1171 1,067

HR: Hormone receptor Loibl S et al., JCO 2024



APHINITY: IDFS at 8 year follow up by hormone receptor status

TABLE 2. Site of First Invasive-Disease Event

ITT Population

Mode-Fositive Cohort

Mode-Negative Cohort

Pertuzumab Placebo Pertuzumab
(n=2400), (n=2404), (n=1503), Placebo(n=1,502), Pertuzumab (n = 897), Placebo (n = 902),
Event MNo. (%) No. (%) No. (%) Mo. (%) No. (%) No. (%)
Any invasive-disease event 267 (11.1) 342 (14.2) 202 (13.4) 276 (18.4) 65 (7.2) 66 (7.3)
Category of first invasive-disease event
Distant recurrence 149 (6.2) 204 (8.5) 131 (8.7) 184 (12.3) 18 (2.0) 20 (2.2)

I CNS metastases 51 (2.1) 53 (2.2) 43 (2.9) 48 (3.2) 8 (0.9) 5 (0.6) I
Locoregional recurrence 32 (1.3) 57 (2.4) 23(1.5) 39 (2.68) 9 (1.0) 18 (2.0)
Contralateral breast cancer 28 (1.2) 22 (0.9) 13 (0.9) 16 (1.1) 15 (1.7) 6 (0.7)

Death without previous event 58 (2.4) 59 (2.5) 35 (2.3) 37 (2.5) 23 (2.68) 22 (2.4

Loibl S et al., JCO 2024



When to consider adjuvant pertuzumab?

» Adjuvant pertuzumab:

» When received in Neoadjuvant setting: Standard of care is to continue adjuvantly
» No data as to role of continuing pertuzumab post neoadjuvant in pCR versus non-pCR

« Adjuvant: LN+ tumors only
» With longer follow up, similar benefit between HR+ vs HR-

HR: Hormone receptor
LN+: Lymph node positive



Early Stage HER2+ Breast Cancer

Role of Trastuzumab emtansine (T-DM1)?



T-DM1 (ado-trastuzumab emtansine)

« Novel Antibody-drug
conjugate B ofie
— Trastuzumab linked to emtansine : i - /

(DM1), a maytansine derivative
and microtubule inhibitor

« T-DM1 binds to HER-2
with similar affinity as
trastuzumab

Lo Russo et al, Clinical Can Res, 2011

Approved in 2013 for treatment of HER2+ metastatic breast cancer



KATHERINE: T-DM1 In residual disease

* (cT1a-b/NO excluded) 36
- = 6 mag/kg IV Q 3 weeks
+ Central HER2 positive n = 1486 %( ? 4 Eles
* Neoadjuvant therapy with: y
*  Minimum of 6 cycles (16 weeks) of Residual n=743 )
chemotherapy in neoadjuvant setting invasive tumor in
*  Minimum of 9 weeks of taxane + breast/axillary ™,
trastuzumab s Trastuzumab
* Second HER-2 directed 6 mg/kg IV Q 3 weeks
therapy permitted X 14 cycles
+ Anthracyclines + alkylating agents
allowed \ n=743 Y,
+ Randomization within 12 weeks post
surgery Radiation and endocrine therapy (if ER/PR positive) per protocol and
Standard institutional practice
Stratification factors:
Inoperable (cT4 or cN2-3) vs operable (cT1-3/N0-1) Patients who discontinued T-DM1 for toicity sllowed to switch to trastuzumab to complete 14 cycles
HR status
Meoadjuvant Trastuzumab vs Trastuzumab + other HER-2 directed agent
ypM status

Primary endpoint: iDFS

Secondary endpoints include: DRFS, OS, safety

iDOF5: Invasive disease free survival defined as freedom from ipsilatersl locoregional IBC recurrence, contralateral IBC, distant recurmence and ¢
DRFE: Distant recurrence free survival

O5: Overall survival Von Minckwitz et al, NEJM 2019



Inoperable (cT4 or cN2-3)
Operable (cT1-3/N0-1)

KATHERINE: Patient Characteristics

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

Age, median (range), years 49 (23-80) 49 (24-79)
Race or ethnic group, no. (%)
White 531 (71.5) 551 (74.2)
Asian 64 (8.6) 65 (8.7)
Black 19 (2.6) 21 (2.8)
American Indian or Alaska Native 50 (6.7) 36 (4.8)
Multiple or unknown 79 (10.6) 70 (9.4)
Clinical stage at presentation, no. (%)
Inoperable 190 (25.6) 185 (24.9)
Operable 553 (74.4) 558 (75.1)
HR status, no. (%)
ER/PR negative or unknown 203 (27.3) 209 (28.1)
ER/PR positive or both 540 (72.7) 534 (71.9)
Previous use of anthracycline, no. (%)
564 (75.9) 579 (77.9)
Neoadjuvant HER-2 directed therapy, no. (%)
Trastuzumab alone 596 (80.2) 600 (80.8)
Trastuzumab + pertuzumab 139 (18.7) 133 (17.9)
Trastuzumab + other HER-2 targeted agent 8(1.1) 10 (1.3)



KATHERINE: Efficacy Outcomes

Risk of recurrence or death was 50% lower with adjuvant T-DM1 than with trastuzumab alone

100+
‘g 80 Trastuzumab
é’ g 60 3-Yr Invasive
g s No. of No. of | Disease-free
% s i Patients Events (%) | Survival, %
2 a T-DM1 743 91 (12.2) 88.3
s Trastuzumab 743 165 (22.2) 77.0
L 20+ Unstratified hazard ratio for disease recurrence or death,
0.50 (95% ClI, 0.39-0.64)
P<0.001
0 1 | T 1 T 1 | 1 T
0 6 12 18 24 30 36 42 48 54 60
Months since Randomization
No. at Risk
T-DM1 743 707 681 658 633 561 409 255 142 44 4
Trastuzumab 743 676 635 594 555 501 342 220 119 38 4

Invasive disease events 12.2% T-DM1 (n=91) vs 22.2% Trastuzumab (n=165)
Interim analysis, median follow up 41.4 mths T-DM1, 40.9 mths trastuzumab

100+
\ T-DM1
t 80
8 Trastuzumab
ax
£y 601 3-Yr Freedom
& § No.of No.of | from Distant
ES 404 Patients Events (%)|Recurrence, %
g S T-DM1 743 78 (10.5) 89.7
= 20- Trastuzumab 743 121 (16.3) 83.0
Unstratified hazard ratio for disease recurrence,
0.60 (95% Cl, 0.45-0.79)
0 T T ey e pe—1n T T T
0 6 12 18 24 30 36 42 48 54 60
Months since Randomization
No. at Risk
T-DM1 743 707 682 661 636 564 412 254 143 45 4

Trastuzumab 743 679 643 609 577 520 359 233 126 41 4

Distant recurrence as first event 10.5% T-DM1 (n=78) vs 15.9% Trastuzumab (n=118)



KATHERINE: Final IDFS Analysis —
Median f/u 8.4 vears

100 4 3 years 5 years
88.4% 7 years
M- 84.4% y
L 1 TR 80.8%
807 M
$ 60+
[
s
T
i 40 -
- T-DM1 — T-DM1
(n=743) Trastuzumab
20 4 IDFS events, no. (%) 239 (32.2) 146 (19.7)
Unstratified hazard ratio 0.54 (95% CI = 0.44, 0.66); p < 0.0001*
04
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 120
. Time (months)
No. at risk

Trastuzumab 743 677 636 595 556 540 511 495 485 475 460 444 431 421 397 368 238 187 74 42 2
T-DM1 743 708 682 658 637 620 605 591 574 561 548 537 521 516 481 443 281 236 89 50 3

* p-value for IDFS is now exploratory given the statistical significance was established at the primary analysis.
Cl, confidence interval; IDFS, invasive disease-free survival; T-DM1, ado-trastuzumab emtansine.

Loibl et al. GS03-12. SABCS 2023



KATHERINE: Adjuvant T-DM1 Improves Overall Survival

3 years 5 years
100 =ty . 2 s 99.1% o 7 years
B e 4% 89.1%
80
< 60-
[}
"é T-DM1
Events, no. (%) 126 (17.0) 89 (12.0)
— T-DM1
20 Unstratified hazard ratio 0.66 (95% CI = 0.51, 0.87); p = 0.0027 Trastuzumab
Boundary for statistical significance hazard ratio <0.739 or p < 0.0263
O h T T T T T T T T T T T T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102 108 114 120
No. at risk Time (months)

Trastuzumab 743 696 677 661 643 625 616 600 586 576 568 549 543 532 511 490 374 280 146 72 9
T-DM1 743 719 702 695 675 662 649 642 626 614 604 597 585 576 554 530 394 312 158 93 14

Significant reduction in risk of death by 34% with T-DM1

Cl, confidence interval; OS, overall survival; T-DM1, ado-trastuzumab emtansine.

Loibl S et al. 2023 SABCS.



What if There is a Small Amount of Residual Disease in the Breast?

Trastuzumab (n = 743)

T-DM1 (n = 743)

Total Patients per 7-year Patients per 7-year Hazard T-DM1  Trastuzumab

Baseline risk factors n group n events IDFS group n events IDFS ratio 95% CI better better
All 1486 743 239 67.1 743 146 80.8 0.54 (0.44, 0.66) .
Primary tumor stage (at definitive surgery) '

ypTO, ypT1a, ypT1b, ypT1mic, ypTis 637 306 78 74.6 331 59 82.0 0.65 (0.46, 0.90) I-IF-I

ypT1, ypT1c 359 184 60 66.8 175 22 87.4 0.35 (0.21, 0.56) -

ypT2 359 185 67 62.9 174 41 78.4 0.55 (0.37, 0.80) HiH

ypT3 108 57 28 46.4 51 19 62.0 0.59 (0.33, 1.06) |—:-—

ypT4* 23 11 6 33.8 12 5 70.0 0.49 (0.15, 1.61) ——e
Regional lymph node stage (at definitive surgery) !

ypNO 673 332 83 74.0 341 48 87.1 0.53 (0.37,0.75) Hilh

ypN1 432 212 76 63.6 220 47 78.0 0.50 (0.35,0.72) ,..'_|

ypN2 189 103 47 52.4 86 28 69.5 0.56 (0.35, 0.89) i

ypN3 67 30 19 321 37 21 38.6 0.67 (0.36, 1.24) bty

yoNX 125 66 14 791 59 2 98.2 013 _(0.03.059) . = |
Residual disease <1 cm with negative axillary lymph nodes :r

ypT1a, ypT1b or ypT1mic and ypNO 328 160 36 76.7 168 25 85.7 0.62 (0.37, 1.03) ,_"._

’ 1

<40 296 153 46 67.2 143 28 81.2 0.56 (0.35, 0.90) |_;_|

40-64 1064 522 170 66.7 542 104 80.9 0.52 (0.41, 0.66) -

265 126 68 23 69.4 58 14 78.6 0.67 (0.34, 1.30) [

=
T T IIIIII| TT II:IIII TT IIIIII| T T IIIIII|
1/10 1 10 100

* Includes all ypT4 and one patient with ypTX.

Cl, confidence interval; IDFS, invasive disease-free survival, T-DM1, ado-trastuzumab emtansine.




What if Disease is HER2-Negative at Time of Surgery?

o

o

[ -

L ]

)0

c

@

E 3-year IDFS

E (95% Cl)

. _ Trastuzumab HER2+ on retest T5.8% (71.3%-80.4%)

E 0.4 Trastuzumab HER2+ on retest (n = 340) T-DM1 HERZ+ on ratest 87 5% (84.0%—00.9%)

E— —— T-DM1 HER2+ on retest (n = 395) Unstratified hazard ratio (95% CI): 0.49 (0.35-0.69)

o []2 = === Trastuzumab HER2- on retest (n = 42) Trastuzumab HER2- on retest T0.1% (54 2%—-86.0%)

T-DM1 HER2— on retest 100% (100%—100%)
=== T-DM1HER2- on retest (n = 28) Unstratified hazard ratio (95% CI): <0.01 (0-NE)
U -D | I ] 1 I |

0 6 12 18 24 30 36 42 48 54 60
Time (months)

Number at risk:

Trastuzumab HER2+ on retest 380 344 325 306 288 262 184 113 64 22 2
T-DM1 HER2+ on retest 395 377 365 352 340 309 224 138 79 30 3
Trastuzumab HER2- on retest 42 38 35 34 31 29 17 9 5 2 1
T-DM1 HER2- on retest 28 25 24 24 23 21 14 5 2 1 0

Loibl S et al. 2022 Breast NPJ.



CAN WE IMPROVE UPON KATHERINE?

e 7-year iDFS for N+ patients: 72%
* No improvement in rates of CNS recurrence (will be discussed later)

* May want to consider further treatment escalation



How can we Improve The Outcomes
for Early Stage HER2+ Breast Cancer

1. Is pCR the “great equalizer’?



PCR is an important predictor of long term outcomes in
aggressive tumor subtypes

All (n=172)
1.0 4,
_Tg 0.8 - -"'_‘--.__‘-” Event-free survival
< 100 1<
25 06- = Non-pCR o~ CR
@E _ 80~ ———
i " R
L} =' . " .
S 2 0.4- £ 60+ 2
g= pCR (n = 38) £ 2 L
5 0.2 - -==- No pCR (n = 134) £ - T Non-pCR
é ’ § HR 0-48 (95% 1 0-43-0-54)
Hazardlﬁanu: 'D.?E'. P= .0? , 1o HERZ2+ (n = 29) 104 e lm_ﬂ_vzrallsumwl
0 1 9 3 4 r_:'_u : 1, . No pathological complete response '_‘:;'_:---,__q____ -
— (. T | T T o B S
Time (years) S o8d - 0 3 6 9 12 80 ~—
Nghal risk . " . . ” r_;: g L Summbar at risk Time since randomisation (years) = ) "
p = P - M Path = T— =
NopCR  13¢ 120 108 % 60 £ E 06 : i—— W B W g 6o- ~—
d; E. L. Nopathological 9824 6169 2674 1523 525 3
c o 0.4- complete response = 40
2 pCR (n = 12) ) HR 036 (95% €1 0-31-0.42)
S ====MNo pCR (n=17)
@ 0.2 1 20+
= Hazard Ratio: 0.14, F= .05
T T T T T |:| T T T T T T
L] 1 2 3 4 5 0 3 -] 9 12 15 18
Time hrears] Time since randomisation (years)
2131 1618 640 383 145 43 3
Muo. at risk
pCR 2 12 i 11 i 5 9824 7119 173 1859 659 209 3
MNo pCR 17 15 12 1 ] 2

Esserman, et al. JCO. 2012

Cortazar, et al. Lancet. 2014



Not all pCR are the same!

A EFS—pCR+ Patients

* pPCR improves IDFS and EFS 1.0 -
but does NOT overcome the
prognostic impact of baseline 08

tumor size and nodal status £ -
o)
C 0.6 +
L
« N+ and pCR = up to 20% =
recurrence in 5 years ~— 041
E Cohort Patients Events
LLl 1: T12/NO/hormone receptor+ 215 17
—— 2: T34/NO/hormone receptor+ 65 8
o N+ and non-pCR - up to 50% 0.2 3: T12/N+/hormone receptor+ 200 31
. . — 4: T12/NO/hormone receptor- 196 18
recurrence in 5 years G Tr2INuhormons receptor- 260 3
~——— 7: T34/NO/hormone receptor- 90 20
— 8: T34/N+/hormone receptor- 294 52

0 12 24 36 48 60 72 84 96 108 120 132

Time (months)
Mackelenbergh M, et al. J Clin Oncol. 2023.



Achieving pCR improves iDFS but cannot overcome the prognostic impact of
baseline tumour size and nodal status, still facing ~20% risk of recurrence

PCR and prognosis:
iDFS

« HER2+ early breast
cancer

* Neoadjuvant
chemotherapy plus
anti-HER2 therapy

Patients with pCR and
high tumour burden
have a high rate of

metastatic disease

HR+

HR+

HR-

HR-

pCR-

pCR+

pCR-

pCR+

T1-2/N- (reference)
T3-4/N-vs T1-2/N-
T1-2/N+vs T1-2/N-
T3-4/N+ vs T1-2/N-

T1-2/N- (reference)
T3-4/N-vs T1-2/N-
T1-2/N+vs T1-2/N-
T3-4/N+vs T1-2/N-

T1-2/N- (reference)
T3-4/N-vs T1-2/N-
T1-2/N+vs T1-2/N-
T3-4/N+ vs T1-2/N-

T1-2/N- (reference)
T3-4/N-vs T1-2/N-
T1-2/N+vs T1-2/N-
T3-4/N+vs T1-2/N-

N
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0.87
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Hazard ratio (95% CI)
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Loibl S, et al. SABCS 2019. Abstract P5-06-02..



How can we Improve The Outcomes for
Early Stage HER2+ Breast Cancer

1. What do we know about CNS recurrence risk factors?
2. How can we reduce the risk of CNS recurrence?



The CNS remains a common site of distant recurrence
iIn HER2+ breast cancer!

* Up to 50% of HER2+ patients with metastatic breast cancer will develop brain metastases
(BM)
* Risk factors:
« HER2 ampilification or overexpression
* Younger age at diagnosis (age<50)
* Hormone receptor negative status
« High histologic grade
« High Ki-67
» Higher tumor stage (>2 cm)
* Nodal involvement
» Short time to distant relapse

Koniali et al. Oncotarget 2020
Hurvitz et al. Clin Cancer Research. 2019



The CNS remains a common site of distant recurrence
In HER2+ breast cancer

« BM are associated with significant morbidity and mortality, negatively impacting quality of
life

* No guidelines currently support CNS imaging as part of routine surveillance strategy in
asymptomatic patients

« Historically, breast cancer patients with BM have been excluded from enrollment in trials



MSKCC: Incidence of brain metastases post neoadjuvant
chemotherapy + dual anti HERZ2 therapy

S PCR (n=286)  Non-pCR (n=240)
B = = Non-CNS Event, no pCR
N = = Non-CNS Event, pCR BM events: 2.4% BM events 2.0%
g g Median time to Median time to
3 development of BM: development of BM:
P N 19 months 6.5 months
i s | (range: 4-58 months) (range: 6.5-17 months)
s |  pemee==d
o e
3 P e e Incidence of Brain Metastases in
g = Early-Stage HER2+ Breast Cancer
[ —— | is Not Associated with pCR

Years from Surgery

Ferraro et al, NPJ Breast Cancer, 2022



The Rate of CNS Recurrence in Patients that experience
Distant Recurrence based on pCR status

The Rate of CNS Recurrence in Distant Recurrence

80 - 7.8

=3
=

B
=
1

29.4

CNS recurrence (%)

ha
=

o

pCR patients (n=9) non-pCR patients (n=17)

Ferraro et al, NPJ Breast Cancer, 2022



A deeper dive into CNS recurrence rates in the key
pivotal early HER2+ breast cancer adjuvant trials

« APHINITY: Adjuvant Pertuzumab (2017)
« KATHERINE: Adjuvant T-DM1 (2019)
« ExteNET: Adjuvant Neratinib (2017)



APHINITY: Although pertuzumab reduced distant
recurrence, there was no effect on CNS recurrence rates

Pertuzumab (n, %) Placebo (n, %)
(n=2400) (n=2404)

Total iDFS events 221 (9.2%) 287 (11.9%) 2.7% absolute benefit

Type of iDFS event

Distant Recurrence 141 (5.9%) 184 (7.7%) 1.8% absolute benefit
CNS Recurrence 49 (2.0%) 49 (2.0%) No difference
Locoregional 28 (1.2%) 49 (2.0%) 0.8% absolute benefit
Recurrence
Death without 39 (1.6%) 39 (1.6%) No difference
prior event

Piccart M. SABCS 2019.
Piccart M, et al. JCO, May 2021
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KATHERINE: CNS recurrences

Site of first invasive disease event

32.2%

239
19.7%

Total patients with IDFS

event

21.5%

14.7%

W cns
cNs:  (T%)
(5.1%)

Distant recurrence

Event, n (%) T-DM1 (n = 743) H (n =743)
Any invasive-disease event 91 (12.2) 165 (22.2)
Category of invasive event
Distant recurrence 78 (10.5) 118 (15.9)
CNS 52 (7.0) 38 (5.1)
Non-CNS 34 (4.6) 86 (11.6)
Locoregional recurrence 8(1.1) 34 (4.6)
Contralateral breast cancer 3(0.4) 10 (1.3)
Death without previous event 2(0.3) 3(0.4) " Trastuzumab
m T-DM1
6.2%
2.2% 2.6% 0.9% 1.9% 1.9%
[ 16 | s 14|

Locoregional recurrence Contralateral breast cancer Death without prior event

Untch M, et al. ESMO Oral Session 2019; Abstract 4667
Unch Ann Oncol 2019



Early Stage HER2+ Breast Cancer

What about HERZ2-directed TKIs in the
adjuvant setting?

TKI: Tyrosine Kinase Inhibitor



ExteNET: Neratinib after trastuzumab in HER2+ EBC

T
- o o
f \ n=2840 Neratinib 240 mg/day PO x 1 year = 'a
+ Stage I-lll HER-2+ BC (local assessment) — = =
+  Prior trastuzumab + chemotherapy n=1420 :@ O =
+ Completed trastuzumab =2 years o o -
before randomization = - a
» Any nodal status, or non-pCR post g E =
neoadjuvant therapy Placebo PO x 1 year 35 o e
=  Normal LVEF per institutional guidelines _ = — [
T7% LN+ n=1420 © @ 6
& / (47% 1-3, 30% =24) -4
57% HR+, 43% HR- o o
Stratified by: \ J

Modal status (0, 1-3, =4)
HR status (HR+, HR-)
Concurrent vs sequential trastuzumab

Key secondary endpoints:

DFS-DCIS, OS5, time to distant recurrence, distant DFS, CNS recurrence, safety, QoL

Protocol Amendment (Feb 2010) to include Stage ll-lll patients who had completed trastuzumab up to 1 year prior

Chan, et al. Lancet Oncol. 2016 HR: Hormone receptor

iDFS: Disease free survival events included invasive local, regional or distant recurrence, contralateral invasive breast cancer or death from any cause.
RFI: Relapse free interval; DRFI: Distant relapse free interval
QoL: Quality of life



Recurrence in ER-ve Breast Cancer
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Sparano et al. JCO, 2015



ExteNET: Neratinib after trastuzumab in HER2+ EBC at 5 years

5 year follow up

oW 5 year iDFS

- - T2 W guw .. 90.2% neratinib vs
' 95T G1.7% o0 2% 2015 : 777 87.7% placebo

.'

A 2.5%

Invasive disease-free sy ival (%)
L=t
]

10 — MNemtinib
Facebo HR 073 (95% Q1 057-0-92), p=00083
i T T T | T T T T T |
Morberatrse @ B 12 18 24 30 3% 42 48 W &0
(rwmber censored)
Memtinib 1420000 1S E7 127201200 125 (148) 06 24T 078 (B3 D55 a0 G491 560) G337 om0 Ee 205 [419)
FRCEDD 1420000 1354035 1208600 1283075 11420165 3020 (268000 2 001 200) OF (300) 958307 47 EE

Martin M, et al. Lancet Oncol. 2017



ExteNET: Neratinib after trastuzumab in HER2+ EBC by
hormone receptor status (exploratory analysis)

5 year follow up

nvasive diseaze.f ee sunival (%)
(N5 ]
o

Murrber at rlsk
(rumber censored)

HR+ subgroup:

91.2% neratinib vs 86.8% placebo

A4.4%
S 481w
— — 54% o3-E% 0265
1% — - 0l2%
HRC-B0 (05% C10-43-083)

T T T T T T T T T 1
6 12 13 24 30 6 42 A5 L4 &0

Meratinib 816  B7EE6 FIUFD FSEE) AR SFUDI 95506 TR (209) 554(21) G427 55 (54
Facebo #1500 77002 7E0E4 FH40 G470 SH0EE) SEF(TY DEE(UT DE1(1M) G4k [1E0) DX (l0g

W e

Invasive disease.free survival ()

Murrber at risk
(murmbsr censored)

Q0+
80
Jo
e
LB
40+
30
20

10

HR- subgroup:

88.8% neratinib vs 88.9% placebo

A -0.1%
_ GREw
T —— 2 806
YT~ “.?.__ ] 5':'&% 200% 85 0%
) 918% 0% S03% 888w

HRO-G5 (959 (10 £6-1.35)

0
0

f

T T T T T T T 1
14 18 24 40 36 42 4= = B0

Timeafter rndomistion (months)

Mermtinih 608l SEO(HY S4L(40) SI0(60) 454(WT AOFCEY 400 (I5d4) 30160 BA{IEE IEAT) 3620185
Plebo 60500 E7S{14 S3(2 520034 405068 &4B(15 L440108) SE(14) 4L 4IE[1T) 402{14Y)

The benefit of neratinib was predominately demonstrated in those with HR+ disease

Martin M, et al. Lancet Oncol. 2017

HR: Hormone receptor



ExteNET: Adjuvant neratinib in HR+/HER2+ EBC, <1 year
post trastuzumab

« Descriptive analysis performed in HR+ subgroup who initiated neratinib within 1 year of trastuzumab

(HR+/ =1 year)

« HR+, 1 year includes n=1334 (neratinib n=670, placebo n=664)
Absolute 5-year iDFS benefit: 5.1%, HR 0.58, 95% CI 0.41-0.82; [1.3% HR+/>1 year, HR 0.74]
Absolute 8-year OS benefit: 2.1%, HR 0.79, 95% CI 0.55-1.13
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HR: Hormone receptor
HR+, >1 year group included n=297 (neratinib 146 pts, placebo 151)
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Holmes, et al. SABCS 2020, Abstract PD3-03
Chan, et al. Clinical Breast Cancer. Feb 2021



ExteNET: Adjuvant neratinib in HR+/HER2+ EBC, <1 year post
trastuzumab — non-pCR group

« Descriptive analysis performed in HR+ subgroup who initiated neratinib within 1 year of trastuzumab
(HR+/ =1 year)

* Non-pCR to neoadjuvant therapy included n=295 (83% of 354 total pts received neo therapy)

Absolute 5-year iDFS benefit: 7.4%, HR 0.60, 95% Cl 0.33-1.07; [1.3% HR+/>1 year, HR 0.74]
Absolute 8-year OS benefit: 9.1%, HR 0.47, 95% Cl 0.23-0.92
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HR: Hormone receptor Chan, et al. Clinical Breast Cancer. Feb 2021



ExteNET: Adjuvant neratinib in HR+/HER2+ EBC, <1

year post trastuzumab

« Descriptive analysis performed in HR+ subgroup who initiated neratinib within 1 year of trastuzumab
(HR+/ =1 year)

pPCR status

neoadjuvant therapy

Table 1 Cumulative Incidence of CNS Recurrences as First Site of Metastases at 5 Years in the HR* /< 1-year Population (n = 1334)

and Subgroups

Patients who received neratinib had fewer CNS relapses, including those with residual disease following

Cumulative Incidence of CNS Recurrences

CNS Events (No. Patients) at 5 Years, % (95% ClI)

Population or Subgroup Neratinib Placebo Neratinib Placebo
HR*/< 1-year population 4 [B70) 12 [664) 0.7 [0L2—1.7 21(1.1-35
Modal states

Positive 4 (540) 10 (539) 0.8 (0.3-2.0) 22 (1.1-38

Negative D (130) 2 (125) 0 (NE) 1.9 [0.4-6.00
Prior trastuzumab regimen

Concurrent 2 [411) B (415 0.6 (0.1-1.9) 23(1.1-43

Sequential 2 (259) 4 [249) 0.9 (0.2-3.0) 1.8 [0.6-4.3)
Adjuvant or neoadjuvant theragy

Adjuvani 3 (508) 6 472 0.7 (D2-2.0) 1.5 (0.6-3.00

Negadiuvant 1 [162) 6 (192 0.7 (0.1-3.3 37 (1.57.4)
pCR status®

No 1 (131} 5 (164) 0.8 (0.1-4.0) 36 (1378

Yes 0 (17) 121) 0 (NB 5.0 [0.3-21.3)

Aobrevialions- O — confidence intanal; CNS — cenfral nervous Sysiem; HR' — hormone receptor-pociive; NE — nol eslimable; pCH — pathologic complele response.

“hmong the 354 patients who had received necadiuvant therapy, 795 patients had no pCR, 38 patients achieved a pCR, and 21 patients had no oulcome reported

Chan, et al. Clinical Breast Cancer. Feb 2021



CNS Recurrence as the First Site of Metastasis in Studies of Adjuvant Therapy in
HER2+ EBC

CNS Recurrence, %

Trial and Population* Analysis Timepoint N Neoadjuvant Population
Control Treatment
Adjuvant trast Meta-analysis?! - 9020 N/A 1.9 2.5
ALTTO? 3yr 4190 ~8 2 2
ITT 5yr 2840 25% 1.8 1.3
ExteNET34 HR+/<1lyr 51
(o)
post trast. 5yr 1334 27% : 0.7
APHINITY> 8 yr 4805 0 3.2 2.9
No pCR Post Neoadjuvant Tx

KATHERINE®” high-risk 7yr 1486 N/A 5.1 7.0
ExteNET3 HR +/<1yr post trast 5yr 295 N/A 3.6 0.8

For informational purposes only. Cross-study comparisons should not be made.

HR+/<1yr, hormone receptor positive with start of neratinib <1 year following trastuzumab adjuvant therapy; CNS = central nervous system; EBC = early breast cancer; HER2 = human epidermal growth factor 2;
HR+ = hormone receptor positive; ITT = intention-to-treat; trast = trastuzumab; pCR = pathologic complete response

*Using all patients in the trials as a denominator

1. Olson EM, et al. Ann Oncol. 2013:1526-1533 2. Piccart-Gebhart M, et al. J Clin Oncol. 2016;34(10):1034-1042 [supplemental appendix]. 3. Chan A, et al. Clin Breast Cancer. 2021;21(1):80-91.e7. 4. Holmes FA, et
al. SABCS 2020 poster presentation. Abstract PD3-03. 5. von Minckwitz G, et al. N Engl J Med. 2017;377(2):122-131. 6. Mamounas EP, et al. J Ann Oncol. 2021;
https://doi.org/10.1016/j.annonc.2021.04.011. 7. : Loibl S, et al. Phase Il study of adjuvant ado-trastuzumab emtansine vs trastuzumab for residual invasive HER2-positive early breast cancer after
neoadjuvant chemotherapy and HER2-targeted therapy: KATHERINE final IDFS and updated OS analysis. SABCS 2023. GS03-12.
https://medically.gene.com/global/en/unrestricted/oncology/SABCS-2023/sabcs-2023-presentation-loibl-phase-iii-study-of-adjuva.html



Patterns in use and tolerance of adjuvant neratinib in patients with hormone receptor (HR)-positive, HER2-positive
early-stage breast cancer
Julia Blanter', Elena Baldwin2, Rima Patel', Tianxiang Sheng', Amy Tiersten'

1. Division of Hematolegy and Oncology, lcahn School of Medicine at Meunt Sinai, The Tisch Cancer Institute, NY, NY
2, Division of |nternal Medicine, leahn Scheol of Medicine at Mount Sinai, NY, NY

BACKGROUND

Clinical Features of Patients Prescribed Neratinib

o . Patients are more likely to complete Coupleed st Dl wi et~ All el T

+ Current NCCN guidelines recommend extended adjuvant . . . . courze meratinib conrse

neratinib following trastuzumab-based therapy for patients with 1 year of adj uvant neratinib with 0 (%) M 2 6

high-risk HR+ HER2+ disease, based on the data from the . . Tumor grade 3 22 (64.7%) 16 (57.1%) 38 (61.3%) 0.893

ExteNET study dose up-titration. (poorly iferentied

o e s _— Mean Ki67 % 3027 2186 26.07 0.299

+ Limitations to use of neratinib include significant Pathologic T stage e

gastrointestinal side effects which often result in treatment I 20 (58 8%) 14 (50.0%) 34 (54.8%)

. , . . . . . . T2 GU26.5%) 3(12.5% 12 (19.4%
disruption or discontinuation Dose reductions and interruptions TR T T

] Pathologic N st 0.702
S oBEeme | do notaffect neratinib adherence. | RSN
NI 14 (41.2%) 8 (28,6%) 22 (35.5%)

+ To identify high-risk clinical features and characteristics of :z 323 xzfn) 3 Eu.;:a; 6 isa.?::-;]
patients who were offered adjuvant neratinib therapy and . . Highrisk o dingnosis 2 (3 80 (a0 s —
factors that impacted treatment completion versus Seven patlents in our StUdy Median nersinty 140 mg 240 mg 0.016
discontinuation, . . starting dose

NETHODS developed metastatic disease, all of —=

- Study Cohort: Patients with early-stage HR+ HER2+ breast whom did not Complete adjuvant + Patients who received an upstitration of neratinib were more likely to complete
cancer who were prescribed neratinib from 2017-2023 at Mount neratinib treatment the full course of neratinib when compared to those who did not (76% vs,
Sinai. . 40.5%, p = 0.013).

« Retrospective review was performed using electronic medical Numbers of patients with recurrent disease, metastatic + Neither group experlfanced a statistically significant greater likelihood of treatment
records (EMR) disease and CNS metastases holds or dose reductions

« Information on patient characteristics, clinical features and high-
risk features were extracted from the EMR,

+ High-risk was defined as any of the following: at [east 4 lymph
nodes positive for disease, 1-3 lymph nodes positive for
disease and a grade 3 (poorly differentiated) tumor, tumor > 5
cm, ar Ki67 > 20%,

+ Length of time on treatment, treatment holds, dose reductions
and up-titrations were documented

« Statistical Analysis:

+ Analysis was performed using two-sided T-tests and chi-
square tests.

REASONS FOR NERATINIB DISCONTINUATION SIDE EFFECTS OF NERATINIE TREATMENT

whatdty to tokrate side

affects mCiarhea (despite

anti=diarhaal ppx)

Rl burden
BRash

miher
mothar

8
Recurrent disease Metastatic CNS metastases

Copies of this poster obtained through Quick Response (QR) Code are for personal use only mCompleted neratinib b« WD not complete nerafinib tx
and may not be reproduced without permission from SABCSE and the auther of this poster,

Correspondence: Julia.Blanter@mountsinai.org




Does Neratinib work after T-DM17? — ELENOR Trial

C

% of patients

Post-necadjuvant anti-HER2 treat-
ment by pathological response

PCR (N=110) non-pCR (M=112)
B Trastuzumab only
H Trastuzumab + Perusumab
mT-D

m Crther anl-HERZ2

= Treatment other than anti-HER2
and/or chemolherapy
Post-necadjuvant freatment
not (yet) documented

¥ Previous anti-necplastic treatment
not wet documented

100 4

90

80+

70+

60

50+

DFS rate at 6 mos, % (95% ClI)
40 DFS rate at 12 mos, % (95% Cl)

98.9 (96.7, 99.7)
97.4 (94.6, 98.7)

30+

Proportion of patients without event [%)]

20+ Events Median
N (%) Months [95% CI]

T(2.4) NA Total
0 | Censored

0 3 6 9 12 15 18 21 24 27
Time [months]

Number at risk 286 V2 260 254 248 130 109 a5 72 30

30 33

15 3

Location(s) of first relapse per patient, n (%) MAS, N=286

+ Distant recurrence

« Contralateral invasive breast cancer
- Ipsilateral invasive breast cancer

» Local and regional recurrence

+ Missing

2 (0.7)
1(0.3)
1(0.3)
1(0.3)
1(0.3)

35

1

Take home message:
* Recurrences are low!
* No CNS relapse!

Luftner D. et al.; SABCS24 P3-11-22



CONTROL: Treatment Discontinuations Due to Diarrhea in All

Cohorts

100 -
£ 90 - / \
o
< 80 - 16.8
©
ks
Q 70 -
()
S 60 - 6.7
5 6.3 .
g 50 | 2.2 3.3 4.8
c
o
2 40 - |
g Month 1 J
§ 30 -
S 20 | 168
5
10 4 B63 1308
P 1.8 341.9 0.9
o HZWZII 0'%000 o000 00090
Month 1 Month 2 Month 3 Month 4

B Loperamide

B Budesonide + loperamide
I Colestipol + loperamide
B Neratinib DE1

B Neratinib DE2

00000 00000 00000 00000 O:OOO 00000

Month 7 Month 8 Month 9 Month 10 Month 11 Month 12

No. of patients who discontinued due to diarrhea / Total No. of patients treated at the beginning of the month

Loperamide 23/137 0/93

Budesonide + loperamide 4/64 1/57
Colestipol + loperamide 3/136 0/115
Colestipol + loperamide prn 7/104 0/86
DE1 2/60 0/55

DE2 3/62 0/56

DE1 = dose escalation cohort 1; DE2 = dose escalation cohort 2.
Chan et al., The Breast 2022, 2022.12.003

3/89
1/54
0/112
0/85
0/53
0/49

0/84
0/53
1/107
0/84
0/53
0/49

0/81 0/80 0/78 0/77 0/76 0/75
0/53 0/53 0/53 0/53 1/53 0/51
0/103 0/103 0/102 0/102 0/99 0/99
0/80 0/79 0/79 0/77 0/77 1/75
0/50 0/50 0/50 0/49 0/47 0/46
0/47 0/47 0/46 0/46 0/46 0/46



CONTROL: Treatment Discontinuations Due to Diarrhea in All
Cohorts

Neratinib administered as a dose escalation during Cycle 1 (28 days); loperamide was given as needed (<16 mg/day)*2

Day 15-364
(" gramm )
pay 8-14
Day 1-7
a
3 ioms) 4 @ aD
(40mg (40mg (407
Tablets | CED } Tablets } Tablets | Qi) )
Daily Dose Daily Dose Daily Dose
120 mg 160 mg 240 mg

There appears to be some adaptation to the effects of neratinib, as higher-grade diarrhea occurred early and did not
typically recur’

Subjects may have an opportunity to acclimate to neratinib, which may increase tolerability and optimize management of
toxic effects’

Dose escalation has been included in the latest neratinib prescribing information as an option for diarrhea management?

1. Barcenas C, et al. Ann Oncol. 2020;31(9):1223-1230. 2. NERLYNX (neratinib) tablets [prescribing information]. Los Angeles, CA: Puma Biotechnology, Inc.



When to consider adjuvant neratinib?

» Adjuvant neratinib:

» To reduce overall recurrence: Likely HR+*, non-pCR post neoadjuvant
therapy

» To reduce CNS recurrence: All patients with HER2+ should be offered
Neratinib

« Aim start <1 year post trastuzumab completion
* Role post T-DM1 and pertuzumab unclear based on trial population

» Extra care with diarrhea management

« CONTROL trial demonstrates excellent diarrhea control with dose escalation
strategies

For CONTROL data, refer to Hurvitz S, et al. SABCS 2017. P3-14-01
HR: Hormone receptor

LN+: Lymph node positive



Ongoing clinical trials in the early-stage HER2+ setting
will provide key insight on:

Therapy escalation
&
CNS relapse risk reduction strategies



Ongoing clinical trial Alliance
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If HE+. node- = DAL alone (T-DIML plus placebal improves the following:
positive + overall survival (OF)
At least 6 cveles *  baeast cancer free survival (DCTS)
of chemotherapy «  distant recnerence-tiee survival (DRES)
preoperatively or v+ discasc-frec survival {1FS)
pre- E]l_ld post- 'I brranm mictastases- free survival (BMES)L I
operatively

Note: HE stands for “hormone-receptor.”

ClinicalTrials.gov: NCT04457596



Ongoing clinical trial

DESTINY-Breast05:
Trastuzumab Deruxtecan versus T-DM1
in high-risk HER2+ BC patients with residual disease

Key Eligibility: Stratification: sl b

= eBC with residual disease following - Operative status at prasentation Tras'fruznl;r;?l;ge;:;:enan

neocadjuvant therapy (operable vs inoperable) D j.f] @,.ei'y 3\::e&hti::ur
" inclusing trastuzumab folloved by iRl . SR

surgery F""  negative) ? o
« High-risk™ of recurrence (inoperable - Tumor hormone receptor (HR) Control Arm:

at presentation or node-positive) status (positive vs negative) N =1,600 Trastuzumab emtansine Endpoints:
= Centrally confirmed HER2+ status . HERE-ta_rgeted negadjuvant Day 1 J\L?TLL%S for « Primary: e .
= ECOG PS; D-1 therapy (single vs dual) 14 cycles (N=800) ~ IDFS (Invasive disease-free survival)

« Secondary:
- DFS (Disease-free survival)
DRFI (Distant recurrence-free interval)

I — BMFI (Brain metastases-free interval) |
= (Uverdll survival)
- Adverse events

+ Exploratory:
— PROs (Patient reportad outcomes: Qol)

- Biomarkers associated with efficacy/safety
— PK associated with efficacy/safety

NCT04622319



Proposed Treatment Approach for Patients with Stage I-lll HER2+ BC

Stage Il or higher
2 cT2 or 2 cN1

I Surgery

Neoadjuvant Chemo +
Dual anti HER2 therapy (HP)*

Risk/benefit Trastuzumab- Dual anti HER2 ] . ]
discussion in T1a based therapy: based therapy: ReS|dl_la| Lkl p.CR
TH TCHP followed by disease (ypTO0/is ypNO)
HR+ HR-

Trastuzumab-based HP to complete 1 yr)

therapy (TH 2 H),
versus observation T-DM1 x 14 cycles* HxPx1yr
(+ ET if HR+),

versus Clinical Trial*

Discuss adjuvant Neratinib

*Clinical Trial 0

Slide adapted from: clinicaloptions.com



http://www.clinicaloptions.com/

Post-Presentation Case

51 yo post-menopausal female with right-sided cT2 N2 MO IDC G3
ER/PR+ HER2+. She underwent neoadjuvant therapy with TCHP x6.

Scenario 1 Scenario 2
Patient underwent right side MRM Patient underwent right side MRM
and surgical pathology showed and surgical pathology showed 2.2
complete pathological response. cm residual disease with 30%
Radiation therapy and Endocrine cellularity and 4+/16 LN. Radiation
therapy aside, what adjuvant therapy aside, what adjuvant
systemic therapy would you offer: systemic therapy would you offer:
1. HP 1y 1. HP 1y
2. HP 1y -> Neratinib 1y 2. HP 1y -> Neratinib 1y
3. T-DM1 1y 3. T-DM1 1y

4. T-DM1 1y -> Neratinib 1y 4. T-DM1 1y -> Neratinib 1y




Thank you!
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