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PRINCIPLES OF PREOPERATIVE SYSTEMIC THERAPY

Known Benefits of Preoperative Systemic Thera,

« Facilitates breast conservation

« Can render inoperable tumors operable

- Treatment response provides important prognostic information at an
individual patient level, particularly in patients with TNBC or HER2-
positive breast cancer

« Identifies patients with residual disease at higher risk for relapse to
allow for the addition of supplemental adjuvant regimens, particularly
n patients with TNBC or HER2-positive breast cancer.

« Allows time for genetic testing

« Allows time to plan breast reconstruction in patients electing
mastectom)

« Allows time for delayed decision-making for definitive surgery

Opportunities

« May allow SLNB alone if initial cN+ becomes cNO after preoperative
therapy

« May provide an opportunity to modify systemic treatment if no
preoperative therapy response or progression of disease

« May allow for more limited radiation fields in patients with cN+ who
become cNO/pNO after preoperative thera

« Provides excellent research platform to test novel therapies and
predictive biomarkers

B National

Cautions

« Possible overtreatment with systemic therapy if clinical stage is
overestimated

- Possible undertreatment locoregionally with radiotherapy if
clinical stage is underestimated

« Possibility of disease progression during preoperative systemic
therapy

Candidates for Preoperative Systemic Therapy
« Patients with inoperable breast cancer:
»IBC
» Bulky or matted cN2 axillary nodes
» N3 nodal disease
» cT4 tumors
«In select patients with operable breast cancer
» Prooperative systamic therapy Is profarred for:
HER2-positive disease and TNBC, if cT 22 0
5 Large primary tumor relative to breast size In a panem who
desires breast conservation
0 cN+ disease likely to become cNO with preoperative systemic
therapy
» Preoperative systemic therapy can be considered for cT1,NO
HER2-positive disease and TNBC
- Patients in whom definitive surgery may be delayed.

Non-candidates for Preoperative Systemic Ther:
Patlonts with extensive In sita dissase when sxtent of Invasive
carcinoma is not well-defined

« Patients with a poorly delineated extent of tumor

« Patients whose tumors are not palpable or clinically assessable

Comprehensive NCCN Guidelines Version 2.2022
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PRINCIPLES OF PREOPERATIVE SYSTEMIC THERAPY

« Randomized trials of chemotherapy demonstrate similar long-term outcomes when patients are given the same treatment preoperatively

compared with postoperatively.

« Pathologic complete response (pCR) to preoperative systemic therapy is associated with an extremely favorable disease-free and overall
survival, particularly in situations in which all treatment is given preoperatively. The correlation between pathologic response and long-term
outcome is strongest for TNBC, somewhat less so for HER2-positive disease, and least for ER-positive disease.5¢

« Anumber of chemotherapy regimens have activity in the preoperative setting. In general, those chemotherapy regimens recommended in
the adjuvant setting may be considered in the preoperative setting. See Preoperative/Adjuvant Therapy Regimens (BINV-L).

- Preoperative endocrine therapy alone may be considered for patients with ER-positive disease based on comorbidities or low-risk luminal

biology based on clinical characteristics and/or genomic signatures.

« Patients with HER2-positive tumors should be treated with preoperative systemic therapy incorporating trastuzumab.9 A pertuzumab-
containing regimen may be administered preoperatively to patients with  pT2 or  pN1, HER2-positive early-stage breast cancer. See

Preoperative/Adjuvant Therapy Regimens (BINV-L)

« Some studies suggest an increased risk of locoregional recurrence following use of preoperative chemotherapy.° These trials delivered
chemotherapy regimens that are no longer standard, did not include targeted therapies, did not use modern imaging lel:hmques, andlor
used non-standard locoregional management. Care should be taken to follow the procedures outlined in BIN'
appropriate locoregional management. Not all patients are appropriate candidates for preoperative systemic therapy. Recurato cimieal

staging at baseline prior to initiation of preoperative systemic therapy is ¢

Evaluation Prior to Preoperative Systemic Therapy (BINV-12).
« Tumor response should be routinely assessed by i

al. See Potentially Operable Disease: Breast and Axillary

ical exam and imaging studies (see footnote uu on BINV-13) during delivery of

preoperative therapy. It is preferred that the standard regimen is completed prior to surgery. If all intended treatment is not completed prior
to surgery, the remainder may be given in the adjuvant setting. Patients with operable breast cancer experiencing progression of disease
during preoperative systemic therapy may be given an alternate systemic regimen or proceed to surgery if deemed resectable. Locoregional
therapy principles should be applied in the same manner as in patients treated with adjuvant systemic therapy.

@ Rastogi P, Anderson SJ, Bear HD, et al. Preoperative chemotherapy: Updates of
National Surgical Adjuvant Breast and Bowel Projct Protocols 18 and B-27.
 Cin Oncal 785,

Blohmer JU, et al. Definition and impact of pathologic
co se on prognosis after neoadjuvant chemotherapy in various
intrinsic breast cancer subtypes. J Clin Oncol 2012;30:1796-1804.

ar P, Zhang L, Untch M, et al. Pathological complete response and long-
term Lhmzal benelitn breast cancer: the CTNeaBC pooled analysis. Lancet
2014;

4 An FDA-approved biosimilar is an appropriate subsitute for rastuzumab,

* Eary Breast Cance Trialsts Colboratve Group (EBTCG). Long-erm
outcomes for neoadjuvant versus adjuve motherapy in early breast cancer:
me\aanalvsvs of individual patient data fmm ten randomised trials. Lancet Oncol
2018,19:2

Therapy

e If systemic adjuvant therapy is indicated, then neoadjuvant use
of the same regimen is also an appropriate option

= COVID-19

m Patient-centered care

® In-vivo assessment of response to systemic therap

e Complete pathological response, pCR, is an early surrogate
marker for long term outcome, DFS and OS specially in ER-
HER-2+ and TNBC

e It potentially provides molecular and biological information of the
mechanism of sensitivity and resistant to systemic therapy
including predictive markers, and new targets

e Improved tumor down-staging, operability and BCS rates
e May expedite new drug development and FDA approval in E



NAC HER2+: Phase Il NeoSphere Study
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N =417 FEC q3wk x 3 +

Trastuzumab q3wk cycles 5-17

FEC = 5-fluorouracil, epirubicin, and cyclophosphamide
Gianni L, et al. Lancet Oncol. 2012;13(1):25-32.



NeoSphere Primary Outcome Measure: pCR*

100%
80%
P=0.014
60% P=0.019 mTHnNn =107
P =0.003 m THP n =107
40% ® HP n =107
TP n=96
20% -
0% -

pCR

*Pathologic complete response (pCR) rate defined as the absence of invasive cancer in the breast at the time of surgery.

T = docetaxel; H = trastuzumab, P = pertuzumab. o
Gianni L, et al. Lancet Oncol. 2012;13(1):25-32.



Operable,
Locally
Advanced,
Inflammatory,
HER2+,
Chemo-naive

T>2cm

N =225

NAC HER2+: Phase || TRYPHAENA Study

epirubi/cyclo x 3 /[ docetaxel x 3 plus

trastuzumab /pertuzumab

»
>
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X3

docetaxel x 3 plus
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1dX / Ad39dNS

Docetaxel / Carboplatin

Trastuzumab /pertuzumab
(TCHP) X 6

Schneeweiss, et al. SABCS 2011
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TRYPHAENA: pCR Rates by Hormone Receptor
Status
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Role of non-anthracycline therapy: TRAIN-2

Neoadjuvant chemotherapy with or without anthracyclines
in the presence of dual HER2 blockade for HER2-positive
breast cancer (TRAIN-2): a multicentre, open-label,
randomised, phase 3 trial

= QOpen-label, randomized, controlled, phase Ill trial

Stratified by cT (02- vs 3-4), cN (neg vs pos),

ER status (neg vs pos), and age (<50 vs 250)
]

. . ]
Patients with HER2+ EBC H 6 x TCHP Continue with
(stage II-1ll) and no dj t trast b
. h _ - _, adjuvant trastuzuma
previous t erapv; . to complete 1 year, ET
WHO PS (0'\‘: O‘i;;\)/EF 250% - 6 x TCHP for ER+ and/or PgR+

TCHP: 3-wk cycles, Day 1 TCHP, Day 8 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).

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).
Lancet Oncol 2018; 19: 1630-40

" Primary endpoint: pCR (ypTO/is, ypNO) by local assessment aakiibend Ol

November 6, 2018
= Secondary endpoints: safety, RFS, BCSS, OS http://che doi.0rg/10.1016/
Van Ramshort. Lancet Oncol. 2018;19:1630. van der Voort. ASCO 2020. Abstr 501. 21470-2065(15)36570-9




TRAIN-2: No difference with anthracyclines

PCR by hormone receptor
Overall pCR

status
p=0.51
p=0.95
100% - | s 89% 84% p=0.61
o
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S I S 51% °
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140/206
0% 0%
FEC-T+Ptz PTC+Ptz FEC-T+Ptz PTC+Ptz FEC-T+Ptz PTC+Ptz
ER- and ER+ and/or PR+
Preplanned subgroup analysis did not demonstrate superiority of PR-

FEC-T+Ptz > PTC+Ptz in any subgroups



TRAIN-2: No difference for including anthracycline

Event-free survival

PTC+Ptz FEC-T+Ptz
(N=219) (N=219)

Events, n (%) 21 (10) 23 (11)
3-yr EFS (95% CI) 93.5 (90.4 - 96.6) 92.7 (88.3 -96.2)
HR (95% CI)* 0.90 (0.50 - 1.63)
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2 3 4
Years since randomization
No. at risk

PTC+Ptz 219
FEC-T+Ptz 219
*HR <1 favors PTC+Ptz
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ANNUAL MEETING per ired for reuse.
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Neoadjuvant Trastuzumab / Pertuzumab Review

NEOSPHERE? TRYPHAENA? TRYPHAENA? TRAIN-23 TRAIN-23

Treatment THP x 4 TCHP x 6 FECx3 =2 TCHP x 9 FECx 3 =
(FEC x 3 post-op) THP x 3 TCHP x 6

N 107 75 212

ypTO/is ypNO 39 55 67
(%)

PCR (%)
ER and PR neg

PCR (%)
ER and PR +

*pCR only in breast

1. Gianni L, et al. Lancet Oncol. 2012;13:25-32. 2. Schneeweiss A, et al. Ann Oncol. 2013;24:2278-2284. 3. van Ramshorst M, et al.
Lancet Oncol. 2018;19(12):1630-1640; van der Voort A. J Clin Oncol 2020;38(15 suppl):501.



Neoadjuvant trastuzumab, pertuzumab, and chemotherapy
versus trastuzumab emtansine plus pertuzumab in patients
with HER2-positive breast cancer (KRISTINE): a randomised,

open-label, multicentre, phase 3 trial

Sara A Hurvitz, Miguel Martin, W Fraser Symmans, Kyung Hae Jung, Chiun-Sheng Huang, Alastair M Thompson, Nadia Harbeck, Vicente Valero,
Daniil Stroyakovskiy, Hans Wildiers, Mario Campone, Jean-Francois Boileau, Matthias W Beckmann, Karen Afenjar, Rodrigo Fresco,

Hans-Joachim Helms, Jin Xu, Yvonne G Lin, Joseph Sparano, Dennis Slamon

(3 -{‘;.:rr&mage points PSErOQen-ré( and p Progesterone-recepor Oestre )] n‘~_~ph"v ) Prog sSterone-receptor
negative positive
" | Stratified two-sided p=0.016" Difference: ~19.0 percentage ponts Difference: -6 percantage points

Docetaxel + w Trastuzumab (95%(1-33310-46) (95%(1-205t0-32)
Carboplatin + :
Trastuzumab + - -LPenuzumab

Pertuzumab x 6) x 12

" Centrally \

confirmed
HER2 positive
operable,
locally advanced
or inflammatory
breast cancer
>2cm

L

@
&

) Pertuzumab

Pertuzumab
+Tomixs ) e

| T . Y | . T
Trastuzumah Docetaxel Trastuzumab Docetaxel, hl tuzon 1'

; mtansine carboplatin, and emtansing carboplatin, and pMtansing
a5 mm s plus pertuzumab trastuzumabplus  plus pertuzumab trastuzumab plus p\u%;}étlu.’un‘:‘b
pertuzumab pertuzumab pertuzumab

Lancet Oncology January 1, 2018
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Pathologic complete response (pCR) of neoadjuvant
therapy with or without atezolizumab Iin HER2
positive, early high risk and locally advanced breast
cancer: APTneo Michelangelo randomized trial

Luca Gianni, MD

Chair, International Breast Cancer Research Committee
Fondazione Michelangelo

Milano, Italy

Gianni et al, SABCS 2023




Introduction

Neoadjuvant dual targeting of HER2 with trastuzumab (H) and
pertuzumab (P) plus chemotherapy is the standard of care for high-
risk HER2+ breast cancer.

Data show the contribution of the immune system in prognosis and
response/resistance to HERZ2 directed therapies and support the
combination of immune checkpoint inhibitors with anti HER2

antibodies.

In the APTneo trial we test the role of adding atezolizumab to
neoadjuvant HP and chemotherapy containing or not containing
anthracyclines Aims of Study

Open-label, randomized phase lll trial
= The primary aim of the study is to compare event-free survival

Gian ni et aI , SAB CS 2023 (EFS, arm A v. arm B) 5 years after randomization of the last patient

= Important secondary aim is the rate of pCR (defined as absence
of invasive cells in breast and lymph nodes). The primary population
for all efficacy endpoints is the ITT (intent-to-treat) population

= Other secondary aims are to evaluate tolerability of the regimens
and to conduct molecular analyses to assess the presence of
predictive markers of benefit and/or resistance to the study regimens




APTneo Study Schema

|

Patients with 1 A
operable or

locally

advanced BC, — R
HER2-positive B1 i\c tex 3’;) Hl;CT x3
Chemo-naive atezolizuma

(N=661)

HP+atezolizumab until 18" q3 wks dose

B2 | HPCT+ atezolizumab x 6 HP+atezolizumab until 18" q3 wks dose

<M COwL

Before therapy Day 21 at surgery 6 months end of therapy

CBx CBx Surgical Bx & SN

SN

A = doxorubicin, 60 mg/m? q 21 days; Cy = Cyclophosphamide, 600 mg/m? q 21 days; C = Carboplatin, AUC 2 d1&8 g 21 days; T = paclitaxel, 90 mg/m? d1&8 q 21 days; H =
Trastuzumab, 8 mg/kg on first dose, 6 mg/kg thereafter; P = Pertuzumab, 840 mg on first dose, 420 mg thereafter; Atezolizumab, 1200 mg i.v. infusion q 3 wks, S = surgery ; CBx =
Core Biopsy; SN = Sentinel Node. As of May 2021, patients with RD at surgery could receive T-DM1

Gianni et al, SABCS 2023




APTneo

Main patient characteristics at randomization (ITT population)

Arm A (223) Arm B1(218) Arm B2 (220)

# % # % # %
Disease stage Early high-risk 122 54.7 120 55.0 123 55.9
Locally advanced 101 45.3 98 45.0 97 44.1

G T R S e
PD-L1* Positive 63 30.5 65 29.8 68 30.9

e —————————————————————————

Negative 155 69.5 159 70.2 152 69.1
ER and/or PR  Positive 136 61.0 142 65.1 152 69.1
Negative 87 39.0 76 34.9 68 30.9

1Lt s ————— S — R ——r il
Median age 50 (29-79) 50 (21-81) 49 (24-78)
(range)

* SP142; pos > 1% IC

Gianni et al, SABCS 2023



APTneo

Main Results: pCR rates (ypTO/is ypNO)

% ——— p=0.526 ———
0. =0.089
— p=0.091 — 70 e i i

! 61.9%

armA armBl1

Gianni et al, SABCS 2023



Summary and Conclusions

Addition of atezolizumab to chemotherapy and HP led to a 5.8% non
statistically significant numerical increase of pCR in women with HER2+
operable breast cancer.

An exploratory analysis shows a statistically significant higher rate of pCR
(9.9%) with atezolizumab added to AC followed by HPTC compared to
control HPCT, suggesting either a direct anthracycline’s effect or a
mechanistic enhancement of AC with atezolizumab

Atezolizumab did not cause major tolerability issues

The study continues follow up until analysis of the primary endpoint of EFS

Gianni et al, SABCS 2023



Adjuvant therapy for HER2+: APT Trial

ORIGINAL ARTICLE

| | HER2+ EnroII
Adjuvant Paclitaxel and Trastuzumab for Node Negative
Node-Negative, HER2-Positive Breast Cancer

Sara M. Tolaney, M.D., M.P.H., William T. Barry, Ph.D., Chau T. Dang, M.D., < 3 il PACLlTAXEL 80 mg Im? + TRASTUZUMAB 2 mg kg X 12

Denise A. Yardley, M. D Beverly Moy, M.D., M.P.H., P. I\e|l> larcom, M.D., N:406 ;

Kathy S. Albain, M.D., Hope S. Rugo, M.D., Matthew Ellis, M.B., B.Chir., Ph.D.,
luliana Shapira, M.D., Antonio C. Wolff, M.D., Lisa A. Care> M.D.,
Beth A. Ov ermo>e M.D., Ann H. Partridge, M.D., M.P.H., Hao Guo, M.S.,
Clifford A. Hudis, M.D., lan E. Krop, M.D., Ph. D., Harold ). Burstein, M.D., Ph.D.,

andE”CPW”erMD IIIIIIIIIIIII

3year 9% Conf. Interval
DFS FOLLOWED BY 13 EVERY 3 WEEK DOSES

98.7%  97.6%1099.8% OF TRASTUZUMAB (6 mg/kg)

N ENGL ) MED 372;2 NEJM.ORG JANUARY 8, 2015 Poisson p-value: <0.0001

Tolaney et al, NEJM 2015




APT Trial
7-year Follow-up Analysis

97.2t099.7
94.4 to 98.2
90.4 to 96.2

Negative 84.6% to 97.2%
Positive 91.8% t0 97.5%

o)
©
o
o
—
o
w
(e
o

DFS (probability)

36 48 60 72 36 48 60 72
Time (months) Time (months)

No. at risk: No. at risk:
W 406 378 362 347 247 Neg W 134 126 126 123 119 111 73
Pos 272 262 255 243 236 174




* Phase Il - Closed to
accrual and abstract

published in SABCS 2019

Stage | HER 2 +

n= 512

Baseline 12 weeks 6 months

W ECHO or MUGA

Symptomatic Congestive Heart Failure
Asymptomatic declines in LVEF (215%)

3 (0.8%)
5(1.3%)

¥

12 months

(n = 114)
1(0.9%)
7 (6.1%)

ATEMPT Trial

Trastuzumab-
DM1
q 3 weeks x 17

Paclitaxel
Trastuzumab x 12
Trastuzumb q

weeks x 13

N No.of 3-yrDFS 95% Conf.
Events Interval

383 10 97.7% 96.2-99.3% p<0.0001

Disease Free Survival Probability

30 3%
Months

Treatment Related Adverse Events:

Grade 22 ¥ Arm

Fatigue B84 (22%) 26 (23%)
Neuropathy 44 (11%) 27 (24%)
Neutropenia 13 (3%) 15 (13%)
Thrombocytopenia 43 (11%) 101%)
Nausea 39 (10%) 8(7T%)
Hypertension 35 (9%) 7 (6%)
ALT increase 33 (9%) 5 (4%)
Headache 24 (6%) 4 (4%)
Bilirubin increase 21 (5%) 1(1%)
Infusion related reaction 19 (5%) 12 (11%)
Arthralgia 18 (5%) 2(2%)
Anemia 18 (5%) 2 (2%)

Tolaney S, et al. Abstract GS1-05. SABCS 2019;



Phase lll APHINITY: Pertuzumab in Addition to Chemotherapy and
Trastuzumab as Adjuvant Therapy in Patients With HER2-Positive
Primary Breast Cancer

—'[ Chemo* J

[ Trastuzumab + Placebo ]

—*[ Chemo* }

[ Trastuzumab + Pertuzumab ]

Her2+ centrally confirmed
Node + or node — (tumor >1 cm or 0.5-1 cm with high risk feature)

Stratification factors:
Nodal status, ER/PR +/ -; geographic region;
anthracyclines vs. non-anthracycline regimen

*Chemo: FECorFACx3or4 >THx3-4 OR ACx4->THx4 OR TCHx6




APHINITY
Time to first IDFS event by treatment regimen
and nodal status

The node positive cohort continues to derive clear benefit from addition of
pertuzumab.

Node-positive cohort, ITT population Node-negative cohort, ITT population
3 years 3 years
97.5%
92.0%

83.4%

Pertuzumab Placebo Pertuzumab
(n = 1503) (n=1502) {n =897
Events, n (%) 173 (11.5) 239 (15.9) Events, n (%) 48 (5.4) 48 (5.3)
Unstratified HR {95% Cl) 0.72{0.59, 0.87) Unstratified HR {95% Cl) 1.02 {0.69, 1.53)
6 year duration 6 year duration
Difference in Event Free Rate (%) 45 Difference in Event Free Rate (%) 0.1

95% Cl for Difference (1.9, 7.1) 95% Cl for Difference (-2.0, 2.2)

0 ) 1 3 4 0 ) 1 3 4
No. of patients at risk Years from Randomization No. of patients at risk Years from Randomization
1503 1420 1357 1301 1257 897 857 841 821 798

1502 1439 1359 1288 1223 902 873 856 846 816




APHINITY: Clinical benefit of adjuvant dual-
HERZ2 blockade with chemotherapy

Hazard ratio (95% CI) for IDFS

in the ITT population and subgroups based on
lymph node & hormone receptor status

Population

ITT
LN-positive
LN-
negative
HR-
positive
HR-
negative

Primary Analysis

median FU 45.4
months;
2017

0.81 (0.66-1.00)
0.77 (0.62-0.96)
1.13 (0.68-1.86)

0.86 (0.66-1.13)

0.76 (0.56-1.04)

Updated
Analysis
median FU 74.1
months;
2019
0.76 (0.64-0.91)

0.72 (0.59-0.87)
1.02 (0.69-1.53)

0.73 (0.59-0.92)

0.83 (0.63-1.10)

Pertuzumab | Placebo

IDFS at 6 years from randomization
(APHINITY Updated descriptive analysis)

Absolute
benefit
(95% CI)

2.8% (1.0, 4.6)

4.5% (1.9, 7.1)
0.1% (-2.0, 2.2)

3.0% (0.8, 5.2)

2.5% (-0.7, 5.6)

* OS difference after 74.1 months of median FU did not yet reach

statistical significance.

LN = lymph-node; HR = hormone receptor



Post-Neoadjuvant Adjuvant Therapy: High Risk
HER2+ Breast Cancer

e 10-30% of patients with HER-2+ EBC will relapse despite
trastuzumab-chemotherapy-based adjuvant therapy

e 5-10% of patients with HER-2+ EBC will lack objective
response to neoadjuvant trastuzumab-chemotherapy-
based therapy



The NEW ENGLAND
JOURNAL o« MEDICINE

ESTABLISHED IN 1812 FEBRUARY 14, 2019

Trastuzumab Emtansine for Residual Invasive HER2-Positive
Breast Cancer

Early HER2+ breast cancer T-DM1

patients - 3.6mg/kg IV Q3W
| 14 cycles

Pertuzumab use was allowed

Residual disease after
neoadjuvant treatment with
chemotherapy and
trastuzumab

Radiation and endocrine treatment were administered according to local
guidelines




KATHERINE IDFS final analysis;
median follow-up 8.4 years

M"‘\__. 3 years E vourn
88.4% y
. 84.4%

b 2
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3
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T-DM1 — T-DM1
(n=743) Trastuzumab

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

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

T T

12 y 30 36 42 48 54 60 66 72

Time (months)
No. at nsk

Trastuzumab 743 677 636 595 540 1 495 485 475 460
T-DM1 743 708 682 658 637 620 605 591 574 561 548

* 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 LOlbl et 8|, SABCS 2023




Site of first occurrence of an IDFS event
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— T-DM1
Trastuzumab

CNS* X
- . /
CNS*  (7.0) -

Lok L] —

Total patients with Distant Locoregional Contralateral Death without
IDFS event recurrence recurrence breast cancer prior event

* CNS metastases as component of distant recurrence (isolated or with other sites), frastuzumab : T-DM 1
CNS recurrence after first IDFS event: 19 patients (2.6%) in the trastuzumab arm and four pabients (0.5%) in the T-DM1 arm

CNS, ceantral nervous system; IDFS, invasive disease-free survival, T-DM1, ado-trastuzumab emtansine LOlbI et a', SABCS 2023




San Antonio Breast Cancer Symposium®, December 5-9, 2023

KATHERINE OS at median follow-up 8.4 years

3 years
95.1%

T-DM1
(n=743)

Events, no. (%) 126 (17.0) 89 (12.0)
— T-DM1

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
0- y v ' . ; . v ' y ' v . . = =
12 18 24 30 36 42 48 54 60 66 102 108 114 120
No. at risk Time (months)
Trastuzumab 743 661 643 625 616 600 586 576 558 549 54: - 280 146 72
T-DM1 743 695 675 662 649 642 626 614 604 597 58! £ § X 312 158 93

Loibl e al, SABCS 2023




ExteNET : Final study design

PartA Part B Part C
HER2+ breast cancer (local)

Neratinib x 1 year

/ 240 mg/day
N

Prior adjuvant trastuzumab &
chemotherapy

Completed trastuzumab
<1 year prior to study entry

Lymph node positive or non-pCR
after neoadjuvant therapy

ER/PR status known

c
0
)

)
i

0
T

c

U

[
v
™~

Overall survival

Placehox 1year e

2-year follow-up for iDFS
5-year follow-up for iDFS

Primary analysis: invasive DFS (iDFS) in ITT population (n=2840)
* iDFS at 2 years: HR=0.67 (0.50-0.91); p=0.009
- Hormone receptor-positive (n=1631; 57.4%); HR=0.51; p=0.001
- Centrally-confirmed HER2-positive 60% (n=1463; 51%); HR=0.51; p=0.002
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No. atrisk
Neratinib
Placeho

3-year iDFS analysis: Centrally confirmed HER2+ &
According to Hormone receptor status

Centrally confirmed HER+

gy

Twosided*P-;valuno.ou

1 OO 00058

| == Neraini
| = Placebo

T T l | 1 T |

R 8 U ¥ ¥ 42 8
Months after randomization

moon M W W 3

6 8 T T M8 M3 4 M3 3

Hormone receptor status & trastuzumab completed £1year prior o study entry

Hormone receptor-positive

Tworsided "P%value=0.004

Disease-free surwvival (25)

HR 9941087 b3

- Neratinibi
= Mo |

1 T 1 I I I 1 1
6 12 8B U N ¥k &£ 4
Months after randomization

No. at isk
Neratinh 670 614 585 562 481 384 I I W9

Placsho 664 62 603 513 S8 0 3 365 M

Hormne receptor-negative

Tworsided *P%value =0

Disease free surwvival (25)

1 HR 6531034 042-442)

504 | — Neratinibg
'1 ! | | = Pleho |
0 — :

T T T T | S
0 6 12 18 % N 3% &2 @

Months after randomization
No. at risk
Neratimb 482 441 428 408 338 260 250 29 &
Pacebo 481 450 426 402 3% 88 M %3 23




Final Efficacy Results of Neratinib in HERZ2-positive Hormone Receptor-positive
Early-stage Breast Cancer From the Phase Ill ExteNET Trial

Clinical Breast Cancer

Volume 21 Issue 1 Pages 80-91.e7 (February 2021)
DOI: 10.1016/j.clbc.2020.09.014

Neratinib for Early-Stage HER2-Positive Breast Cancer

International, Randomized, Phase 3 ExteNET Trial

2840 patients 1334 patients 295 patients

HER2+ early-stage breast HER2+/HR+ early-stage breast cancer HER2+/HR+ early-stage breast cancer within
cancer after prior trastuzumab within 1 year of prior trastuzumab 1 year of prior trastuzumab with residual

tretteeteee :
11119919914

-
=]
o

90

8BI1%
Placebo 80

T7.6%
Placebo

e-free survival (%)

Absolute benefit 5.1% 8 5 Absolute benefit 7.4%

for neratinib vs placebo < for neratinib vs placebo

survival
5 years’ follow-up

1111111111
1111111111
1111111111
111111111
mTmreeeeeome R

0 1 2 3 4 5 6 71 8 9 10 0 1 2 3 4 5 6 71 8 9 1o
Years Years

Invasive disease-free

Invasive disease-free survival (%)

Invasive dise:

1 HR 0.58 (95% CI 0.41-0.82)
0(] 1 2 3 4 5

100 Neratinib 100
91.5%

3
=3

89.4%
Placebo

©
o

822%
Placebo

Absolute benefit 9.1%
for neratinib vs placebo

Absolute benefit 2.1%
for neratinib vs placebo

8 years’ follow-up

Overall survival (%)
Overall survival (%)

Overall survival

*According to labelling in the European Union and other countries




. - CompassHER?2 Trials =

= -ACRIN = -ACRIN
A EA1181 and A011801 A
EA1181 Preoperative Phase: all patients EA1181 Arm A: pCR
CompassHER2pCR | THp* x 4 cycles continue EA1181
EA1181 Eligibility R|| paciitaxel weekly R * complete 1yrHP
= E * radiation and endocrine
(n=1,230) x12 (ypTO/Tis
Open to Stage Il or IlIA G (or S noy [ ™ .
) | ypNO) (as appropriate)
accrual in HER2+ BC (T2-3, NO- S docetaxel q3w x4) | |U 40%
Puerto -Z)cNo e B plus R EA1181 Arm B: Residual Disease
Rico oy Lol r|[ trastuzumab (H) [TC — _
NCORP — B I All &pertuzumab (P) E NopCR | | may join A011801 y o ?g'l'?&iﬁ
. cNl-Z eligidle = R 60% CompassHER2 RD o
P.l. Luis 15 T q3w x4
-oCm Y Grp 1: pre-op THP-> post-op AC, more THP, or Ch/HP x 24
Baez | Grp 2: pre-op TCHP, AC-THP -> no further chemo
Vallecillo  ER+ and ER- O *nab-pacl and Eligibility A011801 T-DM1 +
MD eligible l biosimilars allowed EI:R?EI;E) _5 placebo x 14
; © doses
EA1181 Primary Objective (must have N+ if ER+) ﬁ
3y RFS in patients w/ pCR after 12 weeks (’~3Q% of A011801 '06)) T-DM1+ tucatinib x
of THP participants expected to | oy 14 doses
Stats: 1p= 0.025; 3y RFS Hy=92%, H,295% come from EA1181)

FOR CUNICAL THALS IN ONCOLOGY



opening sooninPuerte  NSABP B-60: DESTINY-Breast-05

Rico NCORP - P.I. Luis

Baez Vallecillo MD Stu dy DeSig n

Ke Eliibili 2 = . ?
Stratification Investigational Arm
- eBC with residual disease in breast e

and/or regional lymph nodes following ' Opetatti)\:: 5'3'“’5 at plr)(:es.ntation (T-DXd; DS-8201)
neoadjuvant therapy (operabie vs inoperabie)

. Completion of necadjuvant therapy" = Post-neocadjuvant pathologic B 14 cycles (N=800

Dav 1 every 3 weeks for

Including trastuzumab followed by nodal stth{s (positive [ypN1-3] Lo
surgery vs negative [ypNO])

Control Arm
High-riskZ of recurrence (inoperable at > Tumor hormone receplor (HR) N =1,600 Trastuzumab emtansine
presentation or node-positive) status (positive vs negative) (T-DM1)
« Centrally confirmed HER2+ status ¥ ?&R:-lz:rgcte:cxﬂ;wam Day 1 every 3 weeks lor
ECOG PS: 0-1 Py (Sing 14 cycles (N=800)
Endpoints
1 Neoadjuvant therapy lo include at least 16 weeks of total systemic treatment in the « Primary:
preoperative setting, including = ; 4 /
+ At least 9 weeks of HER2-targeted therapy including trastuzumab and. — IDFS (Invasive disease-free survival)
- Al least 9 weeks of taxane therapy + Secondary:
— DFS (Disease-free survival)
?High-risk definitions: — DRFI (Distant recurrence-free interval)
- Inoperable: inoperable breast cancer al presentation (prior 10 neoadjuvant therapy), . : U : %
defined as clinical stages T4, NO-3, MO or T1-3, N2-3,M0 BMF| (Brain melastases-free inlerval)
- Node-positive: Operable disease at presentation, defined as clinical stages T1-3, NO-1, — 0S8 (Overall survival)
MO with axiliary node positive disease (ypN1-3) following neoadjuvant therapy — Adverse events
* Exploratory:

: Operative status at presentation (prior to neoad|uvant therapy):
« Operable: clinical stages T1-3, NO-1, MO
« Inoperable: clinical stages T4, NO-3, MO or T1-3, N2-3, MO

PROs (Patient reported outcomes, Qol.)
Biomarkers associated with efficacy/salety
— PK associated with efficacy/safety

NSABP



Summary

HERZ2-positive breast cancer landscape is evolving swiftly as drug technology
advances

HERZ2-positive breast cancer is a systemic disease requiring systemic therapy
Neoadjuvant therapy yields a tailored treatment strategy based on response

Immunotherapy is expected to gain traction in combination with chemotherapy and
HERZ2-directed therapy

Antibody-drug conjugates and small molecule TKI's are expected to make their way
into the early phases of treatment in the next months to years



Thank you!

Questions?

Luis Baez Vallecillo MD
/87-439-9776 (mobile)
787-919-7919 (office)
LBaez@PROncology.com



