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Abbreviation or
Specialized Term

Definition

ADA

Anti-dmg antibody

AF Adverse event

AFESI Adverse event of special interest

AICC American Joint Committes on Cancer

ATND axillary lymph node dissection

ATC Anatomical Therapeutic Chemical
ccr

BICR Blinded independent central review

BMI Body mass index

BSA Body surface area

CI Confidence interval

COVID-19 Coronavirus disease 2019

CR Complete response

CRF Case Report Form

CRO Contract Research Organisation

CSP Clinical Study Protocol

CSR Clinical Study Report

CT Computed topography

CTCAE Common Terminology Criteria for AFs

ctDNA Circulating tumour DNA

cv Coefficient of variation

DCO Data cut-off

ddAC-THP doxorubicin + cyclophosphamide followed by paclitaxel + trastuzumab +

pertuzumab

DLCO Diffusion capacity of the lungs for carbon monoxide
o

dp. decimal place

EBC Early breast cancer

ECG Electrocardiogram

ECHO Echocardiogram

ECOG Eastern Cooperative Oncology Group

eCEF Electronic Case Report Form
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Specilized Torm _| Defniton

EFS Event-free survival

EMA European Medicines Agency

EORTC European Organisation for Research and Treatment of Cancer
ccr______________ |

ER Oestrogen receptor

FAS Full analysis set

FEV1 Forced expiratory volume - 1 second

FVC Forced vital capacity

HcRU Healthcare resource use

HER2 human epidermal growth factor receptor 2

HE Hormone receptor

HRCT High resolution computed tomography

HRQoL Health-related quality of life

H&E Haematoxylin & eosin

IcU Intensive care unit

IDFS Invasive disease-fiee survival

IDMC Independent data monitoring committee

THC Immminchistochemistry

123 Item Library 123

IL.124 Item Library 124

125 Item Library 125

19 Item Library 19

on Interstifial lung disease

P Investigational product

IPD Important Protocol Deviation

IRR Infision-related reaction

IRT Interactive Response Technology

ISH m sifu hybridisation

ITT Intent-to-Treat

v mtravenous

1D Longest diameter

LL.OQ Lower limit of quantification

EM Kaplan-Meier

MedDEA Medical Dictionary for Regulatory Activities

CONFIDENTIAL AND PROPRIETARY

6of121



STATISTICAL ANALYSIS PLAN AstraZeneca
D96TRC00001 —ed. 5.0 4-Apr-2025
Specilized Torm _| Defniton
MMRM Mixed model for repeated measures
MRI Magnetic resonance imaging
MTP Multiple testing procedure
MUGA Multigated acquisition
NA Mot applicable
nAb Neutralising antibodies
NCI National Cancer Institute
NE Not evaluable
NED No evidence of disease
NQ Not quanfifiable
NTL Non-target lesions
cc
05 Overall survival
pCE. Pathological complete response
ED Progressive disease
FK Pharmacokinetics
PGI-TT Patient Global Impression of Treatment Tolerability
PgR Progesterone receptor
PI Principal investigator
PR Partial response
PRO Patient reported outcome
QW Once a week
QXw Every 2 weeks
Q3w Every 3 weeks
Q6w Every 6 weeks
QLQ-C30 30-item core quality of life questionnaire
QoL Quality of life
RCB Residual cancer burden
RDI Relative dose intensity
RECIST Response Evaluation Criteria in Solid Tumors
SAE Sericus adverse event
SAF Safety analysis set
SAP Statistical Analysis Plan
sD Stable disease
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Specilized Torm _| Defniton

SLNB senfinel lymph node biopsy

SoA Schedule of assessments

T-DXd Trastuzumab denmxtecan

TEAE Treatment emergent adverse event

THP paclitaxel + trastuzumab + perfuzumab

TL Target lesions

VAS Visual analogue scale

WHO World Health Organisation
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AMENDMENT HISTORY
b In line
CATEGORY Date Description of change with Rartionale
Change refers to: —
CSP?
N/A 3021 " | Tnitial approved SAP N/A N/A
First amendment
. : Clarified that strata weighting in .
Stahs;)t;c;l:na.l}rms 13-Tune- | Miettinen and Nurminen’s method would No [Tu-:;:omde
endpoi t{g}p ) 2023 be done using Mantel-Haenszel weights clarification
pott (Section 42.2).
Statistical analysis Removed efficacy analysis set (EAS) EAS is not
: 13-lune- | (Section 2.1) and all related : ]
method for primary 2023 1 anal Secti No applicable in
endpoint(s) i“;ﬂ ’i';lm3’ yses (Section this trial
To provide
Statistical analysis 13-Tune- Removed pooling strategy from EFS and more
method for primary 2023 added to own section as applicable to all | Yes clarification and
endpoint(s) stratified analyses (Section 4.2 20). improve
readability
Statistical analysis 13-Tune- Supplementary and complementary To provide
method for primary 2023 firtility analyses described in full Yes more details on
endpoint(s) (Section 5.1). Futility analysis
The analysis is
redundant as
. : primary pCR
Smhit;c;lijai}rmsl 13-lune- | Removed subgroup analyses from pCR. No subgroup
oo 2023 secondary endpoint (Section 4.2). analysis will
endpoint(s) provide
necessary
information
L : . : To provide
Derivation of primary | 13-June- | Added Modified FAS analysis set to be No more details on
i used i ili is (Section 2
endpoint(s) 2023 in fufility analysis ( on 2.1.5). the futility set
o . Updated critical values of Arm A and B To correct ertor
Derivation of primary | 13-Tune- in multiplicity adi t (Section No relating to
endpoint(s) 2023 ir1 plicity adjustmen critical values in
2.1). CSP
To align with
Derivation of primary | 13-Tune- | Subgroups updated for age (Section Yes the indication
endpoint(s) 2023 4221) specific
requirement
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b In line
CATEGORY Date Description of change with Rartionale
Change refers to: —
= CSP?
Updated stratification factors in
Derivation of primary | 13-Tune- | supplementary analyses fo come from N To align with
endpoint(s) 2023 eCRF as per newer SAP template ° A7 standard
(Section 4.2.2.1).
Derivation of 13-Tune- Simplification and further details given To provide
secondary 2023 on events and censoring of EFS endpoint | No more
endpoint(s) (Section 3.1.3). clarification
Derivation of 13-Tune- IDFS patients updated to be censored at To provide
secondary 2023 date of surgery if no progression or NA more
endpoint(s) assessments post-surgery (Section 3.1.4). clarification
To clearly
Derivation of safety 13-hune- | Added Modified SAF analysis set to be No define analysis
endpoint(s) 2023 used in futility analysis (Section 2.1.6). set to be nused
for futility
Updated intervals between dosing : .

L . . s To align with
Derivation of safety 13-Tune- | doxorubicin and cyclophosphamide in Yes dosi
endpoint(s) 2023 the calculation of intended exposure SIS

; schedules
(Section 3.6.1).
Derivation of safety | 13-Tune- | 0ded the 10% weight change allowance Clarification of
) in dose calculation for T-DXd (Section Yes ]
endpoint(s) 2023 362) analysis method
To align with
SAFs 48 days or more post-treatment are new SAP
Derivation of safety 13-Tune- ys po template and to
endpoint(s) 2023 no longer considered treatment emergent | No be tent
pott (Section 3.6.3.1). - Consis
with the Enhertu
project level
To provide
Derivation of safety | 13-Tune- | [Pufation dates of missing AL start and o
endpoint(s) 2023 end dates for prior anti-cancer therapies | NA clarification and
pott updated (Section 4.1.2). align with new
SAP template
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b In line
CATEGORY Date Description of change with Rartionale
Change refers to: CSP?

137 Removed deviation numbers to reflect Toi
Data presentation mé,;m‘" that deviation codes in PD plan may NA ﬁﬂfm
change (Section 2.2). Pr
. 13-lune- | Updated LVEF decrease wording to Left To align with
Data presentation | 5053 | yentricular dysfunction (Section 3.632). | ** | EMA guideline
13-Tune- Updated vital sign collections post To align with
Data presentation 2023 infirsion to relate to a 30- or 90-minute Yes protocol CSP
schedule as applicable (Section 3.6.5). vio
. 13-Tune- | Added negative sign fo equation of To improve
Data presentation | 555 corrected calcium (Section 3.6.8). NA | previous intent
Updated Hy's Law total bilirubin criteria : .
13-Tune- To al th
Data presentation "% | to be >=2xULN in line with CSPv30 | Yes o Zugn Wi
2023 . C5Pv30
(Section 3.6.8).
To align with
. 13-lune- | Removed tamour grade subgroups not the actual grades
Data presenfation | 5353 | present in updated CRF (Section 42.2.1). | ** | collected in the
trial
. 13-lune- | Remove unknown/missing reason from Category not
Data tati NA
presemiation 1 203 deaths summary (Section 4.2.12 3). relevant
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b In line
CATEGORY Date Description of change with Rationale
Change refers to: —
= CSP?
13.June. | UPdated whether high/low versions of Eﬁf:;‘d“
Data presentation lab parameters required to be analysed NA .
2023 (Section 42.12.8) direction for a
e lab-abnormality
BMI is an
. 13-lune- | BMI added to baseline characteristics important
Data presentation | 555 summary (Section 4.2.13). NA | paseline
charactenistic
. 13-Tune- | Removed “disease-related” from medical Disease related
Data presentation | 5053 | history (Section 4.2.13) NA | is not relevant
Second amendment
14-Nov- Removed glucose from clinical To align with
Data presentation 23 chemistry parameters to be presented in = | NA CRF data
shift table (Section 4.2.12 8). collection
14-Nov- Update AFE outputs to include grade 3 or To better
Data presentation 23 higher rather than grade 3 or 4 (Section NA characterise
42123). safety reporting
14N Removal of OAFEs and AESIs from To better
Data presentation 23_ % | overall AE summary output (Section NA characterise
42123). safety reporting
Inclusion of additional dates (AE grade
change adjudicated ILD dates, baseline
s disease assessment, disease recurrence
Derivation of .
secondary 14-Nov- | assessment, breast cancer surgery NA To include all
endpoint(s) 23 assessment, concomitant procedures, available data
pott radiotherapy, subsequent anti-cancer
therapy) from CRF in derivation of last
known alive date (Section 3.1.5).
; : To align with
- _ L]
Study details 22-Now Language regarding accmmmg_for a5% Yes, v4 | CSPv4.0 and is
23 dropout rate was removed (Section 1.3). irrelevant
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b In line
CATEGORY Date Description of change with Rartionale
Change refers to: CSP?

97 Nov- Adjust the maxinmm duration of follow- To alien with
Study details 23 i} up for heart failure from 5 to 6 years Yes, vd CSP j;ﬂu
(Sections 1.1.3, 3.6.3, 4.2.12.9.3). :
Sta;r;sndc;] analysis N Update the items collected from the To ali th
metoc T %% | PRO-CTCAE instrument (Section Yes, v4 | 02150 W
exploratory 23 C5Pv4
_ 3412).
endpoint(s)
fﬂt;?}f{:ﬁ;’:;gs 22Nov- | Added language for additional clinical | . | To align with
) 23 laboratory tests (Section 3.6.3.2) " | cspva
endpoint(s)
To align with
Derivation of 23Nov- | Amend imputation of partial death dates oaien W
endpoint(s) 23 (Section 4.12) NA new TA SAP
e template
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b In line
CATEGORY Date Description of change with Rartionale
Change refers to: —
= CSP?

. : Removal of pCR. status and treatment
Stahsohdc;lijai}rsml 23-Nov- | administered post-surgery from subgroup Yes. v4 To align with
endpoint(s) 23 analyses to remove use of post-baseline =V | cspve

pott factors as subgroups (Section 4.2 4 1)
Statistical analysis .

Added a summary of residual cancer : .
method for 23-Nov- |4 rden (Sections 324, 42,18, Table 4, | Yes, v4 | L0 Align with
exploratory 23 C5Pv4

; Table 5)
endpoint(s)
27-Nov- Removed disease-related treatment
Data presentation 23 modalities summary and nicotine use NA Not required
summary (Section 4.2.13).

Remove episode level adverse event
. 27-Nov- | summary; remove subject listing of AFs :
Data presentation 23 possibly related to treatment (Section NA Not required
42123)
. 27-Nov- | Remove healthcare resource use :
Data presentation 23 ies (Section 42.11). No, v4 | Not required
. 27-Nov- | Remove summary tables for urinalysis :
Data presentation 23 (Section 42.12.8). No, v4 | Not required
27-Nov- Remove box plots of haematology and
Data presentation 23 clinical chemistry parameters (Section NA Not required
42128).
27-Nov- Remove plots of maximum ATLT/AST
Data presentation 23 versus bilirubin and replace with a NA Not required
summary table (Section 4.2 12 8).
. 27-Nov- | Amended LVEF decrease summary Add e
Data presentation 23 (Section 42.12.9.1) No, v4 | summaries into
T the output
. . . To include
Data presentation ;g—Nov— fgdff? ;}Shlﬂ table for troponin (Section NA further
T information
. 27-Nov- | Removal of COVID-19 summaries :
Data presentation 23 (Section 42.19) No, v4 | Not required
. 27-Nov- | Removal of listing of ophthalmologic :
Data presentation 23 I NA Not required
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b In line
CATEGORY Date Description of change with Rationale
Change refers to: CSP?
. 27-Nov- | Replace ECOG listing with a summary :
Data presentation 23 (Section 42.12.9.4) NA Not required
Clanfy th_at II_Dfpnmnn@ns events are To provide
Data tati 27-Nov- | included m the summaries both pre- NA more
preseniahion 23 treatment and beyond safety follow-up clarification
(Section 4.2.12.4).
: . To include
Data presentation 27-Nov- | Added several AESI summanes (Section NA urther
23 42124). .
summaries
Inclusion of new AE summaries: AFs
leading to dose reduction, possibly
77-Nov- related to study treatment, AFs leading to To provide
Data presentation 23 dose infermiption, possibly related to NA more safety
study treatment, most common AFs with information
maxinmm CTCAFE grade 3 or higher,
deaths listing (Section 4.2.12.3).
; ] . To include
Data presentation 27-Nov- | Inclusion of ECG shift table (Section NA further
23 42127). .
summaries
Update to method of analysis for PROs:
Statistical analysis 77-Noy- | SOME summary tables swapped for To align with
method for secondary 23 fipures, MMRM analysis added, Yes, v4 | study
endpoint(s) compliance section re-worded (Table 15, requirements
Section 4.2.10).

. _ Added a supplementary analysis for pCR To include
Smit::;l:’m.“m 30-Nov- | which does not exclude patients who | | additional
endpoi t{g}p ) 23 have taken subsequent neo-adjprvant supplementary

pott therapy (Section 4.2.2.1). analysis.

Added additional details on calculations
Derivation of safety 30-Nov- | of intended dose including BSA, NA To provide
endpoint(s) 23 removed windowing allowance (Section forther clarity.
3.62).
. 11-Dec- | Added that PK listing will only cover PK To provide
Data presentation | 5 analysis set (Section 4.2.15) Yes. V4 | further clarity.
Added additional defails around
. 09-Jan- presentation of post-treatment AFs / AFs To provide
Data presentation |, occurring after initiating subsequent anti- | =~ | further clarity.
cancer therapy (Section 4.2.12 3).
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b In line
CATEGORY Date Description of change with Rartionale
Change refers to: CSP?

15-7 Inclusion of new AE summary: SAFs To provide
Data presentation 5 4_ = leading to discontinuation of study NA more safety
treatment (Section 4.2.12 3). information
Added ADA evaluable sef as an
Statistical analysis additional analysis set to be used for :
method for secondary E—Ian— summaries and listings of ADA data Yes, vd fgﬁf:rluu’?;m
endpoint(s) rather than SAF (Table 5, Section 2.1.9,
42.16).
Added a summary of pulmonary function .
Dafa oresctation 15-Jan- | test at baseline (Section 4.2.13) and NA ;ﬁ“‘”dﬂ
Pr 24 pulmonary medical history (Section o Saifoﬂtf'
421292)
Statistical analysis Dﬂl}r 1_1]1:111:1:: laboratory data up o the :
od for safety 15-Jan- inifiation of subsequent therapy, or date NA To include
endpoint(s) 24 of last dose, whichever occurs first relevant data
pott (Section 42.12.8).
Statistical analysis . .. : To provide
method for safety E’Ian' f“:ﬂfﬁ;‘:ﬂ“}f 3";}”“ patient | x4 | further clarity
endpoint(s) orp *+ on definitions
. : Amend text o state that laboratory : .
Stahsohdc;lijai}rsml 15-Jan- values will be converted to AZ preferred NA ;‘;::Eﬂm‘;ﬂ; A
oo 24 units rather than standard units (Section SAP
endpoint(s) 42128). '
To provide a
summary of the
mderlyi
Amended the safety analysis set to be ! . Fﬂ::ile
Definition of analysis | 25-Jan- summarised using randomised treatment No.v4 | that afil;nts
sefs 24 rather than treatment actually received ’ P
(Section 2.13) should expect
T when initially
prescribed
treatment
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b In line
CATEGORY Date Description of change with Rartionale
Change refers to: CSP?
Remove statement that “Patients who
. . violate or deviate from the protocol in To include all
DS ﬂ“ﬁms tion of analysis ;f“n' ways that would significantly affect the | Yes, v4 | datain
PK analysis should not be included in the SUMMATies.
PK analysis set.” (Section 2.1 .4)

L To correct
Derivation of 26-Jan- Remove new lesion as an event for IDFS Yes. v4 definition of
i:;mﬂm_ té’s} 24 (Table 7). =-V* | IDFS and align

pomt with CSP v4.0.
Derivation of 6-Tan- Add the definition of clinically To include
secondary 24 meaningfil change for EORTC NA forther detail on
endpoint(s) QLQ-C30 (Section 3.4.1.2). PRO analyses

Amend the definition of time to
deterioration to require confirmation at a

o mjbsequmt assnssment_, 3.?1{1 tﬂ.E.EJlSDI - e
Derivation of 6-Tan- deterioration after 2 missing visits and to d::tivla tion
secondary censor deaths. Include all patients in the | NA pet

; 24 study
endpoint(s) FAS and censor those where -
deterioration is not possible. Include a d
table to clarify definitions of
events/censoring (Section 3 4 3).
Derivation of 26-Jan- | Include definitions of ADA outcomes To provide
secondary 24 (Section 3.8) NA additional
endpoint(s) ) clarity
Derivation of Amend summary of symptomatic AE To allow
26-Jan- responses to say graphical representation NA lternati
secondary 24 rather than a stacked bar chart (Section atiemnative
endpoint(s) summaries
42101).
Derivation of 30-Tan- To provide
secondary 24 Include analysis windows for PROs (8). | NA additional
endpoint(s) clarity
Derivation of T ide
vanon o 07-Feb- | Amend wording of PRO compliance o prow
secondary 24 ies (Section 4.2.10) NA additional
endpoint(s) - clarity
04-Jup. | Recruitment to Arm A is closed from 13 Following
Study details 24 March 2024 onwards (Sections 1.2, Yes, v5 | IDMC
421) recommendation
04-Fun- Clarification that the planned statistical No change n
Study details 24 analyses are not changed due to the Yes, v5 | statistical
closure of Arm A (Section 1.3.4.2.1). analyses.
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b In line
CATEGORY Date Description of change with Rartionale
Change refers to: CSP?

Clarified that ADA evaluable set
Definition of analysis 00-Tul-24 includes patients who have received at
sets least one dose of T-DXd rather than any
study treatment (Section 2.1.9).

To provide
additional
clarity

. ?ﬁ:&f};rdﬂr of Sections 3.4.1.1 and Easc of reading

Add in a possible summary of surgical
Presentation of safety | ., - -, | delays using the modified SAF — Ves v E:lmnfd;“am“
endpoint(s) sensifivity analysis due to Arm A closure ’ requi =
(Table 5, Section 3.6.1).
Statistical analysis Amend grouping uf_geugraphlc:a] feglons Update analyses
method for primary | 03-Jul-24 | ©F SUbEroup analysis fo separate South | oy | o g
endpoint(s) America and cumb_mﬂ Furope and Rest requi =
of the World (Section 42.2.1).
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b In line
CATEGORY Date Description of change with Rartionale
Change refers to: —
= CSP?

Clarify that immunogenicity summaries To vrovide
Data presentation 03-Jul-24 | are of the maxinmm post-baseline titre NA Pr :

] fnrther clarity

(Section 4.2.16).

Statistical analysis ] ] . To correct
] Pooling strategy also applied for logistic )

mﬁthofi of primary (Bl regression models (Section 4.2 20). NA PIEvIOns
endpoint(s) language

L Further details added on denivation of .
?lzw?t‘;’:}“f SAfely | 03.ul24 | actual and intended cumulative dose | NA | -° Pf::; o

potn (Section 3.6.2). furth
Statistical analysis Added interaction test for consistency of Update analyses
method of primary 03-Jul-24 | treatment effect between subgroups for NA per study
endpoint(s) pCR (Section 422 1). requirements
Statistical analysis ; .

Removed interaction test for EFS :
mfrthog of secondary | 03-Tul-24 (Section 42.4.142.2.1). NA Not required
endpoint(s)

Statistical analysis Adjusted confidence intervals will also To suit
method of primary 03-Jul-24 | be presented for primary pCR. (Section NA requirements of
endpoint 427 study
. Add details for PK data below the lower To present
Data presentation | 03-Jul-24 f .+ of quantification (Section 3.7). NA | relevant data
. Add details for ADA data recorded as To present
Data presentation 03-Tul-24 ‘ox" (Section 42.16). NA relevant data
Amend listing of ALT/AST/bilirubin to
. only include patients where ALT/AST To present
Data presentation (Bl elevation is prior to or on date of NA relevant data
bilirubin elevation (Section 4.2.12 8).

Derivation of
secondary
endpoint(s)

04-Tul-24
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b In line
CATEGORY Date Description of change with Rartionale
Change refers to: CSP?
Amended ADA evaluable set to be
Definition of analysis 17-Tul-24 patients with a non-missing result at any NA To suit needs of
sefs o time (rather that one at baseline and one study
post-baseline) (Section 2.1.9).
Amend method of identifying IPDs and .
Protocol Deviations | 17-Jul-24 | update to align with most recent protocol | NA Edm needs of
deviations plan (Section 2.2). y
Presentation of safety 17-Tul-24 In the case of laboratory assessments, 5 NA To suit needs of
variable(s) decimal places will be kept (Section 4.1). study
Statistical analysis ﬁis-emenc;th:t A pa::nt o parncﬁu]ar To include
method of secondary | 17-Jul-24 or a patient may be exciuded flom | 0y o me
endpoint(s) the PE analysis set if it affects the results relevant data
pott (Section 4.2.15).
General 17-Tul-24 Update Section 6 to be in line with CSP Yes, v5 To align with
V3. C5Pv5.0
Third amendment
] To include
General §-Jan-25 ‘E‘: Al Gf and EMA to list of NA | relevant
abbreviations. inf ion
. : To provide
Statistical analysis
od for second 8-Tan-25 Ad:_i total exposure of whole treatment NA more relgvam
endpoint(s) regimen (Section 3.6.1). information on
ot EXpOsuUre
Statistical analysis Amend summary of subjects undergoing To suit of
method for secondary | 8-Jan-25 | breast surgery and lymph node surgery to | NA rud
endpoint(s) use FAS (Section 3.6.1). Sy
To assess
robustness of
Statistical analvsi Amend subgroups for age and Ffﬁgaq,r 1.:'1111:11
method for pr n'm}rsalrys 8Jan2s | Bcographical regions andaddrace, nodal |0, f Gporung To
- dmt{g}p status and AJCC clinical stage to el the
i i 27
subgroup analysis (Section 4.22.1). inciples from
ICHE17
guidance
Statistical 3.11.3.1}'515 Remove ref e to significance level To ::fjmm
method for primary 8-Tan-25 (Section 42.2.1) NA previous
endpoint(s) T language

CONFIDENTIAL AND PROPRIETARY

200f121




STATISTICAL ANATYSIS PLAN AstraZeneca
DOGTRCO0001 —ed. 5.0 4-Apr-2025
b In line
CATEGORY Date Description of change with Rartionale
Change refers to: CSP?

Statistical analysis _ : .

Update wording of EFS section to use To provide
method for secondary | 81225 | vent-free survival (Section 4.2.4). NA | further clarity
endpoint(s)

. ] To align with
. Amend to only display HR. and CI if
Data presentation 8-Tan-25 sufficient events (Section 42 4). NA SAP template
202209
Statistical analysis Inclusion of Cox regression analysis .
Following EMA
method for secondary | 8-Jan-25 | adjusting for post-surgery treatment if NA f; d?}ack
endpoint(s) statistically feasible (Section 4.2 4).
Statistical analysis . .

Add additional EFS landmark analyses at To include
method for secondary | 8-Ja0-25 |45 1o 24m and 30m (Section 4.2.4). | "> | relevant data
endpoint(s)

Statistical analysis : . To correct

Update wording of duration of follow-up )
mﬁtho,i for secondary | 8-Jan-25 for OS section (Section 42.6). NA previous
endpoint(s) language
Statistical analysis _ . .

Added duration of follow-up in all To provide
method for secondary | 8-Jan-25 [ o< (Section 4.2.6) NA further clarity
endpoint(s)

To suit
Statistical analysis requirements of
method for secondary | 8-Jan-25 Rﬂnm_red average record ffom MMRM No the study due to
] analysis (Section 4.2.10.4). ]
endpoint(s) arms following
different cycles

Updated definition of most common AFs Update analyses
Data presentation 8-JTan-25 | to be in any treatment arm instead of NA per study

overall (Section 4.2.12 3). requirements

. Update analyses
. Update age groups in demography
Data presentation | 8-Jan-25 0 i (Section 42.12.3). NA | perstudy
requirements
Statistical analysis : : Update analyses
method for §-Jan-25 | Updated pooling strategy (Section NA | perstudy
. 42.20). .
endpoint(s) requirements
20_Tan- Updated list of abbreviations to remove To include
General 75 best overall response and to add MMEM, | NA relevant
IRR and QoW information
20_Tan- Updated the wording of table headers To correct
General 75 from “Endpoint/variable™ to NA previous
“Endpoint/estimand™ (Section 1.1). language
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b In line
CATEGORY Date Description of change with Rartionale
Change refers to: CSP?

Statistical analvsis Removed reference to patients still on T(:r:ious
P Y 20-Tan- | treatment and clarified list of CRF dates NA ?I and
method for 25 only used where SURVIVE is not anguage
endpoint(s) completed (Section 3.1.5) align with other
omp Section 3.1.5). Ent e
. . Removed imputation section for To remove
Handling of 29-Tan-
P § 01 missing = | partial/missing death dates (Section NA | duplication of
315) information
ggraphlcs and 20-Jan- Removed previous chemotherapy prior .
baseline 75 to this study (Section 4.2.13) NA Not applicable
characteristics y (Section 4.2.13).
20_Tan- Removed duplicate bullet point in To remove
Data presentation 75 definition of potential Hy's law (Section | NA duplication of
42128). information
20_Tan- Removed OAE section (Section 3.6.3.2) No OAE is
Data presentation 75 and all references to OAFEs (Section NA detected beside
4212). AESI
. : ey Changed all instances of alpha- To correct
Sasealanalysis 1707 | adjustment to multiplcity-adjustment [ NA | previous
(Section 4 2 1 and Section 5.1) language

Added that patients with margins that

. 3 To include
Definition of analysis | 20-Jan- | cannot be determined will be excluded |~ I;ﬁf;n
sefs 25 from the resected analysis set (Section ’ infe ion
2.1.2) and IDFS (Section 3.1.4).
Updated protocol deviation list to update
failure o perform mandatory safety . To include
. 20-Tan- assessments rules and to remove patients
Protocol deviations . . : NA relevant
25 randomised but who did not receive info ion
study treatment from first point (Section
2.
To align with
; ; 20-Jan- Updated “no change™ to “maintained™ for endpoint and to
Analysis of endpoints | , 5 EORTC QLQ-C30 scales (Section 3.4.1). | * correct previous
language
; ; 20-Jan- Removed visit level summary of EORTC To suit needs of
Analysis of endpoints | , 5 QLQ-C30 scales (Section 3.4.1). NA study
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b In line
CATEGORY Date Description of change with Rartionale
Change refers to: —
= CSP?
To suit needs of
Statistical analysi tud ide
SUCALAMALSIS ) 9. Jan- | Added actual exposure for whole STy provi
method for secondary 75 irea t regi (Section 3.6.1) NA more relevant
endpoint(s) E e information on
EXpOsuUre
Analysis of safety 20-Jan- Added HRCT also measured after Yes v5 To add relevant
endpoints 25 baseline Q6W (Section 3.6.3.2). ’ information
Handling of missing | 20-Jan. | 9ed imputation rule for completely To handle

missing subsequent anti-cancer therapy NA

data 25 date (Section 4.12). missing date
Updated endpoints analysed and notes
Analysis of endpoints ;g-:r;m- for EORTC QLQ-C30 Physical Function | NA f]':; iﬁ“"m
Scale in Table 15 (Section 4.2). ty
Updated language regarding superiority -
Study objectives 20-Jan- assessed by pCE. rate and removed NA evious
] 25 reference to dual primary endpoints }H Jage
(Section 1.3). Angvag
Definition of analysis | 20-Jan- Updated wording of analyses that use NA For further
sets 25 FAS (Section 2.1.1). clarity
20_Tan- Removed references to neoadjuvant To correct
Analysis of endpoints 75 baseline (Section 3.1 3) and neoadjuvant | NA previous
safety follow-up (Section 3.6.1). language
Derivation of 20-Jan- Removed reference to patients still on NA Redundant
endpoint 25 treatment for OS analysis (Section 3.1.5). information

Analysis method for | 29-Jan- Updated that p{ments will pmform P_’RD To cm
endpoint(s) 75 assessments using an electronic device NA previous
pott (Section 3 4). language
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b In line
CATEGORY Date Description of change with Rartionale
Change refers to: CSP?
; Amend definition of an evaluable form To correct
. m"ﬂd Y‘f"i(mﬂs} thod for ;g-:r;m- to use scale instead of subscale (Section | NA previous
potn 345) language
General 20-Jan- Replaced surgery dela}r_ section with NA To pmvide.
25 surgery summary (Section 3.6.2). fnrther clarity
Amend heart failure mformation
collection such that it will be collected
Definition of safety 20-Jan- throughout the post-surgery period until Yes v5 To align with
variables 25 end of study up to 6 vears (not ’ CsPp
necessarily 6 years for all patients)
(Section 3.6.3).
Sm“i‘;j’lﬂl}'m 20-Jan- | Updated baseline definition for PRO Na | Tosuitneedsof
] 25 assessments (Section 4.1.1). study
endpoint(s)
. . Updated imputation of completely To align with
Handling of 29-Tan-
P § 01 missing = | missing AE/concomitant medications | NA | other Enhertu
start dates (Section 4.1.2). studies
Derivation of Amend wording for visit based .
20-Jan- ) To provide
secondary 75 summaries to prevent very large tables NA er clari
endpoint(s) (Section 4.1.3). further clarity
Statistical analysis Added additional sensitivity analysis and
method for ;z_km_ supplementary analysis to Table 15 NA Eadﬂ r:.:]ev:mt
endpoint(s) (Section 4.2). ormation
Statistical analysis 20_Tan- ded ing of tumour grade Update analyses
method for 1dec erour NA per study
. 25 (Section 4.2.2.1) .
endpoint(s) requirements
Statistical analvsis Added that the unstratified MN method
od for ¥ 20-Jan- will be used for complementary analysis NA To provide
oo 25 (Section 4 2 2) and subgroup analysis fnrther clarity
endpoint(s) (Section 42.2.1).
Statistical analysis Added that Mantel-Haenszel weights are .
method for ;g—km— to be used to analyses secondary NA Tf ° PII ;T;
endpoint(s) definition of pCR (Section 4.2.3). ty
Stahs;)t;c;l:nalysm 20-Jan- Wording update for proportional hazards NA To provide
endpoint(s) 25 assumption (Section 4.2 4). fnrther clarity

CONFIDENTIAL AND PROPRIETARY

24 0f121




STATISTICAL ANATLYSIS PLAN AstraZeneca

D96TRC00001 —ed. 5.0 4-Apr-2025
b In line
CATEGORY Date Description of change with Rartionale
Change refers to: —
= CSP?
To correct
20_Tan- Amend wording of immunogenicity ?Im:;ui a5 this
Data presentation 75 section to say effects may be evaluated NA i:ﬂfll 5
rather than will (Section 4.2.16)
exploratory
endpoint
Added row to RCB summary table for
Data presentation | —¢*** | patients with cither RCB O or 1 (Section |NA | L0 3dd relevant
25 information
42.18).
Removed Section 4.2 12 8.1 from
Changes of analysis 20-Jan- changes of analysis from protocol section NA To suit needs of
from protocol 25 — information will now be summarised study
(Section ).
20-Jan- Restructured PRO section fo be per To provide
General 25 endpoint (Section 4.2.10). NA further clarity
Removed survival status CRF from .
Data presentation ;g-:r;m- bullet point list for last date for each NA ;fh':]'dm needs of
individual patient (Section 3.1.5). y
20_Tan- Updated all occurrences of “anficancer™
General 75 to “anti-cancer” (Section 2.1, Section NA For consistency
3.1.35).
Update so patients not excluded from the .
Protocol deviations ;;'Fng_ PK analysis set due to protocol NA ;fh-:;dmnt of
deviations (Section 2.2). y
Statistical analysis To add relevant
method for ¥ 7-Feb- Added stratification details to Table 15 NA information and
oo 2025 for all endpoints (Section 4.2). to provide
endpoint(s) fnrther clarity
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b In line
CATEGORY Date Description of change with Rartionale
Change refers to: —
= CSP?
. : Replaced “descriptive summarnes™ with
Statisotidc;l:nalysm 7-Feb- “mmber and percentage of patients™ NA To provide
. 2025 (Section 4.2.2.1, Section 4.2.4 1, Section further clarity
endpoint(s) -
423).
St‘mf‘d‘"‘;:’mmm 7Feb- | Added stratification details for pCR na | Toprovide
meth : 5 :
endpoint(s) 2025 (ypT0 ypNO) rate (Section 4.2.3). further clarity
: 7-Feb- Updated pooling strategy (Section To provide
Pooling strate NA
OOURE Stralegy 2025 4220) further clarity
Analysis methods for | 7-Feb- . : To suit needs of
Added IRR definition (Section 3.6.5). NA
safety analyses 2025 on (Section 3.6.5) study
Analysis methods for | 7-Feb- : . - To suit needs of
IRR. secti ted (Section 4.2.12.5). NA
safety analyses 2025 on created (Section ) study
7-Feb- Removed summary of total durations of To align with
Datapresentation | 5055 | AESI (Section 4.2.12.4). NA | other Enhertu
studies
Added summary table of patients who .
Data presentation EE} had potential ILD/pnenmonitis sent for | NA Edm needs of
adjudication (Section 4.2.12.4) y

Added reference fo pooling strategy for
pCR (vptD/Tis ypNO) (Section 4.2.2),
- : pCR (vpT0 ypNO) (Section 4.2 3). EFS
iﬁt‘hzt‘d‘:;l:’mh"m 7Feb- | (Section 4.2.4), IDFS (Section 42.5).0S | To provide
endpoint(s) 2025 (Section 4.2.6}_._ (Section 4.2 8), further clarity
(Section 4 2 9, change from
baseline in EORTC QLQ-C30 scale
scores (Section 4.2.10 4).
Statistical analysis Removed survival rate difference from
method for 7-Feb- EFS landmark analyses (Sectiqn 42.4) NA To suit needs of
endpoint(s) 2025 and paper from references section study
(Section 7).
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b In line
CATEGORY Date Description of change with Rartionale
Change refers to: CSP?
7-Feb- Specified which countries are included in To include
Data presentation 2005 each geographical region (Section NA relevant
4221). information
7 Feb. Removed “but not limited to™ as all To correct
General = subgroup analyses are listed (Section NA previous
2025
4221). language
Statistical analysis 7-Feb- Added t'[:lat symgmmanc A_Es will be To provide
method for 2005 summarised during neoadjuvant period NA further clarity
endpoint(s) (Section 4.2.10.1).
7-Feb- Added baseline derivation logic for non- To provide
Baseline definitions 2005 mmeric laboratory assessments (Section | NA relevant
411) information

. : Amend method used to analyse time to
Statistical anal To correct
‘: d“;ﬂjm Y5 | 18Feb- | deterioration using EORTC QLQ-C330 A :riou.-;
endpoint(s) 2025 Physical Function Scale in Table 15 ?I Jage
pott (Section 4.2) Angvag
Analysis method for | 03-Mar- | “-2end expected forms fo not exclude To correct
e 2025 patients with no available translation NA previous
endpoint(s) (Section 3.4.5). language
Fourth amendment
M Corrected which countries are included To correct
Data presentation EEI;L' 5 | ineach geographical region in subgroup | NA previous
analysis (Section 422 1). information
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1 STUDY DETAILS

Thus statistical analysis plan (SAP) contamns a more detailed description of the analyses in
the chimical study protocol (CSP). This SAP 1s based on version 5.0 of the CSP.

1.1

1.1.1

The primary objective for this study and the corresponding endpoint/estimand are shown in
Table 1.

Study Objectives

Primary Objective

Table 1 Primary objective and corresponding endpoint/estimand
Primary objective: Endpoint/estimand:
pCER. (yvpT0/Tis ypNO): To demonstrate superiority | Rate of pCR is defined as the proportion of
of neoadjuvant T-DXd alone or in sequence with participants who have no evidence by H&E staining
THP relative to ddAC-THP by assessment of pCR of residual invasive disease in the complete resected
{(vpT(/Tis ypNUO) using central evaluation in breast specimen and all sampled regional Iymph
participants with HER2-positive EBC nodes (ypT0/Tis ypNO) by central evaluation
following completion of neoadjuvant therapy

ddAC-THP = doxorubicin + cyclophosphamide followed by pachitaxe] + trastuzumab + pertuzumab; EBC = early breast
cancer; HER2 = human epidermal growth factor receptor 2; H&E = haematoxylin & eosin; pCE. = pathological complete
response; T-DXd = trastuzumab deruxtecan; THP = paclitaxel + trastuzumab + pertuzumab; ypT0/Tis ypNO = absence of

mvasive cancer in the breast and axillary nodes.

1.1.2 Secondary Objectives

The secondary objectives for this study and the corresponding endpomts/estimands are

shown 1n Table 2.

Table 2 Secondary objectives and corresponding endpoints/estimands

Secondary objectives:

Endpoints/estimands:

pCE. (ypT0 ypNO): To assess the effectiveness of
neoadjuvant T-D3d alone or in sequence with THP
relative to ddAC-THP by assessment of a secondary
definition of pCR. (ypT0 ypN0) using central
evaluation

Rate of pCR is defined as the proportion of
participants who have no evidence by H&E staining
of residual invasive disease and in sifu cancer in the
complete resected breast specimen and all sampled
regional lymph nodes (ypT0 ypNO) by central
evaluation following complefion of neoadjuvant
therapy
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Secondary objectives:

Endpoints/estimands:

EFS. IDFS. OS: To assess the effectiveness of
neoadjuvant T-D3d, alone or in sequence with
THP, relative to neoadjuvant ddAC-THP by
assessment of 3-year EFS, 3-year IDFS, and OS

= EFS: Time from date of randomisation until
disease progression precluding inifial surgery,
mvasive disease recurrence (local, regional,
distant, or contralateral), or death from any
cause.

+ [DFS: Time from surgery unfil invasive disease
recurrence (local, regional distant, or
contralateral), or death from any cause.

* 05: Time from randomisation to death from
any cause.

To assess pafient-reported tolerability of T-DXd
alone or in sequence with THP as compared with
ddAC-THP during neoadjuvant treatment. including
symptomatic AFs and overall side-effect bother

* Symptomatic AFs assessed by the
PRO-CTCAE and items from the EORTC Item
Library

*  Overall side-effect bother measured by PGI-TT
at each time point in each treatment arm

To assess differences in physical function among
participants treated with T-DXd alone or in
sequence with THP relafive to ddAC-THP

Physical function assessed by the EORTC
QLQ-C30 Physical Function Scale. The measure of
mterest will be the proportion of participants who
have maintained or improved physical functioning
while on nepadjuvant treatment, as measured by
EORTC QLQ-C30 at each time point in each
treatment arm

To investigate the immmogenicity of T-DXd

Number and percentage of participants who develop
ADAs for T-DXd

To assess the PK of T-DXd

Serum concentration of T-DXd, anti-HER2
antibody, and DXd

ADA = anti-dmg antibody; AE = adverse event; ddAC-THP = doxombicin + cyclophosphamide followed by paclitaxel +
trastuzumab + pertuzumab; EFS = event-free survival; EORTC = European Organisation for the Fesearch and Treatment
of Cancer; HER? = human epidermal growth factor receptor 2; H&E = haematoxylin & eosin; IDFS = invasive disease-
free survival; 05 = overall survival; pCE. = pathological complete response; PGI-TT = Patient Global Impression of
Treatment Tolerability; PE = pharmacokmetics; PRO = patient-reported outcome; PRO-CTCAE = patient-reported
outcomes version of the Common Terminology Criteria for Adverse Events; QLQ-C30 = 30 item core quality of life
questionnaire; T-DXd = trastuzumab deruxtecan; THP = paclitaxel + trastuzumab + pertuzumab; ypT0 ypNO = absence of
mvasive and n situ cancer in the breast and axillary node.

1.1.3 Safety Objectives
The safety objective for this study and the corresponding endpoints/estimands are shown in
Table 3.
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endpoints/estimands

Safety objective:

Endpoints/estimands:

To assess the safety and tolerability profile of

with ddAC-THP

T-DXd alone or in sequence with THP as compared

Safety and tolerability will be evaluated in
terms of occurrence of AFs, SAFs and changes
from baseline in vital signs, clinical laboratory
results, ECGs, and ECHOMUGA.

Heart failure will be evaluated by determining
the percentage of participants with NYHA
Class ITT and IV heart failure during the
neoadjuvant treatment period (pre- and
post-surgery) and at end of study (maximum 6
vears’ follow-up).

Decreases in LVEF (requires at least 2
consecutive readings of decline) will be
evaluated by determining the percentage of
participants with decreases in LVEF of at least
10 points from baseline and to below 50%
during neoadjuvant treatment period (pre- and
post-surgery)

AE = adverse event; ddAC-THP = doxomubicin + cyclophosphamide followed by paclitaxel + trastuzumab + pertuzumab;
ECG = electrocardiogram; ECHO = echocardiogram; LVEF = left ventricular ejection fraction; MUGA = multigated
acquisition; NYHA = New York Heart Association; SAE = serious adverse event; T-DXd = trastuzumab demuxtecan;
THP = paclitaxel + trastuzumab + pertuzumab.
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1.2 Study Design

This 15 a Phase ITI open-label, multi-centre, randomised 3-arm study to determune the
efficacy and safety of trastuzumab deruxtecan (T-DXd) monotherapy or T-DXd followed
by paclitaxel + trastuzumab + pertuzumab (THP) as neoadjuvant treatment compared to
doxorubicin + cyclophosphamide followed by paclitaxel + trastuzumab + pertuzumab
(ddAC-THP) in patients with locally advanced or inflammatory human epidermal growth
factor receptor 2-positive (HER2-positive), high-nisk early breast cancer (EBC).

Approximately 900 patients will be randomised 1:1:1 to recerve one of the following
treatments, all with infravenous (IV) infusion:

Arm A: T-DXd (5.4 mg/kg every 3 weeks [Q3W]) for 8 cycles.

Arm B: T-DXd (5.4 mg'kg Q3W) for 4 cycles followed by paclitaxel (80 mg/m2 QW on
Days 1, 8, and 15) concurrent with trastuzumab (6 mg/kg Q3W on Day 1) and pertuzumab
(840 mg loading dose followed by 420 mg Q3W on Day 1) x 4 cycles.

Arm C: Doxorubicin (60 mg/m?2 Q2W) and cyclophosphamude (600 mg/m2 Q2W) x 4
cycles followed by paclitaxel (80 mg/m2 QW on Days 1, 8, and 15) concurrent with
trastuzumab (8 mg/kg loading dose followed by 6 mg/kg Q3W on Day 1) and pertuzumab
(840 mg loading dose followed by 420 mg Q3W on Day 1) x 4 cycles.

Note: For doxorubicin and cyclophosphamude, 1 cycle equates to 2 weeks. For all other
treatments a cycle 1s 3 weeks.

Patients will be stratified according to hormone receptor (HR) status (oestrogen receptor
[ER] and/or progesterone receptor [PgR] positive vs ER and PgR negative) by local
assessment and central assessment of HER2-positive status (immunohistochemistry [IHC]
3+ vs other, where ‘other’ 1s defined as 1n sifu hybndisation [ISH]+ in the absence of
THC3+ status). Patients will need to provide a tumour tissue sample at screeming (newly
acquired or archived sample < 6 weeks old) which will be sent to a central laboratory for
HER?2 status confirmation.

Eight cycles of neoadjuvant therapy will be admimstered for a total of 24 weeks (Arm A
and Arm B) or 20 weeks (Arm C). In the event of disease progression, unacceptable
toxicity, withdrawal of consent or study termination by the Sponsor, neoadjuvant therapy
will be discontinued.

For an overview of the study design, see Figure 1.
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Figure 1 Study design
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Peat-neaadjirvant radiotherapy and andocrirs therapy should be administered per local clinical standards.

d = day; EFS = event-free survival; HER? = human epidermal growth factor receptor 2; HE.QoL = health-related quality
of life; HR. = hormone receptor; IDFS = invasive disease-free survival; IHC = immumohistochemistry; 05 = overall
survival; pCE. = pathological complete response; PE = pharmacokinetics; QW = once a week; Q2W = every 2 weeks;
Q3W = every 3 weeks; B, randomisation; 30C = standard of care; ypT0/Tis ypN0 = absence of invasive cancer in the
breast and axillary nodes; ypT0 ypNO = absence of invasive and in situ cancer in the breast and axillary nodes.

From 13 March 2024 onwards, patients will be randonused in a 1:1 ratio to Arm B and
Arm C. Patients already randomised to Arm A and stll ongoing study treatment can
continue on assigned study treatment (provided the investigator agrees 1t 1s in the best
interest of the participant) and continue scheduled trial procedures until trial completion or
any discontinuation criterion 1s met. Alternatively, patients can discontinue study treatment
and recerve mvestigator’s choice of local standard of care. Patients randomised to Arm A
who have not imtiated treatment by 13 March 2024 will recerve investigator's choice of
local standard of care.

1.3 Number of Subjects

Appmximately- patients will be screened to achieve 900 randomised patients with
HER?2-positive EBC for the assessments of pathological complete response (pCR). Eligible
patients will be randomised 1:1:1 to either T-DXd monotherapy (Arm A), T-DXd followed
by THP (Arm B), or ddAC-THP (Arm C). The randomusation will be stratified by HR
status (ER and/or PgR positive vs ER. and PgR negative) and central assessment of HER2-
posttive status (IHC 3+ vs other; where other 1s defined as ISH+ in the absence of IHC 3+
status).

The study 1s powered to demonstrate superionty of T-DXd monotherapy (Arm A) or
T-DXd followed by THP (Arm B) versus ddAC-THP (Arm C), as assessed by pCR rate, m
patients with locally advanced or inflammatory HER2-positive, high-risk EBC. If the true
pCR rate n Arm C is.%, the primary analysis will provide at least-% power to
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demonstrate statistical significance regarding a.% mprovement in pCR rates with erther
active treatment, at an mrerall% alpha level (2-sided) for the primary endpoints. The data
cut-off for the primary analysis for the primary pCR endpomt 1s expected approximately 39
months after the first participant 1s randomised, assumung a.

-month recruitment period.

Sample size estimates and the power of the study for the analysis of pCR have been
calculated using EAST 6.5. The probability of observing a positive/negative trend in terms
of EFS hazard ratio was calculated using R-4.1.0. For the multiple testing procedure refer
to Section 4.2.1.

Note: From 13 March 2024 onwards, patients will be randomised 1n a 1:1 ratio to Arm B
and Arm C. After this date no patient will be randomised to Arm A. The main analyses of
primary and secondary efficacy endpoints will still follow the mtention to treat principle 1.e.
all the efficacy analyses will be conducted for the full analysis set (FAS) (see Section 2.1.1
for the definition of FAS). Sinularly, all safety endpoints will be analysed based on the
safety analysis set (SAF).

2 ANALYSIS SETS

2.1 Definition of Analysis Sets

There are 9 analysis sets defined for this study. A summary of analysis sets that will be
used to summarise various study data 1s provided in Table 5.

Table 5 Summary of outcome variables and analysis populations

Outcome variable Analysis set

Efficacy Data

pCR. (vpT0/T1s ypNO) Full analysis set
pCR (ypT0 ypN0), EFS, OS, .[BSl]  Full analysis set
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Outcome variable

Analysis set

IDFS
HRQoL: EORTC QLQ-C30

Futility analysis pCR (ypT0/T1s ypNO)
and EFS.

Resected analysis set
Full analysis set

Modified FAS - futility analysis set

RCB

Study Population/Demography Data
Demography

Baseline and disease characteristics
Important deviations

Medical/surgical history

Previous anti-cancer therapy
Concomitant medications/procedures
Subsequent anti-cancer therapy

Futility analysis demography and
baseline characteristics

PE/Immunogenicity Data
PK data

ADA data

Safety Data

Exposure

Full analysis set

Full analysis set
Full analysis set
Full analysis set
Full analysis set
Full analysis set
Full analysis set
Full analysis set
Modified FAS - futility analysis set

PK analysis set

ADA evaluable set

Safety analysis set

PRO-CTCAE, PGI-TT, EORTC Item
Library items, and the EORTC
QLQ-C30 Physical Function subscale

HcRU

AEs
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Outcome variable Analysis set
Vital signs Safety analysis set
Laboratory measurements Safety analysis set
ECGs Safety analysis set
Futility analysis exposure and AEs Modified SAF - futility analysis set

ADA = anti-dmg antibody; AE = adverse event; :

ECG = electrocardiogram; EFS = event-free survival; EORTC = European Orgamsation for the Research and
Treatment of Cancer; HcRU = healthcare resource
use; HEQoL = health-related quality of life; IDFS = invasive disease-free survival; MEI = magnetic resonance iImaging;
; 05 = overall survival; pCR = pathological complete response; PGI-TT = Patient Global
Impression of Treatment Tolerability; PK = pharmacokinetics; PRO-CTCAE = patient-reported cutcomes version of the
Common Terminology Criteria for Adverse Events; QLQ-C30 = 30 item core guality of life questionnaire; RCE =
residual cancer burden; ; ypTO/Tis ypNO = absence of mvasive
cancer in the breast and axillary nodes; ypT0 ypNO = absence of invasive and in sifu cancer in the breast and axillary
node.

2.1.1 Full analysis set (FAS)

The FAS will mnclude all randomised patients. Treatment groups will be compared on the
basis of randomised study intervention, regardless of the treatment actually received.
Patients who were randonused but did not subsequently receive study treatment are
mncluded in the FAS in the treatment group to which they were randomised. The analysis of
data using the FAS therefore follows the principles of intention to treat (ITT).

The FAS will be used for all primary and secondary efficacy analyses except the invasive
disease-free survival (IDFS) analysis.

2.1.2 Resected analysis set

The resected analysis set will include all randomised patients in the FAS who had surgical
resection following neoadjuvant treatment and who do not have positive margins. Patients
with margins that cannot be determined will also not be mncluded.

The resected analysis set will be used for the IDFS endpoint.

2.1.3 Safety analysis set (SAF)

The SAF will consist of all randomised patients who receive any amount of study treatment
(at least 1 of T-DXd, paclitaxel, trastuzumab, pertuzumab, doxorubicin, or
cyclophosphamide). Safety data will not be formally analysed but summarised using the
safety analysis set.
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Patients who inifially received a dose of study treatment will be summarnised according to
the arm to which they were randomused. Thus 1s in order to provide a summary of the
underlymg safety profile that patients should expect when imtially prescribed treatment
(1e., T-DXd, T-DXd followed by THP, ddAC followed by THP).

2.14 PK analysis set

The pharmacokinetic (PK) analysis set will consist of all patients randomly assigned to
study intervention who take at least 1 dose of T-DXd therapy per protocol and have any
post-dose PK data available.

2.1.5 Modified full analysis set - Futility analysis set

The modified full analysis set for futility analyses comprises of the subset of patients
mncluded in the FAS who were randomused at least 296 days prior to FA data cut-off (DCO)
and had the opportumity to be assessed for pCR or were unable to undergo surgery for any
reason. The 296 days accounts for treatment duration, time to surgery and approximately 2
months for central pCR assessment.

2.1.6 Modified safety analysis set - Futility analysis set

The modified safety analysis set for futility analyses will consist of the modified FAS -
Futility analysis set with the additional criterion that a patient needs to satisfy the criterion
for safety analysis set 1.e. patients must have received at least one dose of any of the study
treatment (T-DXd, pachtaxel, trastuzumab, pertuzumab, doxorubicin or
cyclophosphamide). Please refer to section 2.1.3 for more details on safety analysis set.
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2.1.9

ADA evaluable set

The ADA evaluable set will consist of all patients who recetve at least one dose of T-DXd
who have a non-nmissing ADA result at any fime. All major ADA analyses will be based on
the ADA evaluable set.

2.2

Protocol Deviations

The following general categories will be considered important protocol deviations (IPDs)
and will be programmatically identified within the climical database, and/or 1dentified by
Source Data Review, and confirmed by medical review. These will be listed and discussed
in the chimical study report (CSR) as appropnate:

Patients who dewviate from key entry criteria per the CSP. These are:
inclusion eriteria 1, 2(a), 2(c), 2(d), 2(e), 2(f), 3, 4, 5, 6 and exclusion criteria 1-7,
916, 19, 21-24, 27.

Discontinuation criteria for study product met but patient not withdrawn from study
treatment.

Investigational Product (IP) deviation:

o Patients randomised who received their randomised study treatment at an
mcorrect dose or received an alternative study treatment to that which they
were randomised or received expired study treatment.

IP non-compliance

o Recerved prohibited concomitant medications (including other anti-cancer
agents). Please refer to the CSP Appendix I 2 for those medications that are
detailed as being ‘excluded’ from pernutted use during the study. This will
be used as a gmding principle for the physician review of all medications
prior to database lock.

Failure to perform the following mandatory safety assessments in >=2
consecufive scheduled visit windows where assessment 1s expected: pulmonary
assessments, haematology and/or clinical chemistry panel, electrocardiogram
(ECG), echocardiogram (ECHO) or multigated acquisition scan (MUGA) or lugh
resolution computed tomography (HRCT).

Other important deviations:
o Any deviation that, in view of the Study Team, significantly compromises

patient safety, study integnity, regulatory comphance or clinical trial
compliance and were not prespecified in the protocol deviation plan.
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o Failure to collect samples for central pCR assessment. This mcludes if
mncomplete samples were sent to central lab, resulting in mabality to
appropriately conduct the pCR assessment.

o Missing principal investigator (PI) or delegated signatures in eCRF for
mnterim and/or final Climcal Data Lock

e Patients who receive the wrong treatment at any time will be included in the safety
analysis set as described in Section 2.1. Duning the study, decisions on how to
handle errors in treatment dispensing (with regard to continuation/discontinuation of
study treatment or, if applicable, analytically) will be made on an individual basis
with written mstruction from the study team leader and/or statistician.

The IPDs will be listed and summansed by randomised treatment group. None of the
deviations will lead to patients bemg excluded from the analysis sets described in Section
2.1

A per-protocol analysis excluding patients with specific important protocol deviations 1s
not planned; however, a ‘deviation bias’ sensitivity analysis may be performed on the pCR
rate (ypT0/T1s ypINO) endpoint excluding patients with deviations that may affect the
efficacy of the tnal therapy if >10% of patients, which mnclude the following deviations:
inclusion eriteria 2(a), 2(c), 2(d), 2(e), 2(f) and exclusion criteria 1, 2, 3, 14, 15, 16, 19, 23,
24

The need for such a sensitivity analysis will be determined following review of the protocol
dewviations ahead of database lock and will be documented prior to the primary analysis

being conducted.

In addition to the programmatic determunation of the deviations above, other study
deviations captured from the CRF module for inclusion/exclusion criteria will be tabulated
and listed. Any other deviations from momitoring notes or reports will be reported 1 an
appendix to the CSE_

3 PRIMARY, SECONDARY AND EXPLORATORY
VARIABLES
3.1 Primary and Secondary Efficacy Variables

3.1.1 Pathological complete response (pCR): ypT0/Tis ypNO

Pathological complete response (pCR) (ypT0/Tis ypNO) 1s defined as having no evidence
by haematoxylin and eosin (H&E) staming of residual invasive disease in the complete
resected breast specimen and all sampled regional lymph nodes as assessed by central
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evaluation on completion of neoadjuvant treatment. pCR. rate 1s the proportion of patients
who achieve pCR. Surgical specimens will be assessed by central pathology laboratory in
accordance with a pathology review manual

The following cases would be classified as no pCR 1 the primary analysis:

e Patients who discontinue study treatment, recerve a subsequent neoadjuvant cancer
treatment, and then achieve pCR

e Patients who have disease progression or die from any cause prior to surgery

e Patients with no valid records regarding pCR status due to any reason (mcluding but
not limited to withdrawal from the study, progressive disease or death before
surgery, lack of surgical specimen or defined as not evaluable by the central
pathologist)

e Any other randonused patients without evidence of pCR.

3.1.2 Pathological complete response (pCR): ypT0 ypNO

pCR (ypTO ypNO) 15 defined having no evidence by H&E staiming of residual invasive
disease and m situ cancer in the complete resected breast specimen and all sampled regional
lymph nodes as assessed by central evaluation on completion of neoadjuvant treatment.
Surgical specimens will be assessed by central pathology laboratory in accordance with a
pathology review manual in the same way as for the pnmary defimtion of pCR_

Definitions for responders and non-responders are the same as for the pnmary defimtion of
pPCR (see Section 3.1.1).

3.1.3 Event-free survival

Event-free survival (EFS) 1s defined as the time from date of randonusation until an event
occurs (1.e_, date of event or censoring — date of randomusation + 1). An event 1s defined as
the earliest of:

e First documented disease progression that precludes initial surgery

e First evidence of documented invasive disease recurrence (local, regional, distant, or
contralateral) post-surgery based on local assessments (Note: ductal carcinoma in
situ, lobular carcinoma n situ and second primary non-breast cancers are not
counted as events). See Table 6 of the CSP for events which qualify as disease
recurrence
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e Death due to any cause (event date 1s the date of death)

The EFS time will always be derived based on assessment dates (1.e. date of imaging scans
or local pathology samples) and not on visit dates.

Positive margins in the surgical sample do not count as an event for EFS. Patients will be
followed until an event regardless of whether the patient withdraws from therapy or
recerves a subsequent anti-cancer therapy.

Any patient without an event at the time of analysis will be censored at the last assessment
date on which they were known to be alive and event-free_ If the patient has surgery they
will be censored at the date of surgery unless the patient dies, progresses or experiences
recurrent disease following the date of surgery. If the patient has no evaluable disease
assessments at baseline or post baseline, they will be censored at randomisation date unless
they die in the period prior to surgery, in which case they will be treated as having an event
at the death date.

Table 6 Events and censoring for EFS

Situation Event or censored Event date/censored date
Mo baseline or no post-baseline Censored Randomisation date (Study
assessments, did not progress and did Day 1)

not die prior to surgery

Disease progression that precludes Event Date of progression™®
surgery

Recumence (local, regional, distant or  Event Date of recurrence®*
contralateral) after surgery

No documented disease progression  Event Date of death

that precludes surgery nor
recurrence, death due to any cause

No documented disease progression  Censored Last assessment date on which
that precludes surgery nor recurrence the patient was known to be
nor death due to any cause alive and without an event

* Date of progression (BCSURG module) is the earliest date when a patient is unable to undergo surgery due
to investigators™ assessed progression

*#* Date of recurrence (DISREC module) 15 the earliest date with an assessment of mmvasive disease recurrence
{local, regional, distant or confralateral breast cancer).

The proportion of patients alive and event-free at 36 months (EFS36) will be defined as the
Kaplan-Meiter (KM) estimate of EFS at 36 months after randonusation.
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3.14 Invasive disease-free survival

IDFS 1s defined as the time from surgery until the earliest of invasive disease recurrence
(local, regional, distant, or contralateral) based on local assessments, or death from any
cause (1e., date of event or censoring — date of surgery + 1). The pnmary analysis of IDFS
will be based on the resected analysis set. Patients with positive margins in the surgical
sample will not count as disease-free after surgery, and therefore will be excluded from
IDFS analysis. Patients with margins which cannot be determuned will also be excluded
from IDFS analysis.

Patients will be followed until an event regardless of whether the patient withdraws from
therapy or receives a subsequent anfi-cancer therapy. Any patient without an event will be
censored at the last recorded date on which they were known to be alive and invasive
disease-free after the surgical resection date.

Table 7 Events and censoring for IDFS

Situation Event or censored Event date/censored date
Invasive disease recurrence (local, Event Date of recurrence

regional, distant or contralateral)

after surgery

No documented disease progression,  Event Date of death

death due to any cause

No documented disease progression  Censored Last assessment date after
or death surgery on which the patient

was known to be alive and
without an event

No documented disease progression  Censored Date of surgery
or death and no evaluable assessment
after surgery

The proportion of patients alive and invasive disease-free at 36 months (IDFS36) will be
defined as the KM estimate of IDFS at 36 months post-surgery.

3.1.5 Owverall survival

Overall survival (OS) 1s defined as the time from randomisation until death due to any
cause (1.e., date of death or censoring — date of randomisation + 1), regardless of whether
the patient withdraws from randomised therapy or recerves another anti-cancer therapy.
Any patient not known to have died at the time of analysis will be censored based on the
last recorded date on which the patient was known to be alive (SUR_DAT, recorded within
the SURVIVE module of the eCRF).
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The proportion of patients alive at 36 months (0S36) will be defined as the KM estimate of
OS at 36 months after randomusation.

Survival calls will be made following the date of DCO for each analysis timepoint where
OS will be assessed. These should generally occur within 7 days of DCO. If patients are
confirmed to be alive, or if the death date 15 after the DCO date, these patients will be
censored at the date of the DCO. The status of ongoing, withdrawn (from the study), and
“lost to follow-up™ patients at the time of the final OS analysis should be obtained by the
site personnel by checking the patient’s notes, hospital records, contacting the patient’s
general practitioner, and checking publicly available death registries. In the event that the
patient has actively withdrawn consent to the processing of their personal data, the vital
status of the patient can be obtained by site personnel from publicly available resources,
where 1t 15 possible to do so, as applicable by local laws.

For any OS analysis performed prior to DCO, in the absence of survival calls being made, it
may be necessary to use all relevant CRF fields to determune the last recorded date on
which the patient was known to be alive for those patients . The last date for each
individual patient where SURVIVE i1s not completed 1s defined as the latest among the
following dates (Note: complete dates without imputation) recorded on the CRFs:

e AF start and stop dates, AE grade change dates

e Adnussion and discharge dates of hospitalisation

e Study treatment date

¢ End of treatment date

e Laboratory test dates

e Date of vital signs

e Tumour imaging assessment date

e Start and stop dates of alternative anti-cancer treatment
¢ PRO assessment date

¢ Overdose date

e ECGdate
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e Left ventricular ejection fraction (LVEF) date
e Date of pulmonary function test
e Date of ophthalmologic assessment
e Date of physical examination

e Date of examination for interstitial lung disease (ILD)/pneumonitis (ILDIS module
of CRF) and AE start date and ILD onset dates (ADJAEILD from Adjudication
Commuttee)

e Date of Eastern Cooperative Oncology Group (ECOG) performance status
assessment

e Date of sampling for PK analysis

e Date of T-DXd anti-drug antibody (ADA) assessment

e Date of biopsy

e Baseline disease assessment dates

e Disease assessment dates on disease recurrence CRF

e Assessment dates and surgery dates on breast cancer surgery CRF

e Start and stop dates of concomitant medications, concomitant procedures, palliative
and post-treatment radiotherapy and subsequent cancer therapies

o  Visit dates

o Date of informed consent withdrawal

¢ End of study date
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3.24 Residual Cancer Burden

The Residual Cancer Burden (RCB) 1s a categonsed score based on the residual viable
tumour 1dentified on routine H&E staming after mapping of the surgical specimen
(Symmans, et al | 2007). The categories are 0, I, IT and IIT.
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3.34 Independent review

All radiological scans for all patients (including those at unscheduled wvisits, or outside visit
windows) will be collected on an ongoing basis and sent to an AstraZeneca appomted
Confract Research Orgamsation (CRO) for a potential central analysis. A blinded
independent central review (BICR) of all radiological imaging data may be carnied out
using RECIST version 1.1.

Results of this independent review will not be commumicated to investigators and the
management of patients will be based in part upon the results of the RECIST 1.1
assessment conducted by the investipator.

Further details of the BICR. will be documented in an Independent Review Charter.

3.4 Patient Reported Outcome (PRO) Variables

Patients will perform the Patient Reported Outcome (PRO) assessments using an electronic
device (ePRO), admimistered in accordance with Table 7 and Table 8 of the CSP. The
following PRO instruments will be admimistered mn this study: the Patient-Reported
Outcomes version of the Common Terminology Criteria for Adverse Events
(PRO-CTCAE), Patient Global Impression of Treatment Tolerability (PGI-TT), European
Orgamsation for Research and Treatment of Cancer (EORTC) Item Library short forms
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(123,125, 124 and 19), EORTC 30-item core quality of life questionnaire (QLQ-C30), and

PROs will be provided in the native language of the country in which 1t 1s adnumstered. In
the case that a linguistically validated version 1s not available, the PRO will not be
admunistered.

All items/questionnaires will be scored according to developer-defined gmidelines if
available, otherwise raw item-level values will be used, as detailed below.

341 Patient-reported tolerability outcomes

3411 Overall side effect bother

The patient's evaluation of treatment tolerability as measured by the PGI-TT will be
described m graphical and/or tabular format. Counts and percentages for the response
options of: “not at all”, “a little bit”, “somewhat”, “quite a bit”, and “very much™ may be
reported.

3.4.1.2 Symptomatic adverse events

Patient-reported symptomatic adverse events (AEs) will be described in graphical and/or
tabular format using items from the PRO-CTCAE library, the EORTC Item-Library
(EORTC-IL123 and EORTC-IL124), and select symptom items from the EORTC
QLQ-C30 v3. These analyses will be performed on the same core set of symptom items
over time, which includes instances where the same symptom item 1s admimstered within a
different instrument/form at complementary timepoints. For example, the same EORTC
nausea item ("Have you felt nauseated?") 1s admimistered within the full EORTC QLQ-C30
mstrument and within EORTC IL.124 at distinct timepoints. As a result, patient-reported
nausea will be reported based on that single item over time rrespective of the mstrument
that was admimistered to patients.

The following symptomatic AEs will be reported:

| EORTC Form PRO-CTCAE Form
Symptom [[tem (or PRO-CTCAE QLQ- IL.123

4 rtribute ™) C30
Dyspnoea 'Were you short of

breath?
Fatigue (Item 1) |Did you need to rest? X X X
Fatigue (Item 2) [Have you felt weak? X X X
A ppetite Loss E;a:: you lacked X X

tite?

[Nausea [Have you felt nauseated? | X X
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EORTC Form PRO-CTCAE Form
Symptom [ltem (or PRO-CTCAE QLQ- IL.123
4 rtribute ™) C30
Vomiting [Have you vomited? X X
Constipation ave you been X X
onstipated?
Diarthoea [Have you had diarthoea? | X X
Fatigue (Item 3) |[Were you tired? X X X
Cough [Have you coughed? X X X
Chest Pain [Have you had pain in X X X
our chest?
Eouth-"thmat S, I X
res
Taste Changes |5 X X
Fash P X
Hair Loss LA X
Numbness or S, I X X
fingling
Headache [F.5. 1 X
Muscle Pain  [F.S.1 X X
Joint Pain [E.S.I X X
[nsommnia S, 1 X
Hot Flashes [E.s X
[Nosebleed [F. s X

* PRO-CTCAE attribute refers to the specific items (aka questions) used to assess that symptom. The number of attnbutes
also indicates the number of items for that symptom. Example: Mouth sores is labelled 5 and I, meaning there is 1
guestion about the severity of the symptom, and a second question about the mterference from that symptom. Thus, there
are 2 total items for that symptom.

A Amount, F Frequency; I Interference; P Presence; S Severity.

Note: Blue (IL124 and PRO-CTCAE v1) — Collected from C1D1 through to End of Treatment and Safety follow-up;
Green (IL125 and PRO-CTCAE v2) — Collected during long-term follow-up; Purple (QLQ-C30/IL123) — collected both
on treatment and during long-term follow-up.

Definition of Clinically Meaningful Change in EORTC QLQ-C30

Changes in score compared to baseline will be evaluated. A nunimum climcally meaningful
change 1s defined as a change in the score from baseline of =10 for scales/items from the
EORTC QLQ-C30 (Osoba, Rodrigues, Myles, Zee, & Pater, 1998). For example, a
chinically meamingful improvement in physical function (as assessed by EORTC QLQ-C30)
1s defined as an increase i the score from baseline of =10, whereas a chimically meamngful
deterioration i1s defined as a decrease 1n the score from baseline of >10. At each
post-baseline assessment, change in symptoms/functioning from baseline will be
categorised as improvement, deterioration or maintained as shown in Table 12.
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Table 12 Clinically Meaningful Changes in EORTC QLQ-C30 Scale Scores

Score Change from Baseline Visit Response
Symptom scales/items * =+10 Deterioration
=-10 Improvement
Otherwise Maintained
Functional scales and =+10 Improvement
global health status/QoL <10 Deterioration
Otherwise Maintained

EORTC QLQ-C30 = European Organization for Research and Treatment of Cancer Quality of Life
Questionnaire; Qol. = quality of life.
2 Including the item on the financial impact of the disease.

3.4.2 Maintained or improved physical function

Differences in physical function among participants treated with T-DXd alone (Arm A) or
n sequence with THP (Arm B) relative to ddAC-THP (Arm C) will be summarised based
on data collected from the Physical Functioning Score (items 1-5) of the EORTC QLQ-C30
or the EORTC IL19, where applicable. The sconng algorithm used to generate the physical
function score for the EORTC QLQ-C30 will also be applied to the EORTC IL.19.

The measure of interest will be the proportion of patients who have mamtamed or improved
physical functioming, as defined with the thresholds i Table 12, while on neoadjuvant
treatment, as measured by EORTC QLQ-C30/EORTC IL19 at each time point in each
treatment arm.

3.4.3 Time to deterioration

Time to deterioration for each of the symptom, function and global health status/QoL scales
in the EORTC QLQ-C30 will be defined as the time from randomisation until date of first
chinically meamingful symptom deterioration (as defined in Table 12) that 1s confirmed at a
subsequent assessment at least 14 days apart, regardless of whether a patient withdraws
from study treatment or recetves another anti-cancer therapy prior to symptom
deterioration. Patients with a single deterioration and no further assessments will also be
treated as deteriorated in the analysis.

Patients whose symptom, function or global health status/QoL have not shown a clinically
meaningful deterioration and who are alive at the time of analysis will be censored at the
tume that their last symptom, function or global health status/QoL assessment could be
evaluated. Also, in the case of first confirmed deterioration after 2 or more consecutive
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missed PRO assessment visits (1.e_, date from last PRO assessment prior to 2 or more
consecutive missed PRO assessment visit minus date of first confirmed deterioration =62
days), the patient will be censored at the time of the last PRO assessment where the score
could be evaluated prior to 2 or more consecutive missed visits. If the patient has no
evaluable visits, does not have baseline data, does not have post-baseline data, or has a
baseline score that will not allow for a 10-point deterioration (baseline score > 90 for pamn
symptom scale and < 10 for functional and global health status/QoL scales), they will be
censored at Day 1 (randonusation date).

Time to deterioration = date of event or censoring — randomisation + 1

Table 13 Time to deterioration event or censoring

Situation Event or Event date/censored date
censored

No evaluable visits or no baseline data or no Censored Randomisation date (Study

post-baseline data or baseline score does not Day 1)

allow for a 10-point deterioration (baseline
score = 90 for symptom scale and <10 for
functional and global health status/QoL scales)

Confirmed deterioration after 2 or more Censored Latest evaluable PRO
consecutive missed PRO assessments visits (Le., assessment date prior to the
more than or equal to 62 days) two or more missed visits
Confirmed deterioration without 2 or more Event Date of first detenoration
consecutive missed PRO assessment visits

before (1.e., less than 62 days)

One single deterioration with 2 or more Censored Latest evaluable PRO
consecutive missed PRO assessment visits assessment date prior to the
before (1.e., more than or equal to 62 days) and two or more missed visits

no further assessments

One single deterioration without 2 or more Event Last PRO assessment date (the
consecutive missed PRO assessment visits single detenioration date)
before (1.e.. less than 62 days) and no further

assessments

Death in the absence of climcally meamngful Censored Latest evaluable PRO
deterioration assessment date
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Situation Event or Event date/censored date
censored

No clinically meamingful confirmed Censored Latest evaluable PRO

deterioration (either no deterioration, or one assessment date

singular which is not the last assessment)

3.4.5 Compliance
Summary measures of comphiance over time will be derived for all PRO questionnaires.
The schedule of assessment for questionnaires 1s divided mto patients recerving study
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treatment 1.e_, neocadjuvant period, and post-surgery follow-up period. See Section 4.1.3 and
8 for PRO wisit windows.

Summary measures of comphiance will be based upon:

e An expected form = a questionnaire that 15 expected to be completed at a scheduled
assessment fime, 1.e., a questionnaire from a patient who has not withdrawn from
the study at the scheduled assessment time.

o For patients that have progressed pre-surgery, had surgery or discontinued
study treatment, the earhiest of date of progression, date of surgery or date of
study treatment discontinuation will be used to determune the last
on-treatment neoadjuvant windowed visit, for each patient’s expected forms,
using the analysis windows as described in Section 4.1 3. If the date falls
before the end of the visit window, then that visit will only be considered
expected if they have a received form. If they have not received a form, then
this visit 15 not considered expected as they have not had the full opportumty
to complete the questionnaire within the window. For patients who have not
progressed, had surgery or discontinued study treatment, the date of the
DCO will be used to determine the last on-treatment visit for their last
expected form following the same approach as above.

o For the follow-up period, for patients who have had surgery, the date of
surgery will be used along with the post-surgery SoA to determine the
expected visits at which a form should have been completed, usimng the
analysis windows described in Section 4.1 3. For patients who discontinue
treatment but do not undergo surgery, the date of the end of treatment visit
will be used rather than the date of surgery. For patients who discontinue the
study during the follow-up period, the date of discontinuation will be used to
determine the last expected form. For patients who have not discontinued the
study during the follow-up period, the date of the DCO will be used to
determine the last expected form.

e An evaluable form = a questionnaire with a completion date and at least 1scale that
15 NON-1MMISSING.

e A received form = a questionnaire that has been recerved and has a completion date
and at least 1 individual item completed.

Based on the above defimtions, the following summary measures will be derived:

CONFIDENTIAL AND PROPRIETARY 60 of 121



STATISTICAL ANATLYSIS PLAN AstraZeneca
DO6TRC00001 —ed. 5.0 4-Apr-2025

Overall patient compliance rate 1s defined as: total number of patients with an evaluable
baseline and at least one evaluable follow-up questionnaire (as defined above), divided by
the total number of patients expected to have completed at least a baseline questionnaire
multiplied by 100.

Compliance over tume will be calculated separately for each visit, including baseline, as the
number of patients with an evaluable questionnaire at the time point, divided by number of
patients still expected to complete questionnaires.

Sinularly, the evaluability rate over time will be calculated separately for each visit,
including baseline, as the number of evaluable questionnaires, divided by the number of
recerved questionnaires.

3.5 Health Care Resource Use Variables

To investigate the impact of treatment and disease on health care resource use (HcRU), the
following variables will be captured:

¢ Planned and unplanned hospital attendances beyond trial protocol mandated visits
(including physician visits, emergency room visits, day cases and admissions)

e Prmary sign or symptom the patient presents with
e Length of hospital stay
e Length of any time spent in an intensive care umt (ICU)

Where admitted overmight, the length of hospital stay will be calculated as the difference
between the date of hospital discharge (or death date) and the start date of hospitalisation or
start of study drug if the start of study drug 1s after start date of hospitalisation (length of
hospital stay = end date of hospitalisation — start date of hospitalisation + 1). Patients with
missing discharge dates will be calculated as the difference between the last day with
available data and the start date of hospitalisation. The length of ICU stay will be calculated
using the same method.

3.6 Safety Variables

3.6.1 Exposure and dose interruptions

Total (or intended) exposure of a specific study drug

The total (or intended) exposure of study treatment (1.e. duration of treatment) of a patient
to a drug will be calculated using the start and stop dates of the drug, and the intended
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dosing interval For a dosing period of the drug, the total (or intended) exposure 1s
calculated as the number of days from date A to date B (B-A+1) where
e A 1s the date of first dose of the study drug in the dosing period
e B is the earhest of:
o The date of death,
o The date of DCO, and

o the date when the last non-zero dose of the study drug was recerved (e g.
>0 mg) plus C, where C 1s equal to the scheduled number of days between
doses munus one, as defined 1 Table 14.

Table 14 Values of C for total exposure calculation

Treatment Dosing schedule C

T-DXd Q3w 20
Paclitaxel Qw 6

Trastuzumab Q3w 20
Pertuzumab Q3w 20
Doxorubicin Q2W 13
Cyclophosphamde Q2W 13

QW = every week; Q2W = every 2 weeks; Q3W = every 3 weeks; T-DXd = trastuzumab deruxtecan.
Total (or intended) exposure of whole treatment regimen

The total (or intended) exposure of the whole treatment regimen of a patient 1s calculated as
the number of days from date A to date B (B-A+1) where

e A 1s the date of first dose of the study drug in the dosing period
e B is the earhest of:

o The date of death,

o The date of DCO, and

o The maximum date of: last non-zero dose date of each study drug plus C,
where C 1s equal to the scheduled number of days between doses nunus one,
as defined i Table 14.
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Actual exposure

Actual exposure will be calculated separately for each study drug as the mtended exposure
(as described above) minus the total duration of dose delays. Intended exposure will be
calculated as above, and a dose delay 1s defined as any length of time (days) where a patient
has not taken any of the planned dose.

For example, for T-DXd, which patients receive via mfusion q3w, the duration of dose
delays will be calculated as follows:

e Sum of all positive values of (date of dose — date of previous dose — (21+ W) days),
where W 1s 1 for all weekly taxane use, and 2 for all other treatments.

Thus, 1f no delays were encountered, the duration would sum up to 0.

If a patient permanently discontinues study treatment during a dose delay, then the date of
last adnunistration of study treatment recorded will be used for the calculation of exposure.

Actual exposure of whole treatment regimen will also be calculated. It will be the actual
exposure of T-DXd + the maximum actual exposure of THP for patients in Arm B, and the
maximum (actual exposure of doxorubicin and cyclophosphamide) + the maximum actual
exposure of THP for patients in Arm C.

Number of treatment cycles received

Exposure will also be measured by the number of cycles recerved. A cycle corresponds to a
period of 21 days except in Arm C where a cycle corresponds to 14 days for doxorubicin
and cyclophosphamide. If a cycle if prolonged due to toxicity, this should still be counted
as one cycle. A cycle will be counted 1if treatment 1s started even 1f the full dose 1s not
delivered.

Safety follow-up
Safety follow-up 1s defined as up to 40 + 7 days after the last dose of study treatment.

e Total Safety Follow-up = min((last dose date + 47), date of withdrawal of consent,
date of death, date of DCO) — first dose date + 1

Surgery summary

A summary of patients undergoing breast surgery and lymph node surgery will be
presented mcluding the type of surgery performed (breast lumpectomy, breast re-excision
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of margins, bilateral mastectomy, mastectomy or radical mastectomy; axillary lymph node
dissection or targeted axillary lymph node dissection). This summary will be based upon
the FAS. Reasons for patients not undergoing surgery will also be presented.

A summary of patients with surgical delays will be presented. A surgical delay 1s defined as
surgery not occurring within 3-6 weeks after the admimistration of the last cycle of
neoadjuvant treatment. Surgical delays will be summarised based on the SAF. Also to
assess the impact of surgery delays due to Arm A closure, 1t may be also summarised based
on the modified SAF-sensitivity analysis due to Arm A closure for Arm A and Arm C.

3.6.2 Dose intensity

Relative dose mtensity (RDI) 1s the percentage of the actual dose delivered relative to the
intended dose through to treatment discontinuation and will be calculated for each
treatment separately. RDI will be defined as follows:

e RDI=100% * d/D, where d 1s the actual cumulative dose delivered up to the actual
last day of dosing and D 1s the mtended cumulative dose up to the actual last day of
dosing. D 1s the total dose that would be delivered if there were no modification to
dose or schedule.

When denving actual dose adnunistered the volume before and after infusion will also be
considered.

For the calculation of the intended dose of T-DXd, the >= +/- 10% weight adjustment will
be applied, by which the latest weight measurement will be considered m the calculation if
it differs by at least 10% from the previous weight used i the calculation. The patient’s
most recent weight prior to first adninistration 1s used to calculate the initial dose.

Body surface area (BSA), required for the paclitaxel, cyclophosphamide and doxorubicin
RDI calculations, will be calculated using the Dubois formula:

BSA =0.007184 x baseline height (cm) %> x most recent weight (kg) %4

3.6.3 Adverse events

AFEs and serious AEs (SAEs) will be collected throughout the study, from date of the
patient sipning the maimn mmformed consent until the follow-up period 1s complete (40 + 7
days after the last dose of study treatment). ILD/pneumonitis events which are ongoing at
the end of the safety follow-up will continue to be followed up until resolution, and heart
failure information will be collected throughout the post-surgery period until end of study
(up to 6 years follow-up). Additionally, if an event starts after the end of the defined safety
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follow-up period but 1s considered to be due to a late onset toxicity to the study treatment,
then 1t will also be reported as an AE or SAE as applicable.

3.63.1 Treatment emergent adverse events

A treatment emergent adverse event (TEAE) 1s defined as an AE which occurs, having been
absent before the first dose of study treatment, or worsens in severity or seriousness (by
mvestigator report of a change in intensity), after the first dose of study treatment, until 47
days after the last dose of study treatment.

The Medical Dictionary for Regulatory Activities (MedDRA) (using the latest or current
MedDRA version) will be used to code the AEs. AEs will be graded according to the
National Cancer Institute (NCI) Common Terminology Criteria for AEs (CTCAE) (using
CTCAE v5.0).

3.6.3.2 AFEs of special interest

Some clinical concepts (including some selected individual preferred terms and higher-
level terms) have been considered “AEs of special interest” (AESI) to the T-DXd program.
AESIs represent pre-specified risks that are considered to be of importance to a clinical

development program.

An AESI 1s an event of scientific and medical interest specific to the further understanding
of the study treatment safety profile. AESIs require close monitoring and rapid
commumnication by the investigators to AstraZeneca. An AESI can be serious or non-
Serious.

All AESTs will be recorded in the eCRF using a recognised medical term or diagnosis that
accurately reflects the event. AESIs will be 1dentified based on MedDRA preferred terms.
Preferred terms used to identify AESIs will be listed before database lock (DBL) and
documented mn the Trial Master File.

Based on the available pre-clinical and clinical data, review of the cumulative literature,
reported toxicities for the same class of agents and biological plausibility, the AESIs for the
study are [LD/pneumonitis and LVEF decrease (re-labelled as ‘Left ventricular dysfunction
as the undesirable clinical outcome of LVEF reductions’, in accordance with the Revision 2
of the EMA gmdelines on Good Pharmacovigilance Practice (EMA, 2017)).

Other categories may be added as necessary or existing terms may be merged. An
AstraZeneca medically qualified expert after consultation with the Global Patient Safety
Physician has reviewed the AEs of interest and 1dentified which higher-level terms and
which preferred terms contribute to each AESI. Further reviews may take place prior to
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database lock (DBL) to ensure any further terms not already included are captured within
the categories.

Interstitial lung disease (ILD)/pneumonitis

ILD 1s considered an important identified risk based on a comprehensive cumulative review
of potential [LD/pneumonitis cases reviewed by the mdependent ILD Adjudication
Commuttee. ILD event adjudication 1s a retrospective review and will not impact any safety
decisions for patients.

HRCT of the chest and pulmonary function will be measured at baseline, Q6W (at least 35
days, but not more than 42 days from previous scan) until EoT and at the time of suspected
ILD/pneumonutis events. If the AE 1s suspected to be ILD/pneumonitis during the study,
study treatment should be interrupted pending further evaluations. Evaluations for
ILD/pneumonitis should mclude HRCT, pulmonologist consultation, pulmonary function
tests, including FVC and DLCO, and pulse oximetry (SpO2), arterial blood gases if
chinically indicated, bronchoscopy and bronchoalveolar lavage as climcally indicated and
feasible, and one blood sample collection for PK as soon as ILD/pneumonitis 15 suspected,
if feasible.

An ILD Adjudication Committee and Charter will be established to review all cases of
potential ILD/pneumomitis. More information 1s provided in Appendix L of the CSP
regarding management of study treatment-induced ILD/pneumonitis.

LVEF decrease

LVEF decrease 1n association with T-DXd 1s considered to be an important potential risk
based on the available pre-clinical data, literature, and available safety mnformation for
drugs of simular class. Refer to the current T-DXd IB for a summary of preliminary clinical
trial data. For LVEF Decrease Management Guidance, please refer to Section 6.6.1 of the
CSP.

3.6.4 Physical examinations

Physical examinations will be performed according to the Schedule of Assessments (SoA)
in the CSP. A full physical examination will be performed at screening and will include
assessments of the head, eyes, ears, nose, and throat and the respiratory, cardiovascular,
abdomen, skin, lymph nodes, thyroid, musculoskeletal, urogemtal, dermatological,
gastrointestinal, endocrine, hematologic/lymphatic, and neurological systems. At
subsequent visits, targeted physical examinations are to be utilised by the Investigator on
the basis of clinical observations and symptomatology.
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3.6.5 Infusion-related reactions

The definition of infusion-related reaction (IRR) includes any AEs that occurred on the
same day as mnfusion or the next day and are considered by the investigator to be related to
study drug and with one of the following preferred terms: admimistration related reaction,
anaphylactic reaction, hypersensitivity, infusion related hypersensitivity reaction, and
infusion related reaction.

3.6.6 Vital signs

Vital signs (systolic and diastolic blood pressure [BP], pulse, body temperature, and
respiration rate) will be evaluated according to the SoA n the CSP. Body weight 15 also
recorded at each visit along with vital signs.

Standard infusion time for T-DXd 1s over 90 munutes for first infusion and over 30 nunutes
thereafter 1f the first infusion was well tolerated. On the day of infusion, BP and pulse will
be collected before and after each infusion at the following times:

e Prior to the beginning of the infusion (measured once from approximately 30
minutes before up to 0 minutes [1e., the beginming of the infusion]).

e At the end of the infusion (approximately 90 muinutes +5 munutes for a 90-nunute
infusion or approximately 30 minutes +5 minutes in the case of a 30-minute
infusion).

Vital signs data obtamed up to 47 days after the date of last dose of study treatment. The
denominator in vital signs data should include only those patients with recorded data.

Change from baseline mn vital sign vanables will be calculated for each post baseline visit,
for each timepoint (pre-dose, end of infusion). For the derivation of baseline and post-
baseline visit values, the definitions and rules described in Section 4.1 3 for visit windows
and how to handle multiple records will be used.

3.6.7 Electrocardiograms

Resting 12-lead ECGs will be performed locally and recorded as specified in the SoA of the
CSP. The following ECG vanables will be collected: ECG heart rate, PR duration, QRS
duration, QT duration, and QTcF. In case of climically significant ECG abnormalities, 2
additional 12-lead ECGs will be obtained to confirm the finding.

ECG data obtamned up to 47 days after the date of last dose of study treatment will be used
for reporting.
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3.6.8 Laboratory safety variables

Blood and urine samples for determunation of clinical chemistry, haematology, coagulation,
and urinalysis will be taken at the times indicated in the assessment schedules and as
chinically indicated (refer to the SoA of the CSP). The laboratory variables to be measured
are presented in Table 9 of the CSP.

Change from baseline mn haematology and climical chenustry vanables will be calculated
for each post-dose visit on-treatment. For the derivation of baseline and post-baseline visit
values, the defimtions and rules described in Section 4.1.3 for visit windows and how to
handle multiple records will be used.

Lymphocytes and neutrophils may be recorded as absolute counts or percentages, but will
be converted to absolute counts for summaries.

CTCAE grades will be defined at each visit according to the CTCAE grading cniteria using
local or project ranges as required, after conversion of lab results to corresponding SI umits.

The following parameters have CTCAE grades defined for both high and low values:
potassium, sodium, magnesium, glucose and corrected calcium, so high and low grades wall
be calculated.

Corrected calcrum will be denived during creation of the reporting database using the
following formula:

e Corrected calcium (mmol/L) = Total calcium (mmol/L) + ([40 - albumn (g/L)] x
0.02)

Absolute values will be compared to the project reference range and classified as low
(below range), normal (within range or on linuts of range) and high (above range).

The maximum or mimmum on-treatment value (depending on the direction of an adverse
effect) will be defined for each laboratory parameter as the maximum or minimum
on-treatment post dose value.

Project reference ranges will be used throughout for reporting purposes. The denominator
used in laboratory summaries of CTCAE grades will only include evaluable patients 1. e,
those who had sufficient data to have the possibility of an abnormality.

For example:

e Ifa CTCAE cnterion involves a change from baseline, evaluable patients would
have both a pre-dose and at least 1 post-dose value
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e Ifa CTCAE criterion does not consider changes from baseline, to be evaluable,
patients would need only have 1 post dose-value recorded

Laboratory data obtained from first dose up to 47 days after the date of last dose of study
treatment will be used for reporting_

3.6.9 Other safety assessments

3.6.9.1 Echocardiogram/Multigated Acquisition Scan
An ECHO or MUGA scan to assess LVEF will be performed at the visits indicated in the
SoA m the CSP. Note: n Germany, LVEF will be measured only by ECHO.

The modality of the cardiac function assessments must be consistent within a patient; 1.e_ 1f
an ECHO scan 1s used for the screeming assessment, then ECHO should also be used for
subsequent scans. The patients should also be examined using the same machine and
operator whenever possible, and quantitative measurements should be taken.

3.6.9.2 Pulmonary Assessments

Pulse oximetry 1s assessed at the scheduled wvisits indicated in the SoA m the CSP.
Pulmonary function testing will be performed at screeming, including FVC (L), FVC %
predicted, FEV1 (L), FEV1 % predicted and FEV1/FVC % as a mimmum.

3.6.9.3 ECOG performance status

ECOG performance status will be assessed at the scheduled wvisits indicated mn the SoA 1n
the CSP according to World Health Orgamsation (WHO) criteria as follows:

0 =Fully active, able to carry out all pre-disease activities without restrictions.

1 = Restricted in physically strenuous activity but ambulatory and able to carry out
work of a light or sedentary nature, e g_, light housework, office work.

2 = Ambulatory and capable of self-care but unable to carry out any work activities.
Up and about more than 50% of waking hours.

3 = Capable of only limited self-care, confined to bed or chair more than 50% of
waking hours.

4 = Completely disabled, cannot carry on self-care, totally confined to bed or chair.

3.6.9.4 Ophthalmologic assessments
Ophthalmologic assessments will be performed as specified in the SoA in the CSP, and wall
mnclude visual acuity testing, slit lamp examination and fundoscopy.
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3.7 Pharmacokinetic (PK) Variables

Pharmacokinetic concentration data will be collected according to Section 8.5.1 of the CSP.
The schedule of assessment 1s as per the SoA of the CSP. Blood samples for determination
of concentration in serum of T-DXd, anti-HER? antibody, and DXd, for patients receiving
T-DXd, will be obtained from all patients.

3.8 Immunogenicity Variables

The presence of ADAs will be assessed m serum samples taken according to the SoA in the
CSP.

ADA samples may be further tested for characterisation of the ADA response. In addition,
the presence of neutralising antibodies (nAb) may be tested for all ADA-positive samples
using a validated assay. The nAb results will be reported as positive or negative.

The following ADA outcomes will be determuned:
e ADA positive at baseline or post-baseline
e ADA positive post-baseline and positive at baseline
e ADA not detected (negative or nussing) post-baseline and positive at baseline

e Treatment-induced ADA positive, defined as ADA not detected (negative or
missing) at baseline and became ADA positive post-baseline

e Treatment-boosted ADA, defined as ADA positive at both baseline and
post-baseline, but had a meaningful increase 1n ADA fitre by at least 4-fold or
higher from baseline to post-baseline

e Treatment-emergent ADA positive, defined as either freatment-boosted ADA
posttive or treatment-induced ADA positive

e Treatment-emergent persistently ADA positive, defined as being
treatment-emergent ADA positive and having at least 2 post-baseline ADA positive
measurements with = 16 weeks between first and last positive measurement.

e Treatment-emergent transiently ADA positive, defined as having at least one
post-baseline ADA positive measurement and not fulfilling the conditions for
persistently positive

e nAb positive at baseline or post-baseline
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e Treatment-emergent nAb positive, defined as being treatment-emergent ADA
posttive with any positive nAb assessment post-baseline.

3.9 Biomarker Variables

Patients will provide a tumour tissue sample at screening (newly acquired or archived
sample < 6 weeks old) to determine HER2-positive status.

4 ANALYSIS METHODS

The primary objective of this study 1s to confirm the efficacy of T-DXd alone (Arm A) or
n sequence with THP (Arm B) relative to ddAC-THP (Arm C) in terms of the rate of pCR_

The formal statistical analysis will be performed to test the following main hypotheses:
e One pnimary hypothesis of interest:
o HO: No difference between Arm A and Arm C
o HI: Difference between Arm A and Arm C
e The other primary hypothesis of interest:
o HO: No difference between Arm B and Arm C
o HI: Difference between Arm B and Arm C
There will be 3 DCOs for this study consisting of a futility analysis, the primary analysis
regarding pCR. (ypT0/Tis ypNO) and 1 final analysis. This study will have met its primary

objective 1f either Arm A or Arm B 15 statistically sigmficantly superior to Arm C in terms
of pCR (ypT0/T1s ypNO) at the pnmary analysis.
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1. Fufility Analysis: The objective of the futility analysis 1s to assess whether to
terminate Arm A or Arm B due to futility. pCR rates observed from Arm A and
Arm B will be compared to that from Arm C respectively. An active treatment arm
(Arm A or Arm B) will be ternunated if 1ts pCR. rate 15 lower than the pCR rate of
Arm C by more than.%_ The planned DCO will take place after approximately
. patients are treated and have had the opportunity to be assessed for pCR.

2. Prmmary Analysis: The objective of the primary analysis will be to test the main
study hypotheses, as detailed above and will take place when all patients have had
the opportumty to be assessed for pCR. The planned DCO will take place when all
randomised patients have had the opportunity to recerve a defimtive surgery and be
assessed for pCR or have discontinued or withdrawn from treatment.

3. Final Analysis: The objective of the final analysis 1s to look at long-term benefit
data and will take place when all patients have had the opportunity to be followed
for 3 years after randomisation. The rate of EFS, IDFS, OS aﬂd- at 3 years
will be summarised.

4.1 General Principles
The below mentioned general principles will be followed throughout the study:

e Descriptive statistics will be used for all vanables, as appropriate. Continuous
variables will be summarised by the number of observations, mean, standard
dewviation, median upper and lower quartiles, minimum, and maximum_ For
log-transformed data, 1t 1s more appropriate to present geometric mean, coefficient
of variation (CV), median, nunimum and maximum_ Categonical variables will be
summarised by frequency counts and percentages for each category.

e Unless otherwise stated, percentages will be calculated out of the population total
for the corresponding treatment arm. Overall totals will be calculated for baseline
summaries only.

s For continuous data, the mean and median will be rounded to 1 additional decimal
place compared to the original data. The standard deviation will be rounded to 2
additional decimal places compared to the onginal data. Minimum and maximum
will be displayed with the same accuracy as the onginal data. Note for laboratory
assessments 5 decimal places will be kept after conversion.

e For categonical data, percentages will be rounded to 1 decimal place.
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Results of all statistical analyses will be presented using a 95% CI and 2-sided
p-value, unless otherwise stated.

e Confidence intervals and ratios (including hazard ratios) will be rounded to 2
decimal places. p-values will be presented to 3 decimal places.

e For PK data the arithmetic mean, standard deviation, median, geometric mean and
CV will be presented to 4 significant fipures, nunimum and maximum will be
presented to 3 sigmificant figures and n will be presented as an integer.

e SAS® version 9.4 (or hugher) will be used for all analyses.

A month 1s operationally defined to be 30.4375 days. Six months 1s operationally defined to
be 183 days. One year 1s defined to be 365.25 days.

Data will be presented in data listings by patient identifier and treatment arm.

Where analysis models are stratified by the randomisation stratification factors, the strata
obtained at randomisation will be used, not the values recorded in the electronic case report

form (eCRF).

In all summaries change from baseline vanables will be calculated as the post-treatment
value minus the value at baseline. The percentage change from baseline will be calculated
as (post-baseline value - baseline value) / baseline value x 100. For any vanable subjected
to log transformation, the change from baseline calculated and summarised on the log scale
will be back-transformed and presented as a “baseline scaled ratio’ (BSR). Percentage
change will then be calculated as (BSR. - 1) x 100.

Efficacy and health-related quality of life (HRQoL) data will be summarised and analysed
based upon the FAS. Safety and treatment exposure data, and patient-reported tolerability
data, will be summarised based upon the SAF. Study population and demography data will
be summarnised based upon the FAS.

4.1.1 Baseline definition

For efficacy variables, except for IDFS and PRO, baseline 1s defined as the last observed
measurement prior to randomisation. However, if an evaluable assessment 1s only available
after randonusation but before the first dose of randonused treatment then this assessment
will be used as baseline.

For PRO assessments, the baseline assessment will be the last assessment before the first
dose.
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For safety data including vital signs, laboratory data, ECGs, physical examinations,
WHO/ECOG, PK and immunogenicity, the last evaluable assessment of the variable under
consideration prior to the intake of the first dose of study treatment 15 considered the
baseline measurement. For assessments on the day of first dose where time 1s not captured,
a nomunal pre-dose indicator, if available, will serve as sufficient evidence that the
assessment occurred prior to first dose. Assessments on the day of the first dose where
neither time nor a nominal pre-dose indicator are captured will be considered prior to the
first dose 1f such procedures are required by the protocol to be conducted before the first
dose.

If two measurements are equally eligible to be considered as the baseline with no time pomt
indication to separate them, then 1f 1t’s a numeric assessment, the average will be used. For
non-numeric laboratory tests (1.e_, some of the urinalysis parameters) where taking the
average 15 not possible, the best value (value closest to none/normal/negative) will be used
as baseline as this 1s most conservative.

4.1.2 Handling of missing data

Missing safety data will generally not be imputed. However, safety assessment values of
the form of “< x” (1.e. below the lower limit of quantification) or > x (1.e. above the upper
linit of quantification) will be imputed as “x” m the calculation of summary statistics but
displayed as “< x” or “> x” in the listings. Additionally, AEs that have nussing causality
(after data querying) will be assumed to be related to study drug.

Furthermore:

e Patients with a partial date of birth (1.e_, for those countries where year of birth only
1s given), the 1st of the month should be imputed 1f only day 1s nussing, and 1st
January imputed 1f the day and month are nussing.

e For nussing diagnostic dates, if day and/or month are missing use 1* and/or
January. If year 1s nussing, put the complete date to nussing.

e For nussing start dates for AEs and concomitant medications/procedures, the
following will be applied:

a. Missing day: Impute the 1* of the month unless month 1s the same as month of
the first dose of study drug and the end date 1s on or after the first dose of study

drug or ongoing then impute first dose date
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b. Missing day and month: Impute 1% January unless year 1is the same as first dose
date and the end date 1s on or after the first dose of study drug or ongoing then
impute first dose date

c. Completely missing date: Impute first dose date unless the end date suggests it
could have started prior to this in which case impute the date of consent

When mmputing a start date, ensure that the new imputed date 1s sensible e g_, prior to the
end date of the AE.

e For mussing end dates for AEs and concomitant medications/procedures, the
following will be applied:

a. Missing day: Impute the last day of the month unless month 1s the same as
month of study discontimation, then impute as study discontinuation date. For
prior anti-cancer medications impute date of informed consent 1f month 1s same
as the month when informed consent was provided.

b. Missing day and month: Impute 31* December unless year is the same as the
year of study discontinuation then impute study discontinuation date. For prior
anti-cancer medications impute date of informed consent if year 1s the same as
the year informed consent was provided.

c. Completely missing date: If an end date 15 completely mussing then 1t will be
treated as ongoing, unless ths 1s a prior anti-cancer medication then impute the
date of informed consent.

When imputing an end date, ensure that the new imputed date 1s sensible e g _, after the start
date of the AE.

If a patient 1s known to have died where only a partial death date 1s available then the date
of death will be imputed according to the rules for imputing AE start dates unless this date
15 before the last date the patient 1s known to be alive then the date of death will be imputed
as the date the patient was last known to be alive +1. If death has been recorded but the date
1s entirely missing, then date of death will be imputed as the date the patient was last known
to be alive + 1.

For partial subsequent anti-cancer therapy dates, the following will be applied:

a) Missing day only — if the month 1s the same as the study treatment end date then
impute to the day after the end of treatment, otherwise use the 1% of the month
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b) Missing day and month — If the year 15 the same as the treatment end date, then
impute to the day after the end of treatment, otherwise use the 1* January

c) If subsequent anti-cancer therapy has been recorded but the date 1s entirely
missing, then date of subsequent anti-cancer therapy will be imputed as the day
after treatment.

Flags will be retained in the database indicating where any programmatic imputation has
been applied, and 1n such cases, any durations would not be calculated.

4.1.3 Time windows for PRO assessments and safety data

Timme windows will be defined for any presentations that summarise values by visit. The
following conventions will apply:

e The time windows will be exhaustive so that data recorded at any time point has the
potential to be summarnsed. Inclusion within the time window will be based on the
actual date and not the intended date of the visit.

e All unscheduled visit data have the potential to be included 1 the summaries.

e The window for the visits following baseline will be constructed in such a way that
the upper limit of the interval falls halfway between the two visits (the lower lumt
of the first post-baseline visit will be Day 2). If an even number of days exists
between two consecutive visits then the upper limit will be taken as the mudpoint
value munus 1 day. For example, the visit windows for vital signs data (with 3
weeks between scheduled assessments) are:

o

o

o

o

o

Cycle 1 Day 1: Day 1, visit window NA
Cycle 2 Day 1: Day 22, visit window 2 — 32
Cycle 3 Day 1: Day 43, visit window 33 — 53
Cycle 4 Day 1: Day 64, visit window 54 — 74

Cycle 5 Day 1: Day 85, visit window 75 — 95

» The visit windows for the PROs can be found in 8.

e For summaries showing the maximum or munimum values, the maximum/ninimum
value recorded on treatment will be used (regardless of where 1t falls in an interval).
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e Listings should display all values contributing to a tume point for a patient.
¢ For visit based summanes

o Ifthere 1s more than one value per patient within a time window then the
closest value to the scheduled visit date will be summarised, or the earlier, in
the event the values are equdistant from the nominal visit date. The listings
will hughlight the value for the patient that contributed to the summary table,
wherever feasible. Note: n summaries of extreme values all post baseline
values collected are used including those collected at unscheduled visits
regardless of whether or not the value 1s closest to the scheduled visit date

o To prevent very large tables or plots being produced that contain many cells
with meamingless data, for each treatment group, visit data will only be
summarised 1f the number of observations 1s greater than the mimimum of 20
and > 1/3 of patients dosed unless otherwise stated

e For summaries at a patient level, all values will be included, regardless of whether
they appear in a corresponding visit-based summary, when deniving a patient level
statistic such as a maximum.

4.2 Analysis Methods

Efficacy analysis (including PRO) will be performed to compare T-DXd as monotherapy
versus ddAC-THP (Arm A versus Arm C), and to compare T-DXd in sequence with THP
versus ddAC-THP (Arm B versus Arm C).

The primary objective of this study 1s to confirm the superionty of T-DXd (Arm A) or
T-DXd m sequence with THP (Arm B) compared to ddAC-THP (Arm C) in terms of pCR
(ypT0/T1s ypNO) using central evaluation in patients with HER2-positive EBC.

Table 15 details which endpoints are to be subjected to formal statistical analysis, together
with pre-specified sensitivity analyses. If one of two treatment arms (Arm A & Arm B) 1s
dropped at pCR interim analysis, other efficacy endpoints will not be analysed for the
comparison between that treatment arm with Arm C. Unless otherwise stated, formal
statistical analyses described below will be conducted on the FAS.
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Table 15 Formal Statistical Analyses to be Conducted and Pre-planned Sensitivity
Analyses

Endpoints Analysed Notes

pCR. rate (ypT0/T1s ypNO) Primary analysis
Stratified Miettinen and Nurminen’s method with
stratification factors in line with the pooling strategy
Sensitivity and supplementary analyses
Stratified logistic regression model with the same
stratification factors used in the primary analysis
Stratified Miettinen and Nurminen’s method with the same
stratification factors used in the primary analysis:

*  Analysis considering stratification factors based on
values entered into the eCRF or from the third-party
vendor data,

*  Analysis for pCR regardless of recerving a new
subsequent anti-cancer treatment before surgery

pCR. rate (ypT0 ypINO) Stratified Miettinen and Nurminen’s method with
stratification factors in line with the pooling strategy
EFS Stratified log rank test, point estimate and CI of hazard ratio

by stratified Cox proportional hazards model with
stratification factors in line with the pooling strategy

IDFS Stratified log rank test (Resected analysis set), point estimate
and CI of hazard ratio by stratified Cox proportional hazards
model with stratification factors in line with the pooling
strategy

0s Stratified log rank test, point estimate and CT of hazard ratio
by stratified Cox proportional hazards model with
stratification factors in line with the pooling strategs;

Patient-reported tolerability using Summary and descriptive statistics
PRO-CTCAE, EORTC Item Library

short forms and PGI-TT

Proportion of patients with Summary and descriptive statistics

maintained/improved physical function
in EORTC QLQ-C30 Physical
Function Scale
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Endpoints Analysed Notes
Time to detenioration using EORTC Stratified log-rank test, with stratification factors in line with
QLQ-C30 Physical Function Scale the pooling strategy

Each scale/item of EORTC QLQ-C30 MMRM. time to detenioration
BICE. = blinded independent central review; CI = confidence interval;

EFS = event-free survival; EORTC = European Organisation for the Research and Treatment of
Cancer; IDFS = invasive disease-free survival; EM = Kaplan-Meier; _ MMPM = mixed
model for repeated measures; 05 = overall survival; pCE. = pathological complete response; PGI-TT = Patient Global
Impression of Treatment Tolerability; PRO = patient-reported outcome; PEO-CTCAE = patient-reported outcomes
version of the Common Terminology Criteria for Adverse Events; QLQ-C30 = 30 item core quality of life questionnaire;

; ypTO/Tis ypN0 = absence of mvasive cancer in the breast and

axillary nodes; ypT0 ypNO = absence of invasive and in situ cancer in the breast and axillary node.

421  Multiplicity

At the primary pCR analysis, hypotheses will be tested using a nmltiple testing procedure
(MTP) with an alpha-exhaustive recycling strategy (Burman, Sonesson, & Gulbaud, 2009).
The primary endpoints of improved pCR rate in either Arm A or Arm B will be tested
simultaneously with split alpha values. A sigmficance level c-f- will be used for the
comparison between Arm B and Arm C, and a significance level -::-f. will be used for the
comparison between Arm A and Arm C. Assuming a pCR rate m Arm C, the critical
values in terms of the differences of pCR. rates are respectively, at the
mitial alpha levels for Arm A and Arm B. The spent alpha values can be recycled between
successfully rejected tests of pCR. Implementation of this pre-defined ordered testing
procedure, including recycling, will strongly control type I error at 5% (2-sided), among all
key hypotheses.

Figure 2 presents an overview of the MTP and defines the mitial overall type I error
allocation.

Figure 2 Multi

a = alpha; pCR. = pathological complete response.

No multiphicity-adjustment 1s required to account for the futility analysis because there will
not be an opportunity to claim an early success.

Note: From 13 March 2024 onwards, as per IDMC’s recommendation, patients will be
randonused 1n a 1:1 ratio to Arm B and Arm C. After this date no patient will be
randomised to Arm A. The main analyses of pnimary and secondary efficacy endpoints will
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4.2.2 Pathological complete response (pCR): ypT0/Tis ypNO

The pCR rate based on central assessment will be compared between Arm A and Arm C
and Arm B and Arm C using a stratified Miettinen and Nurminen’s method based on the
FAS. The stratification vanables include HR status (positive vs negative) and HER?2 status
(IHC3+ vs other). If there are insufficient number of patients per treatment arm per stratum,
the strata will be pooled according to the pooling strategy in Section 4.2.20. The effect of
treatment will be estimated by the difference in pCR rates together with 1its corresponding
95% confidence interval (CI) and the p-value from the stratified Miettinen and Nurminen’s
method with strata weighting by sample size (1.e. Mantel-Haenszel weights). Adjusted
confidence intervals will also be presented for the relevant alpha level. The stratification
variables will be based on values entered into the Interactive Response Technology (IRT) at
randonusation, even if it 1s subsequently discovered that these values were incorrect. The
active treatments will be considered supernor to the control if the difference in the pCR rates
1s significantly bigger than zero.

A complementary analysis will be performed providing the observed pCR rates of each
treatment arm. The 95% CI of the pCR rates will be provided using the Clopper-Pearson
exact method. The differences in the observed pCR rates between the active treatment arms
(Arms A and B) and the control arm (Arm C) will be reported using point estimates and
their two-sided 95% CIs by the unstratified Miettinen-Nurnunen method (Miettinen &
Nurminen, 1985).
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4.2.2.1 Sensitivity and supplementary analyses

A sensitivity analysis will be performed for pCR rates using stratified logistic regression
models with treatment group and the same stratification factors used i the pCR primary
analysis as covanates. The odds ratios and their 2-sided 95% CIs, and the p-value for the
test against the null hypothesis of unity odds ratio will be reported.

As an additional sensitivity analysis, the primary analysis for pCR will be repeated, but the
stratification variables will be based on HR status entered into the eCRF and HER? status
from the third-party vendor data.

As a supplementary analysis, the primary analysis for pCR will be repeated, but the
analysis will include pCR regardless of recerving a new subsequent anti-cancer treatment
before surgery.

The sensitivity and supplementary analyses described above will use the same stratification
factors as used in the primary analysis. If there are less than 10 patients in each arm, the
analysis will not be formally analysed. In this case, only number and percentage of patients
will be provided.

Subgroup analyses will be conducted for pCR. comparing the efficacy between Arm A and
Arm C and Arm B and Arm C m the following subgroups of the FAS:

e HR status (ER and/or PgR positive vs ER and PgR negative)

s Central assessment of HER2 status (IHC 3+ vs other, where “other” 1s defined as
ISH+ 1n the absence of IHC 3+ status)

e Key baseline demographics, including:
o Age (<65 years vs >=65 years)

o Geographical region (Asia vs West Europe vs North America vs Rest of the
World)

e Asia: Chma, India, Japan, Korea, Philippines, Tarwan, Thailand
e West Europe: Germany, Italy, Spamn

s North America: Unmited States of Amenca, Canada
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e Rest of the World: Brazil, Bulgana, Peru, Poland, Russia, Saudi Arabia
o Baseline ECOG (0vs 1)
o Menopausal status (Post-menopausal vs Pre-menopausal)

o Race (Black or African American vs Native Hawaiian or other Pacific
Islander vs American Indian or Alaska Native vs Asian vs White vs Other)

o Chmical tumour stage (T0-2 vs T3-4)

o Nodal status (N0 vs N+)

o AJCC clinical stage (II-IITA vs [IIB-ITIC)
o Tumour grade (G1-G2 vs G3-G4)

Other baseline variables may also be assessed 1if there 1s clinical justification, or an
imbalance 15 observed between the treatment groups. The purpose of the subgroup analyses
1s to assess the consistency of treatment effect across expected prognostic and/or predictive
factors.

All factors mcluding stratification factors will be based on values recorded on the eCRF
(HR. status) or from the third-party vendor data (HER2 status).

For each subgroup, the difference in rates and 95% CI will be calculated from the
unstratified Miettinen and Nurmunen’s method. These will be presented on a forest plot
including the difference in rates and 95% CI from the overall primary analysis. If there are
too few patients available for a meaningful analysis of a particular subgroup (it 1s not
considered approprate to present analyses where there are less than 10 patients in each arm
in a subgroup), the subgroup m pCR will not be formally analysed. In this case, only
number and percentage of patients will be provided.

Test for Consistency of Treatment Effect Between Subgroups

Interactions between treatment and stratification factors included in the analysis of the
primary endpoint will be tested to rule out the presence of a quantitative interaction based
on the means of an overall global interaction test. If the global interaction test 1s found to be
statistically sigmificant (p<<0.1), an attempt to determine the cause and type of interaction
may be made. Any quantitative interaction identified will then be tested to rule out any
qualitative mteraction using the approach of Gail and Simon (Gail & Simon, 1985).

Additional supportive analyses
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To assess the impact of Arm A closure from 13 March 2024 onwards as described m
Section 1.2, the primary analysis for pCR to compare the efficacy between Arm A and Arm
C may be repeated based on the modified full analysis set — sensitivity analysis due to Arm
A closure.

4.2.3 Pathological complete response (pCR): ypT0 ypNO

A secondary definition of pCR. (ypT0 ypNO) will be analysed using the same stratified
Miettinen-Nurminen method as described for the primary endpoint in Section 4.2 2. The
effect of treatment will be estimated by the difference in pCR rates together with its
corresponding 95% CI from the stratified Miettmen and Nurnunen’s method with strata
weighting by sample size (1.e. Mantel-Haenszel weights).

The two analyses for pCR (ypT0 ypNO) rate will use stratification factors in accordance
with the pooling strategy as described in Section 4.2 20 for the secondary and exploratory
efficacy endpomts. If there are less than 10 patients in each treatment arm, only the number
and percentage of patients will be provided.

4.2.4 Event-free survival

EFS will be analysed using a stratified log rank test and following the pooling strategy
regarding the secondary and exploratory efficacy endpomts as described in Section 4.2 20
for a meaningful analysis. Please refer to section 4.2 20 for a detailed pooling strategy. The
hazard ratio together with 1ts 95% CI and p-value will be presented provided there are
sufficient number of events (at least 20 events across both treatment arms) for a meamingful
analysis (a hazard ratio less than 1 will favour the active treatment arm). The hazard ratio
and CI will be estimated from a stratified Cox proportional hazards model (with ties =
Efron), and the CI will be calculated using a profile likelihood approach. If there are not
sufficient number of events, only number and percentage of patients with events within
each treatment group will be provided.

Kaplan-Meier (KM) plots of EFS will be presented by treatment arm Summaries of the
number and percentage of patients expeniencing an EFS event and the type of event (e g.
progression or death), those still in survival follow-up, those lost to follow-up, and those
who have withdrawn consent will be provided along with the median EFS for each
treatment arm.
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EFS36 (1.e, 3-year landmark rate of EFS) will be summansed (using the Kaplan-Meier
curve) and presented by treatment arm. EFS landmark analysis will also be summarised at
12 months, 18 months, 24 months and 30 months.

Cox regression analysis adjusting for post-surgery treatments (e g. multivanate stratified
Cox model with post-surgery treatments as fime varying covariates) may be done if there
are sufficient number of events within each combination of covanates. The same
stratification factors will be used as for the EFS pnimary analysis.

Proportional hazards assumption

The assumption of proportionality in the Cox model will be assessed. Proportional hazards

will be tested firstly by exanuning plots of complementary log-log (event times) versus log
(time) and, if these raise concerns, by fitting a fime dependent covariate to assess the extent
to which this represents random vanation.

If a lack of proportionality 1s evident, the varation in treatment effect may be described by
presenting piecewise hazard ratio calculated over distinct time periods. In such
circumstances, the hazard ratio from the primary analysis can still be meaningfully
interpreted as an average hazard ratio over time unless there 1s extensive crossing of the
KM survival curves.

4.2.4.1 Sensitivity and supplementary analyses
Subgroup analyses

Subgroup analyses will be repeated for the same subgroups as described in Section 4.2.2 1,
using a Cox proportional hazards model with treatment as the only covariate. The hazard
ratios and their 95% CIs will be presented on a forest plot mcluding the hazard ratio and
95% CI from the overall primary analysis. If there are too few events available for a
meaningful analysis of a particular subgroup (it 1s not considered appropnate to present
analyses where there are less than 20 events across both treatment groups in a subgroup),
the hazard ratio will not be reported. In this case, only number and percentage of patients
with events within each treatment group will be provided.

4.2.5 Invasive disease-free survival

IDFS will be analysed based on the resected analysis set using the same methodology as
described for EFS (see Section 4.2 4), and following the pooling strategy regarding the
secondary and exploratory efficacy endpoints as described in Section 4.2.20 for a
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meaningful analysis. If there are not sufficient events (less than 20 events across both
treatment groups), only number and percentage of patients with events within each
treatment group will be provided.

4.2.6 Overall survival

OS will be analysed using the same methodology as described for EFS (see Section 4.2 4),
and following the pooling strategy regarding the secondary and exploratory efficacy
endpoints as described i Section 4.2 20 for a meaningful analysis. If there are not
sufficient events, (less than 20 events across both treatment groups), only the number and
percentage of patients with events within each treatment group will be provided.

The number of patients prematurely censored will be summarised by treatment arm. A
patient would be defined as prematurely censored if their survival status was not defined at
the DCO.

In addition, duration of follow-up will be summansed using medians:

e In all patients: Time from randonusation to the date of death (1.e. overall survival)
or to the date of censoring (date last known to be alive).

e In all censored patients: Time from randomsation to the date of censoring (date last
known to be alive).

4.2.6.1 Sensitivity and supplementary analyses

A sensitivity analysis for OS will examine the censoning patterns to rule out attrition bias
with regard to the primary treatment comparisons, aclueved by a KM plot of time to
censoring where the censoning indicator of OS 1s reversed.
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4.2.10 Patient Reported Outcomes (PROs)

Physical functioning will be evaluated using the EORTC QLO-C30 Physical Function scale
(obtained from either the EORTC QLQ-C30 scale or the EORTC-IL19). Symptomatic AEs
will be evaluated using the PRO-CTCAE, EORTC-IL123, EORTC-IL124 and selected
tolerability items from the EORTC QLQ-C30. Overall side-effect bother will be evaluated
using the PGI-TT. Overall HRQoL will be evaluated using the EORTC QLQ-C30
assessment.

Compliance

Summaries of comphiance over time by timepoint and overall will be reported for each PRO
questionnaire where applicable (EORTC QLQ-C30, EORTC Item Library short forms,

PRO-CTCAE, PGL-TT and [SISHEEND)

4.2.10.1 Symptomatic adverse events
PRO-CTCAE analyses will be based upon the SAF. In order to assess reversibility of select
symptomatic AEs, change from the End of Treatment visit will be summarnised by timepomt

in the post-surgery period.

Symptomatic AEs during neoadjuvant period will be summarised using raw (non-
transformed) item-level values, except where otherwise noted. These analyses may include,
but are not limted to:
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e Graphical representation of symptomatic AE responses will be provided, presenting
the proportion of patients reporting each response option of each symptomatic AE at
each time point according to treatment arm.

e Proportion of the worst response option reported by patients for each symptomatic
AF across all available time points.

EORTC Item Library short forms contain items that are intended to describe symptomatic
AFEs and will be based on the SAF and analysed sinularly to the PRO-CTCAE.

4.2.10.2  Overall side effect bother

PGI-TT analyses will be based on the SAF. The proportion of patients reporting each level
of overall side effect bother from the PGI-TT during neoadjuvant treatment and at the End
of Treatment visit, as well as followmng neoadjuvant treatment, will be reported in graphical
and/or tabular format at each timepoint by treatment arm.

The number and percentage of patients for each response at each timepoint will be
summarised mn a figure. The exploratory evaluation of proportion of patient weeks
with/without high side-effect bother will be summarised and described by treatment arm,
where high side effect bother 15 defined as a score of 3 or 4 on the PGI-TT, and the
proportion 1s calculated as the number of weeks scoring a 3 or 4 divided by the number of
total weeks on treatment with available data, calculated across all patients.

4.2.10.3  Physical functioning
Study endponts that evaluate physical function independently, as assessed by the EORTC
QLQ-C30 Physical Function scale, will be analysed based on the SAF.

Number and percentage of patients with detenioration/maintained/improved physical
function will be summarised by treatment arm over time during neoadjuvant period and
then following neoadjuvant period in table and figure. Descriptive summary statistics will
also be provided for each timepoint mcluding absolute scores and change from baseline.

42104 Overall HRQoL
Analyses that evaluate the overall HRQoL using the full EORTC QLQ-C30 assessment,
which mcludes the Physical Function scale, will be analysed using the FAS.

Change from baseline m EORTC QLQ-C30 scale scores will be analysed using a mixed
model for repeated measures (MMRM). The analysis will make use of all data from the
neoadjuvant freatment period. The analysis will be to compare the average treatment effect
over the analysed period, excluding timepoints with excessive missing data (defined as

> 75% mussing data). The model will include treatment, visit, treatment-by-visit interaction,
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the same stratification factors used in the pCR. primary analysis as fixed effects, baseline
score as a covariate and the baseline-by-visit interaction. Restricted maximum likelihood
estimation will be used. Adjusted treatment arm means will be calculated assumung
coefficients for classification effects (1.e, the effects of categorical covanates) proportional
to the margins observed in the group of subjects analysed (e.g., using the OM option in
SAS® PROC MIXED).

An unstructured covariance matrix will be used to model the within-subject error and the
Kenward-Roger approximation will be used to estimate the degrees of freedom. If the fit of
the unstructured covariance structure fails to converge, the following covanance structures
will be tried in order until convergence 1s reached: unstructured correlations, Toeplitz with
heterogeneity, autoregressive with heterogeneity, Toeplitz, autoregressive and compound

symmetry.

Time to deterioration will also be analysed using a stratified log rank test following the
pooling strategy described for the secondary or exploratory endpoint in Section 4.2 20.
Separate analyses will be conducted for the symptom (including single-item scales) and
functioning scales and the global health status/QoL score. The effect of treatment arm (Arm
A/Arm B) versus control arm (Arm C) will be estimated by the hazard ratio together with
its corresponding 95% CI and p-value. Kaplan-Meier plots will be presented by treatment
arm_ Summaries of the number and percentage of patients who have an event, as well as
who were censored, will be provided along with the medians for each treatment.

4.2.11 Healthcare resource use

Information on hospital admissions will be listed, including the type of attendance, the
primary sign or symptom the patient presents with, the dates of hospital admission and the
dates of ICU stays.

To support submussions to payers, additional analyses may be undertaken, and these will be
outlined m a separate Payer Analysis Plan.

4.2.12 Safety analyses

4.2.12.1 General considerations for safety assessments

Safety and tolerability data from all cycles of treatment will be combined and will be
presented by treatment arm using the SAF. Safety summaries will be descriptive only. No
formal statistical analyses will be performed on the safety varnables.
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Where safety data are summarised over time, study day will be calculated in relation to date
of first treatment.

4.2.12.2 Exposure
The following summarnes for exposure will be produced:

e Total exposure

e Actual exposure

e Number of treatment cycles
e RDI

e Summary of delays and interruptions of study treatment

e Summary of patients undergoing surgery, type of surgery and surgical delays

4.2.12.3  Adverse events

AFEs occurring before start of treatment and which did not worsen during the study will be
included in the AE listings but will not be included in the summary tables. These will be
referred to as ‘pre-treatment’.

TEAEsS, as defined in Section 3.6.3, occurring up to 47 days after the last dose of study
treatment and prior to the initiation of the first subsequent anti-cancer therapy (in this
definition, palliative radiotherapy 1s not considered a subsequent cancer therapy) will be
used for reporting in the AE summary tables, unless otherwise specified. This will more
accurately depict safety findings attributable to study treatment only as opposed to
presenting all TEAEs, as they may include AEs likely to be attributable to subsequent
cancer therapy.

All other TEAESs and post-treatment AEs will be included i the AE listings, but not in the
summary tables. AEs occurning 48 days or more after the last dose of study treatment
and/or after a patient has received further therapy for cancer (following discontinuation of
study treatment) will be flagged in the data listings.

However, to assess the longer-term toxicity profile, some of the AE summaries may also be
produced including AEs observed up until 47 days after following last dose of study
treatment, irrespective of mitiation of subsequent cancer therapies.

Adverse events will be coded using the latest or current version of the MedDRA dictionary,
and any missing coding terms should be listed and summarised as "Not coded".
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All AEs, both m terms of current MedDRA system organ class (SOC) and preferred term
(PT) will be summarised descriptively by count (n) and percentage (%) of patients reporting
at least one event for each freatment arm.

Summary mformation (the number and percentage of patients by treatment) will be
tabulated by SOC and PT for:

o all AEs

e all AEs possibly related to study treatment

e AFEswith CTCAE grade 3 or higher

e AFEs with CTCAE grade 3 or higher, possibly related to study treatment
¢ AFEs with outcome of death

e AFEs with outcome of death possibly related to study treatment

e AFs leading to dose reduction and interruption (separately)

e AFs leading to dose reduction, possibly related to study treatment

e AFs leading to dose mterruption, possibly related to study treatment
e All SAEs

e All SAFEs possibly related to study treatment

e AFs leading to discontinuation of study treatment

e AFs leading to discontinuation of study treatment, possibly related to study
treatment

e SAFs leading to discontinuation of study treatment
e AFs leading to surgical delay
e AFs leading to surgical delay, possibly related to study treatment

e AESIs*
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Additionally, an overall TEAE summary of the number and percentage of patients in each
category (excluding those marked with an asterisk above) will be presented.

In addition, a truncated table of most common AEs, showing all events that occur in at least
5% of patients in any treatment group will be summarised by preferred term, by decreasing
frequency in Arm A. This cut-off may be modified after review of the data. When applying
a cut-off (e.g., 5%), the raw percentage should be compared to the cut-off, no rounding
should be applied first (1.e., an AE with frequency 4.9% will not appear if the cut-off 1s
5%). Thus truncated table will be repeated for most common AEs with maximum CTCAE

grade 3 or higher.

A summary of the number and percentage of patients will also be provided by maximum
reported CTCAE grade, SOC, PT and actual treatment arm_

All AEs will be listed along with the date of onset, date of resolution (1f AE 1s resolved),
mvestigator’s assessment of CTCAE grade and relationship to study drug. Frequencies and
percentages of patients reporting each preferred term will be presented (1.e. multiple events
per patient will not be accounted for apart from on the episode level summaries).

In addition, AEs with outcome of death, SAEs, AEs leading to discontinuation of treatment
and AESIs will be listed.

Deaths

A summary of deaths will be provided with number and percentage of patients by treatment
group, categorised as:

e Total number of deaths (regardless of date of death)

e Deaths related to disease under investigation only (as deternuned by the
mnvestigator)

e AFE with outcome of death only

o Sub-category: AE with outcome of death only (AE start date > 47 days after
last treatment dose) (¥)

e Death related to disease under investigation (as determined by the investigator) and
AE with outcome death

CONFIDENTIAL AND PROPRIETARY 01 of121



STATISTICAL ANATLYSIS PLAN AstraZeneca
DO6TRC00001 —ed. 5.0 4-Apr-2025

o Sub-category: Death related to disease under investigation (as determuned
by the investigator) and AE with outcome death (AE start date > 47 days
after last treatment dose) (¥)

e Other deaths (not captured in above categones)

This summary will be repeated for all deaths on-treatment or within 47 days of last dose of
study treatment. The category marked (*) will not appear in this summary.

A corresponding listing will also be produced.

4.2.12.4  Adverse events of special interest
ILD/pneumonitis and left ventricular dysfunction are considered to be AESIs (see Section
3.6.3.2 for further details).

Summaries of ILD/pneumonitis events will be primarily based on adjudicated drug-related
ILD/pneumonitis events from the ILD adjudication commuttee.

ILD/pneumonitis events collected both prior to first dose and after the safety follow-up wall
also be mncluded 1n the summaries.

Summaries of adjudicated ILD/pneumomitis and left ventricular dysfunction events will
include number (%) of patients who have:

o At least one AESI

e At least one AESI by group term, preferred term and maximum reported CTCAE
grade (*)

e At least one AESI by outcome (*)
e At least one AESI leading to interruption of study treatment (*)
e At least one AESI leading to dose reduction of study treatment (¥*)

e At least one AESI possibly related to study treatment (as determined by the
mvestigator for left ventricular dysfunction and by the ILD adjudication committee
for adjudicated ILD/pneumonitis events)

e At least one AESI leading to discontinuation of study treatment (*)

e At least one AESI with outcome recovered/resolved by time of resolution (*)
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In addition, an overall AESI summary will be presented, mncluding the number and
percentage of patients. When summansing adjudicated ILD/pneumonitis events, the
categories marked (*) will only be presented for adjudicated drug-related events.

A summary table presenting number (%0) of patients who had potential ILD/pneumonitis sent
for adjudication will be presented. This will include summanes by outcome and maximum
reported CTCAE grade.

Preferred terms used to identify AESI will be listed before DBL and documented in the
Trnal Master File. Grouped summary tables of certain MedDRA preferred terms will be
produced and may also show the individual preferred terms which constitute each AESI
groupmg. Groupings will be based on preferred terms provided by the medical team prior
to DBL, and a listing of the preferred terms i each grouping will be provided.

Time to the first treatment-emergent AESI will be summarnised for patients with at least one
AESI using descriptive statistics (mean, standard deviation, median, nimmum, maximum).

When summansmg time to and duration of the first treatment-emergent AESI for
adjudicated ILD/pneumonitis events, only adjudicated drug-related events will be
considered.

4.2.12.5 Infusion-Related Reactions
A listing of mfusion-related reactions will be provided.

4.2.12.6  Vital signs
Vital sign parameters (systolic and diastolic BP, pulse, body temperature, respiration rate)
and body weight will be presented for each treatment group.

For each scheduled post-baseline wvisit (including timepoint 1 e, pre-dose, end of infusion),
descriptive statistics for all vital sign parameters will be presented for absolute values and
change from baseline.

4.2.12.7 Electrocardiograms
ECG abnormalities will be listed. A summary of baseline to worst ECG value on treatment
will be provided.

4.2.12.8 Laboratory safety variables

Summaries of laboratory parameters will be based on data collected from date/time of the
first dose of study treatment up to 47 days following last dose of study treatment and before
the mitiation of the first subsequent cancer therapy (palliative radiotherapy 1s not
considered a subsequent cancer therapy), whichever occurs first.
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Laboratory parameters will be presented by treatment group and by visit according to the
visit windows defined in Section 4.1.3. All laboratory data recorded in the eCRF will be
listed, mcluding observed values and change from baseline, and abnormalities.

All values will be classified as low (below range), normal (within range) and high (above
range) based on project-specific reference ranges. As applicable, values will be converted
to AZ preferred umts and will be graded using the CTCAE v5.

For each scheduled post-baseline visit, descriptive statistics for all chinical chemustry and
haematology parameters will be presented for absolute values and absolute change from
baseline. Shaft tables will present movements from baseline to worst CTCAE grade
(maximum or nimmum as applicable).

The laboratory parameters for which CTCAE grade shift outputs will include (but are not
limited to) are:

Haematology:
e Neutrophils (absolute count) - low
e Haemoglobin - low
e Leukocytes (white cell count) - low
e Lymphocytes (absolute count) - low

Platelet count - low

Clinical chenustry:
¢ Albumin - low
e ALP-high
e ALT-high
e AST-high
e Corrected calcium — low and high
e Creatimine - high

e Gamma-glutamyl transferase - high

CONFIDENTIAL AND PROPRIETARY 04 0f 121



STATISTICAL ANALYSIS PLAN AstraZeneca
DO6TRC00001 —ed. 5.0 4-Apr-2025

e Magnesium — low and lhugh

Potassium — low and high

Sodmum — low and high

Total bilirubin - high

A shift table will present laboratory status including change in abnormality (e.g_, low,
normal, high) from baseline to maxumum and nunimum on-treatment value.

A summary of the shift from baseline to maximum on-treatment value will be provided for
troponin.

Hy’s Law

A summary of the patients with potential Hy’s Law will be presented including the number
(%) of patients who have:

e ALT =3x—<5x, >5x — <8x, >8x — <10x, >10x — <20%, and >20x ULN during the
study.

e AST >3x —<5x, >5x — <8x, >8x — <10x, >10x — <20x, and >20x ULN during the
study.

e Total bilimubin >2x — <3x, >3x — <5x, >5x ULN during the study.

e ALT or AST >3x — <5x, >5x — <8x, >8x — <10x, >10x — <20x, >20x ULN during
the study.

e ALT or AST =3x ULN and total bilirubin =2x ULN durning the study (potential Hy’s
law): the onset date of ALT or AST elevation should be prior to or on the date of
total bilirubin elevation irrespective of an increase in Alkaline Phosphatase (ALP)

Liver biochemustry tests (ALT, AST, TBIL, ALP, GGT) results over time will also be
presented graphically for patients with potential Hy’s Law.

Individual patient data where ALT or AST plus total bilirubin are elevated and where the
onset date of ALT or AST elevation 1s prior to or on the date of total bilirubin elevation will
be listed also.

A summary table of the maximum on-treatment AL'T and AST versus maximum on-
treatment total bilirubin will be presented.
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4.2.12.9  Other safety assessments
4.2.12.9.1 Echocardiogram/Multigated Acquisition Scan
A summary of LVEF will be presented, including the worst LVEF CTCAE grade post-

baseline, the baseline LVEF, the end of treatment LVEF and maximum and mimimum, as
well as change from baseline.

4.2.12.9.2 Pulmonary Assessments
Peripheral oxygen saturation over time will be summarised. In addition, pulmonary medical
history will also be summansed and listed.

4.2.12.9.3 Heart failure

The percentage of participants with NYHA Class IIT and I'V heart failure during the
neoadjuvant freatment period and at the end of the study (up to 6 years’ follow-up) will be
summarised by treatment arm using descriptive statistics.

4.2.12.94 ECOG performance status
ECOG performance status will be summansed over fime.

4.2.13 Demographics and baseline characteristics

The following will be summarised for all patients in the FAS (unless otherwise specified)
by treatment arm:

e Patient disposition (including screeming failures and reason for screeming failure)
e Important protocol deviations
e Inclusion in analysis sets
e Demographics (age, age group [<65 and =65 years], sex, race and ethnicity)
e Patient characteristics at baseline (height, weight, BMI)
o BMI will be calculated as: weight (kg)/height (m)*.
e Patient recruitment by region, country and centre
¢ Stratification factors recorded at randonusation on the IRT/RTSM and eCRF

e Disease charactenstics at baseline (ECOG performance status, primary tumour
location, histology type, tumour grade and overall disease classification)

o TNM classification at baseline
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e Medical history (past and current)
e Relevant surgical history
e Disallowed concomutant medications

* Allowed concomitant medications

e Post-discontinuation cancer therapy
e Pulmonary function test at baseline

4.2.14 Concomitant medications and other treatments

Information on any treatment from screening to 47 days after the last dose of study
treatment, with reasons for the treatment, will be recorded in the eCRF. Thereafter, only
subsequent regimens of anti-cancer therapy will be recorded in eCRF.

Medications received prior to, concomutantly, or post-treatment will be coded using the
AstraZeneca Drug Dictionary Anatomical Therapeutic Chemical (ATC) Classification
codes. Concomitant medications will be summarised for the FAS by ATC classification
codes.

For the purpose of inclusion i prior and/or concomutant mediation or therapy summaries,
mncomplete medication or radiotherapy start and stop dates will be imputed as detailed in
Section 4.1.2.

Prior medications, concomitant and post-randomised treatment medications are defined
based on imputed start and stop dates as follows:

e Prior medications are those taken prior to study treatment with a stop date prior to
the first dose of study treatment.

e Conconutant medications are those with a stop date on or after the first dose date of
study treatment (and could have started prior to or during treatment).

» Post-treatment medications are those with a start date after the last dose date of
study treatment.

In addition, all post-treatment anti-cancer medications and surgical procedures will be
summarised for the full analysis set.

The following summaries will be produced:
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e Summary of prior medications
e Summary of concomitant medications
e Summary of post study treatment anti-cancer therapies
Missing coding terms should be listed and summarised as "Not coded".

4.2.15 Pharmacokinetic (PK) Data

All serum concentrations will be listed for each patient in the PK analysis set, for each
sampling time and each dosing day, regardless of whether they are excluded from summary
statistics due to deviation (e.g. as a result of dose mterruption, reduction or missing the dose
before PK sample collection, or sampling time deviation, etc).

Serum concentrations of T-DXd, total anti-HER? antibody, and DXd will be summansed
by nominal sample time using standard summary statistics for PK concentrations
(geometric mean, geometric coefficient of vanation, geometric mean + standard deviation,
arithmetic mean, standard deviation, minimum, maxmmum and n) withun each treatment
arm.

If any deviation 1s considered to have impact upon PK, a patient or particular data for a
patient may be excluded from the PK analysis set.

For data below the lower limit of quantification (LLOQ) the following rules will apply-

e If at a given time point, 50% or less of the serum concentrations are not
quantifiable (NQ), the geometric mean, geometric CV%, mean and standard
deviation will be calculated treating the NQ as missing.

s If more than 50%, but not all, of the concentrations are NQ, the mean, median,
mimmum and geometric mean are presented as “< LLOQ” and the geometric CV%
and standard deviation will be reported as NA.

Further population PK and exposure-response analyses may be carried out and will be
reported separately from the main CSR.

4.2.16 Immunogenicity Data
Immunogenicity data will be summansed and listed for the ADA evaluable set.
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If a patient 15 ADA+ and their titre measurement 1s “<x” or “<x” then impute as x_ If a
patient 1s ADA- and their titre measurement 1s “<x” then set to nussing. If a patient’s titre
result 1s “NRR’ (No result recorded) or “NA” then set to missing.

Immunogenicity results will be listed by patient for all patients in the ADA evaluable set. A
summary, mclusive of mmimum, maximum, and median of maximum post-baseline titres,
will be provided of the number and percentage of patients who develop detectable
ant1-T-DXd antibodies by ADA categories (see Section 3.8). ADA categories will be listed.
Anti-drug antibody titre and neutralising ADA data will be listed for samples confirmed
posttive for the presence of ant1-T-DXd antibodies.

The effect of immunogenicity as well as the effect of its neutralising properties on PK,
efficacy, and safety may be evaluated, 1f the data allow.

4,217 Biomarker Data

The relationship of baseline HER? expressi
to clinical outcomes

(including but not restricted to) of pCR,, EFS and OS may be presented.

Summaries and analyses for exploratory biomarkers will be documented in a separate
analysis plan and will be reported outside the CSR. 1n a separate report.

4,2.18 Residual Cancer Burden

A summary of the RCB will be provided on the FAS including the percentage of patients
by RCB class after central pathological evaluation, and also in the same table the combined
percentage of patients with erther RCB 0 or 1.

4.2.19 COVID-19

Additional analyses may be performed to explore the impact of COVID-19 on key efficacy
and safety endpoints, for example repeating the AE summaries separately for patients
where events are attnbuted to COVID-19.

4.2.20 Pooling strategy

Stratified Miettinen and Nurminen’s method, log rank tests, Cox proportional hazards
models and logistic regression models will adjust for the following stratification factors (as
defined according to data from the IRT at time of randonusation, even if 1t 1s subsequently
discovered that these values were incorrect):

s HER? status (IHC3+ vs other)
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e HR status (positive vs negative).

To ensure results are robust, at least 5 patients (or 5 events for a time to event endpoint) per
treatment arm in each stratum are required (Silcocks, 2012; Vittinghoff & McCulloch,
2007), where a stratum 15 defined as stratal *strata?. So with 2 stratification factors, each
with 2 levels, there are 2*2=4 strata. Stratification factors will be removed from the model
in the following order, until there are at least 5 patients per treatment arm in each stratum-
HER? status, HR status. The primary analysis of primary endpomt (pCR- ypT0/T1s ypNO)
will be conducted m accordance with the pooling strategy defined above. All sensitivity and
supplementary analyses of the primary endpoint will be adjusted for the same stratification
factors used in the primary analysis of the primary endpoint. Analyses of all secondary and
exploratory endpoints will be adjusted for the same stratification factors used in the primary
analysis of the primary endpoimnt. However, 1f there are secondary or exploratory endpoints
that still do not conform to the requirement on the mimimum number of patients (or number
of events for ime to event endpoints) when using the same stratification factors as that in
the pnimary analysis of the pnmary endpont, an unstratified or unadjusted analysis will be
conducted 1f there are sufficient number of patients or events (refer to section of each
secondary or exploratory endpoints for the mnimum number of patients or events required
for conducting an analysis).

S INTERIM ANALYSES

5.1 Futility analysis

A futility analysis for pCR (ypT0/T1s ypNO) based on central assessment will be performed
when appmximately. patients '% of the intended population) are treated and have had
the opportumty to be assessed for pCR or have disconfinued or withdrawn from treatment.
The DCO for this analysis 1s expected appmximatel}r. months after the first patient 1s
randomised.

The objective of the futility analysis 1s to assess whether to terminate Arm A or Arm B due
to futility. The proportion of pCR. in Arm A and Arm B will each be compared to the
proportion of pCR. in Arm C.

The suggestion to stop Arm A or Arm B will be
considered 1f the rate of pCR. 1n a T-DXd treatment arm 1s lower than the rate of pCR. n
Arm C by more than g% 1.e.
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_ The analysis 1s based on the observed pCR rates of each

treatment arm. The 95% CI of the pCR rates will be provided using the Clopper-Pearson
exact method. The differences in the observed pCR rates between the active treatment arms
(Arm A and Arm B) and the control arm (Arm C) will be reported using point estimates
and their two-sided 95% CIs by the Miettinen and Nurminen method (Miettinen &
Nurminen, 1985).

As supportive summaries, the following will be provided:

e An analysis, which 1s based on stratified Miettinen and Nurminen with HR status
and HER? status considered as stratification factors, will be performed to assess
differences i pCR rates.

e Kaplan-Meier plots of event-free survival will be presented by treatment arm.

To ensure results are robust for the stratified pCR. analysis for FA, at least 5 patients per
treatment arm in each stratum are required, where a stratum 1s defined as stratal *strata2, so
with 2 strafification factors, each with 2 levels, there are 2%*2 = 4 strata. Stratification
factors will be removed from the model in the following order, until there are at least 5
patients per treatment arm in each stratum: HER? status, HR status. The stratification
variables will be defined according to data from the IRT, even if 1t 1s subsequently
discovered that these values were incorrect.

5.2 Independent data monitoring committee

Interim safety momtoring will be conducted by an independent data monitoring commuttee
(IDMC). An IDMC will be established to monitor data on an ongoing basis to ensure the
continuing safety of patients enrolled in this study, to ensure the integrity of the study, and
to oversee the planned pCR-based futility analyses. The mmtial safety review will take place
after approximately 60 patients have been randonuised or after 6 months, whichever occurs
earlier. The IDMC will meet at least every 6 months thereafter until the last patient has
completed neoadjuvant treatment. Following each meeting, the IDMC will report to the
sponsor and may recommend changes in the conduct of the study.

The IDMC will also specifically monitor the following:
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e Proportion of patients who did not have definitive surgery within the study-
specified window.

e Discontinuation rates of study treatment due to ILD/pneumonitis.
e Overall rates of premature study treatment discontinuation.

For the pCR-based futility analysis, the IDMC will review unblinded study data and inform
AstraZeneca as to whether the futility boundaries are met.

This committee will be composed of therapeutic area experts and biostatisticians, who are
not employed by AstraZeneca and are free from conflict of interest.

Following the reviews, the IDMC will recommend whether the study should continue
unchanged, be stopped, or be modified mn any way. Once the IDMC has reached a
recommendation, a report will be provided to AstraZeneca. The report will include the
recommendation, any potential protocol amendments, and will not contain any unblinding
information.

The final decision to modify or stop the study will sit with the sponsor. The sponsor or
IDMC may call additional meetings 1f at any time there 1s concern about the safety of the
study.

Full details of the IDMC procedures and processes can be found in the IDMC Charter.
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6 CHANGES OF ANALYSIS FROM PROTOCOL

The following 1s a list of changes from the CSP, version 5.0 (15 April 2024).

Section 2.1.3 Summaries using the safety analysis set will be presented using the treatment
arms to which the patients were randomised, rather than freatment actually recerved.

Sections 42 3,4.2.5,42.6.1 and 4.2 8 Subgroup analyses will not be performed for the
secondary pCR endpomnt, IDFS, DMFS or OS.

Section 4.2.12 8 The frequency table for urninalysis with number of patients reporting at
least one treatment emergent increase in baseline category will not be presented. The shift
table for urinalysis with baseline assessment against the maximum on treatment category
will not be presented.

Section 4.2.19 Summaries of data relating to patients diagnosed with COVID-19, and
mmpact of COVID-19 on study conduct (in particular nussed visits, delayed or discontinued
study intervention, and other protocol deviations) will not be generated.

Section 4.2.11 Descriptive statistics on hospital adnussions will not be provided.

Section 4.2.2 1 Added additional sensitivity analysis for pCR rates using eCRF/TPV
stratification rather than IRT.

Section 4.2 4 Added additional EFS landmark analyses at 12m, 18m, 24m and 30m.

Section 2.1.2 and Section 3.1 4 Added extra sentence to state that patients who have
margins which cannot be determuned should also be excluded from the resected analysis
set.
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Appendix A Definition of visit windows for analysis of PROs
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A2 Visit windows for PGI-TT

Table 17 Visit windows for PGI-TT
PGI-TT will use the following visit window

AstraZeneca
4-Apr-2025

Window period / Minimum day Target day Maximum day
Analysis visit

Baseline 1

Study day 08 2 8 11
Study day 15 12 15 18
Study day 22 19 22 25
Study day 29 26 29 32
Study day 36 33 36 39
Study day 43 40 43 46
Study day 50 47 50 53
Study day 57 54 57 60
Study day 64 61 64 67
Study day 71 68 71 74
Study day 78 75 78 81
Study day 85 82 85 88
Study day 92 89 92 95
Study day 99 96 99 102
Study day 106 103 106 109
Study day 113 110 113 116
Study day 120 117 120 123
Study day 127 124 127 130
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Window period / Minimum day Target day Maximum day

Analysis visit

Study day 134 131 134 137

Study day 141 138 141 144

Study day 148 145 148 151

Study day 155 152 155 158

Study day 162 159 162 End of treatment date

-8

End of treatment End of treatment date | End of treatment date | End of treatment date
iy +7

Safety follow-up End of treatment date | max(Date of max(Date of

month 03 +38 surgery, Date of surgery, Date of

EOT wisit) + 90 EOT wisif) + 135

Safety follow-up max(Date of max(Date of max(Date of

month 06 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 136 EOT visit) + 180 EOT visit) + 225

Safety follow-up max(Date of max(Date of max(Date of

month 09 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 226 | EOT visit) +270 | EOT visit) + 315

Safety follow-up max(Date of max(Date of max(Date of

month 12 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 316 EOT visit) + 360 EOT visit) + 405

Safety follow-up max(Date of max(Date of max(Date of

month 15 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 406 EOT visit) + 450 EOT visit) + 495

Safety follow-up max(Date of max(Date of max(Date of

month 18 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 496 EOT visif) + 540 EOT visit) + 585
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EOT visit) + 1036

EOT visit) + 1080

Window period / Minimum day Target day Maximum day
Analysis visit
Safety follow-up max(Date of max(Date of max(Date of
month 21 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 586 EOT visit) + 630 EOT visit) + 675
Safety follow-up max(Date of max(Date of max(Date of
month 24 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 676 EOT visit) + 720 EOT visit) + 765
Safety follow-up max(Date of max(Date of max(Date of
month 27 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 766 EOT visif) + 810 EOT visit) + 855
Safety follow-up max(Date of max(Date of max(Date of
month 30 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 856 EOT visit) + 900 EOT visit) + 945
Safety follow-up max(Date of max(Date of max(Date of
month 33 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 946 EOT visit) + 990 EOT visit) + 1035
Safety follow-up max(Date of max(Date of
month 36 surgery, Date of surgery, Date of
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A3 Visit windows for PRO-CTCAE

Table 18 Visit windows for PRO-CTCAE
PRO-CTCAE will use the following visit window

AstraZeneca
4-Apr-2025

Window period / Minimum day Target day Maximum day
Analysis visit

Baseline 1

Study day 08 2 8 11
Study day 15 12 15 18
Study day 22 19 22 25
Study day 29 26 29 32
Study day 36 33 36 39
Study day 43 40 43 46
Study day 50 47 50 53
Study day 57 54 57 60
Study day 64 61 64 67
Study day 71 68 71 74
Study day 78 75 78 81
Study day 85 82 85 88
Study day 92 89 92 95
Study day 99 06 99 102
Study day 106 103 106 109
Study day 113 110 113 116
Study day 120 117 120 123
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Window period / Minimum day Target day Maximum day

Analysis visit

Study day 127 124 127 130

Study day 134 131 134 137

Study day 141 138 141 144

Study day 148 145 148 151

Study day 155 152 155 158

Study day 162 159 162 End of treatment date

-8

End of treatment End of treatment date | End of treatment date | End of treatment date
-7 +7

Safety follow-up End of treatment date | max(Date of max(Date of

month 03 +38 surgery, Date of surgery, Date of

EOT visif) + 90 EOT visit) + 135

Safety follow-up max(Date of max(Date of max(Date of

month 06 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 136 EOT visit) + 180 EOT visit) + 225

Safety follow-up max(Date of max(Date of max(Date of

month 09 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 226 EOT visit) + 270 EOT visit) + 315

Safety follow-up

max(Date of

max(Date of

month 12 surgery, Date of surgery, Date of
EOT wisit) + 316 EOT wisit) + 360
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A4 Visit windows for EORTC QLQ-C30

Table 19 Visit windows for EORTC QLQ-C30
The EORTC QLQ-C30 will use the following visit windows.

AstraZeneca
4-Apr-2025

Window period Minimum day Target day Maximum day
Baseline 1
Study day 29 2 29 43
Study day 57 44 57 71
Study day 85 72 85 99
Study day 113 100 113 127
Study day 141 128 141 End of treatment date
-8
End of treatment End of treatment date | End of treatment date | End of treatment date
-7 +7
Safety follow-up End of treatment date | max(Date of max(Date of
month 06 +38 surgery, Date of surgery, Date of
EOT visit) + 180 EOT visit) + 270
Safety follow-up max(Date of max(Date of max(Date of
month 12 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 271 EOT visit) + 360 EOT visit) + 405
Safety follow-up max(Date of max(Date of max(Date of
month 15 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 406 EOT visit) + 450 EOT visit) + 495
Safety follow-up max(Date of max(Date of max(Date of
month 18 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 496 EOT visif) + 540 EOT visit) + 585
Safety follow-up max(Date of max(Date of max(Date of
month 21 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 586 EOT visit) + 630 EOT visit) + 675
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Window period Minimum day Target day Maximum day
Safety follow-up max(Date of max(Date of max(Date of
month 24 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 676 EOT visit) + 720 EOT visit) + 765
Safety follow-up max(Date of max(Date of max(Date of
month 27 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 766 EOT visif) + 810 EOT visit) + 855
Safety follow-up max(Date of max(Date of max(Date of
month 30 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 856 EOT visit) + 900 EOT visit) + 945
Safety follow-up max(Date of max(Date of max(Date of
month 33 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 946 EOT visit) + 990 EOT visit) + 1035

Safety follow-up
month 36

max(Date of

surgery, Date of
EOT visit) + 1036

max(Date of

surgery, Date of
EOT visif) + 1080
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AS Visit windows for EORTC 11.123

Table 20 Visit windows for EORTC 11123

The EORTC IL123 will use the following wvisit windows.

AstraZeneca
4-Apr-2025

Window period Minimum day Target day Maximum day
Baseline 1
Study day 29 2 29 43
Study day 57 44 57 71
Study day 85 72 85 99
Study day 113 100 113 127
Study day 141 128 141 End of treatment date
-8
End of treatment End of treatment date | End of treatment date | End of treatment date
iy +7
Safety follow-up End of treatment date | max(Date of max(Date of
month 03 +38 surgery, Date of surgery, Date of
EOT visif) + 90 EOT visit) + 135
Safety follow-up max(Date of max(Date of max(Date of
month 06 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 136 EOT visit) + 180 EOT visit) + 225
Safety follow-up max(Date of max(Date of max(Date of
month 09 surgery, Date of surgery, Date of surgery, Date of
EOT visit) + 226 EOT visit) + 270 EOT visit) + 315

Safety follow-up

max(Date of

max(Date of

month 12 surgery, Date of surgery, Date of
EOT visit) + 316 EOT visit) + 360
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Ab Visit windows for EORTC 11.124

Table 21 Visit windows for EORTC IL124
The EORTC IL124 will use the following wvisit windows.

Window period / Minimum day Target day Maximum day
Analysis visit

Study day 08 8 11
Study day 15 12 15 18
Study day 22 19 22 29
Study day 36 30 36 39
Study day 43 40 43 46
Study day 50 47 50 57
Study day 64 58 64 67
Study day 71 68 71 74
Study day 78 75 78 85
Study day 92 86 02 95
Study day 99 96 99 102
Study day 106 103 106 113
Study day 120 114 120 123
Study day 127 124 127 130
Study day 134 131 134 140
Study day 148 141 148 151
Study day 155 152 155 158
Study day 162 159 162
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A7 Visit windows for EORTC I1.125

Table 22 Visit windows for EORTC IL125

The EORTC IL125 will use the following wvisit windows.

AstraZeneca
4-Apr-2025

Window period /
Analysis visit

Minimum day

Target day

Maximum day

Safety follow-up
month 03

max(Date of

surgery, End of
treatment date) + 90

max(Date of

surgery, End of
treatment date) + 135

Safety follow-up
month 06

max(Date of

surgery, End of
treatment date) + 136

max(Date of

surgery, End of
treatment date) + 180

max(Date of

surgery, End of
treatment date) + 225

Safety follow-up
month 09

max(Date of

surgery, End of
treatment date) + 226

max(Date of

surgery, End of
treatment date) + 270

max(Date of

surgery, End of
treatment date) + 315

Safety follow-up
month 12

max(Date of

surgery, End of
treatment date) + 316

max(Date of

surgery, End of
treatment date) + 360
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AS Visit windows for EORTC IL.19

Table 23 Visit windows for EORTC IL19
The EORTC IL19 will use the following visit windows.

AstraZeneca
4-Apr-2025

Window period / Minimum day Target day Maximum day
Analysis visit
Study day 08 8 11
Study day 15 12 15 18
Study day 22 19 22 29
Study day 36 33 36 39
Study day 43 40 43 46
Study day 50 47 50 57
Study day 64 58 64 67
Study day 71 68 71 74
Study day 78 75 78 85
Study day 92 86 02 95
Study day 99 96 99 102
Study day 106 103 106 113
Study day 120 114 120 123
Study day 127 124 127 130
Study day 134 131 134 140
Study day 148 141 148 151
Study day 155 152 155 158
Study day 162 159 162 End of treatment date
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Window period /
Analysis visit

Minimum day

Target day

Maximum day

treatment date) +
181

treatment date) +
270

Safety follow-up End of treatment date | max(Date of max(Date of surgery,

month 03 +1 surgery, End of End of treatment date) +
treatment date) +90 | 180

Safety follow-up max(Date of max(Date of

month 09 surgery, End of surgery, End of
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A9

Table 24 Visit windows for WHO/ECOG performance status for Arms A & B —
T-DXd monotherapy and T-DXd THP
The WHO/ECOG performance status questionnaire will follow the visit window below

(Q3W for eight cycles):

Visit windows for WHO/ECOG performance status

Window period Minimum day Target day Maximum day

Baseline 1

Study day 22 2 22 32

Study day 43 33 43 53

Study day 64 54 64 74

Study day 85 75 85 95

Study day 106 96 106 116

Study day 127 117 127 137

Study day 148 138 148 End of treatment date - 8

End of treatment | End of treatment date | End of treatment date | For patients who complete

-7 treatment, use date of

surgery. For patients who
discontinue before
completion, use date of
discontinuation + 7.

Pre-surgery / Date of surgery - 14 Date of surgery

definitive surgery

Safety follow-up | Date of surgery + 1 End of treatment date

+47
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Table 25 Visit windows for WHO/ECOG performance status for Arm C — ddAC-THP
The WHO/ECOG performance status questionnaire will follow the visit window below

(Q2W for four cycles then Q3W for four cycles):

AstraZeneca
4-Apr-2025

Window period Minimum day Target day Maximum day
Baseline 1
Study day 15 2 15 22
Study day 29 23 29 36
Study day 43 37 43 50
Study day 57 51 57 67
Study day 78 68 78 88
Study day 99 89 99 109
Study day 120 110 120
End of treatment End of treatment date | End of treatment date
-7
Pre-surgery /
definitive surgery
Safety follow-up End of treatment date
+47
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