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Surgery/Procedure Clinical Trial Protocol Template for Ramathibodi EC Submission
Based on STANDARD PROTOCOL ITEMS: RECOMMENDATIONS FOR INTERVENTIONAL TRIALS (SPIRIT) 2025 checklist

(https://doi.org/10.1016/ S0140-6736(25)00770-6)

(All information can be written in Thai or English. Descriptions in red must be deleted before submission)
vianewe: vudeiatesen adinuuuunesy mnlliiideyanifestes Wssydr” Liil” @auamgieSueduneen) wvansasyseasdendunwingld

Study Title (English):

Study Title (Thai):

Principal

investigator:

<please include name, affiliation and contact data, sicned and dated CV is

required in separate documents>

Co-investigator(s):

<please include name, affiliation and contact data, signed and dated CVs of all
co-investigators are required in separate documents>
<Please remark who is the major advisor for student/resident research project>

Sponsor or planned
sponsor, grant,
scholarship <if
applicable>:

- Detail all sources and types of financial, material, and other support.

- Name and contact information for the trial sponsor or intended funding sources.

- please note that Mahidol University do not allow using of healthcare insurance or
beneficiary for research purpose. If the investigator believes that all study
procedures in the study are within reimbursable standard of care, please enclose

letter of confirmation from the head of the department. >

Conflict of Interest:

< describe any potential issue that the outcome of the research may lead to a
investigators’ personal advantage, and that might compromise the integrity of the
research. If in doubt, please declare anything that consider be related.

- Do investigator or their immediate family or someone with whom they are in a
close personal relationship is employed, working, owning stock for private
company that sponsor the clinical trial?

- Do investigators receive lecture honorarium or any paid services (e.g.
consultancy, advisory) from private company that sponsor this clinical trial and
how much?

- In case of receiving educational non-restrictive grant, letter of intent from
sponsor is needed.>

*** If Ethics committee consider investigators intentionally conceal COI, Ethics
Committee may disapprove the protocol.***

Study sites
(list all as planned):

<please include all study site(s) e.q., Phaya Thai, CNMI campus, Siriraj Hospital>

Trial registration:

< Trial identifier and registry name. If not yet registered, name of intended registry

database>

(1d Version wazduinnasandnisiUasuwdauilulasenis)  Version...... Date....ccc..
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Background and

Significance:

< This section is based on your research question. How would you answer the
questions and give explanations to your answer? What are the assumptions and
relationships?

Justification of your conducting this study based on existing knowledge and your
research question.

*** |f Ethics committee consider this section as inadequate in details, too
short, containing irrelevant information, or incorrect data; Ethics Committee
may disapprove the protocol. ***

- Describe the disease/problem including incidence

- Describe current standard treatments

- Description of the study drug/intervention
- Provide summary of previous pre-clinical studies, and relevant clinical
studies. Details should be enough to show that thorough literature reviews
have been done, and investigator has adequate expertise in that research
topic.
- Each reference from the literature should be cited in the text using
superscript or blanket/parentheses arabic numerals. List of references
should be put at the end of protocol.
- In the last paragraph, please state the main purpose/rational of the
study summarizing all the information provided in your background
section

Objectives:

Primary Objective:

< The primary objective is the main question to be answered by the results of the

study, which determines study design and sample size. >
The estimand is a precise description of the treatment effect to be
quantified in order to answer the trial's research objective.

< use action verb and clearly describe population, intervention, control, and

outcome.>
objectives Endpoints (estimand)
To evaluate the efficacy of Proportion of participants stay in

procedure xxx in reducing hospital hospital less than 48 hours after
length of stay in adult population surgery
compairing with standard treatment

Secondary

Objectives (if any):

< Secondary objectives are additional questions to be addressed, if possible,
which can be two or three can be dependent or independent of the primary
objective.>

objectives Endpoints (estimand)

To assess the safety procedure xxx | Incidence of readmission within 7

days after discharge

(1d Version wazduinnasandnisivasuwdauilulasenis)  Version...... Date............
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Study <Include the description of study type (double-blinded, placebo-controlled,
design/methodology: | open/off label, parallel or crossover design, randomized, quasi-experiment),
allocation ratio, and framework (e.g., superiority, equivalence, noninferiority,
exploratory). Type of study and design should be decided based on the
proposed primary objectives.

For example:

“This is a randomized, double-blind, active-control superiority study to evaluate
the efficacy and safety of procedure xxx versus standard treatment in adult

participants indicated for surgery.”

*** A study flow diagram (trial schema, or clinical trial flow) is

required as the following example. ***

Study Treatment
Characteristics Details
Design, Phase
R
Key Eligibility | A —{ Arm 1 (Experimental) j—
e g Endpoints and
Sample Size (n) | O —— Follow-up Out_comes
M Primary
Stratification 1 Secondary
Factors 4
E —| Arm 2 (Control/Placebo) }—
Ratio [ AN N N N T
| L DL S L L
Timeline
Endpoint measurement
Study Population < Details of the population to be included in the study>
Inclusion Criteria: <In order to be eligible to participate in this study, a subject must meet all of the

following criteria. Ethically, investigator should always include only participants
that are likely to get benefit from the study intervention>

Exclusion criteria <A potential subject who meets any of the following criteria will be ineligible to
participate in the study. Ethically, investieator should always exclude participants
that are likely to be harm from the study intervention e.g., drug allergy, having
contraindication, underlying diseases.>

***Do not defining exclusion criteria as the direct opposite of inclusion criteria***

Discontinuation/with | < Details of the criteria that participants need to stop study drug procedure to
drawal criteria: safety reason e.g., side effect of treatment, participant request, or progression of
disease that required standard treatment.>

***discontinuation criteria will relate to events happened after enrollment and

mainly for participants’ safety, please do not confuse with exclusion criteria***

(1d Version wazduinnasandnisivasuwdauilulasenis)  Version...... Date
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Study Interventions/

Provide the name or a phrase that describes the intervention.

procedures ***The following details need to be sufficient to allow replication***

Why Describe any rationale, theory, or goal of the elements essential
to the intervention.

Materials -Describe any physical or informational materials used in the
intervention,

-Provide citation(s) on where more information of the materials
can be accessed (e.g. online appendiix, URL).

Procedures Describe each of the procedures, activities, and/or processes used in
the intervention, including any enabling or support activities.

Who For each of intervention provider (e.¢. surgeon, psychologist,

provided physical therapist, nursing assistant), describe their expertise,
background and any specific training given.

How Describe the modes of delivery (e.¢. face-to-face or by some other
mechanism, such as intemet or telephone) of the intervention and
whether it was provided individually or in a group.

Where Describe the type(s) of location(s) where the intervention occurred,
including any necessary infrastructure or relevant features.

When and Describe the number of times the intervention was delivered and

How much over what period of time including the number of sessions, their
schedule, and their duration, intensity or dose.

Tailoring If the intervention was planned to be personalized, titrated or
adapted, then describe the decision criteria and how to do so.

Modifications | If the intervention was modified during the course of the studly,
describe the changes (what, why, when, and how).

Comparator/Control | <provide details of comparator/control in details to allow replication

If control group is standard treatment/routine care, please provide adequate
details of such standard treatment/routine care.>

please provide justification for using such comparator/control especially sham

procedure >

Sequence generation

Provide following information
- Who will generate the random allocation sequence and the method used
- Type of randomization (simple or restricted) and details of any factors for
stratification. To reduce predictability of a random sequence, other details of
any planned restriction (for example, blocking) should be provided in a
separate document that is unavailable to those who enroll participants or

assign interventions

Allocation
concealment

mechanism

Provide following information
- Mechanism used to implement the random allocation sequence (for
example, central computer/telephone; sequentially numbered, opaque,
sealed containers), describing any steps to conceal the sequence until

interventions are assigned.

(1d Version wazduinnasandnisivasuwdauilulasenis)  Version..... Date............
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Implementation

Provide following information

- Who are the personnel who will enroll research participants?
- Who will assien participants to the interventions?

- Who will have access to the random allocation sequence?

Blinding (masking):

- Describe who will be blinded after assignment to interventions (e.g., trial
participants, care providers, outcome assessors, data analysts), and how

- If blinded, circumstances under which unblinding is permissible, and
procedure for revealing a participant’s allocated intervention during the trial

e.¢., having serious adverse event.

Participant timeline

and Procedures:

- Provide time schedule of enrolment, interventions (including any run-ins and
washouts), assessments, and Visits for participants.

- Please indicate any visit(s)/test(s) is standard/routine and any visit(s)/test(s) is
for the purpose of research

- A schematic diagram or table is highly recommended.

For example:

ASSESSMENT SR VBT VIS 2 VIS 3 VST4  FINALVISIT
Informed Consent X

Demographics X

Medical History X

General Physical Exam X

Treatment Administration Form X

Adverse Events Form X X X X X

Outcomes/endpoints

- Describe primary, secondary, and other outcomes, including the specific
measurement parameters/variables and time point for each outcome
according to objectives.

- Explanation of the clinical relevance of chosen efficacy and harm outcomes
is strongly recommended.

Choosing clinical outcome as primary outcome is highly recommended in
clinical trial that may increase significant health risks or burdens to

participants and their families. Using surrogate outcome may be

disapproved due to unbalance risk/benefit ratio.

Harms/risks:

Describe how harms/risk are defined and will be assessed, and how these could
be managed. Also, in this section should be listed safety measures, as identified
in laboratory findings, methods and timing for safety parameters based on the

risk profile,

(1d Version wazduinnasandnisidsuwdauilulasenis)  Version...... Date....ccc..
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Adverse Event

Reporting:

< This section should list any expected adverse events. Any toxicities seen in
earlier studies should be mentioned here. definitions for adverse events (AE) and
serious adverse events (SAE) and laboratory values used to identify their
possibility, time frames for reporting and collecting information on AEs and SAEs,
the reporting system, how AEs will be followed up on, and what the specific

guidelines for independent monitoring.>

Trial monitoring:

Explanation of any interim analyses and stopping guidelines, including details of data
monitoring committee (DMC); summary of its role and reporting structure; statement of
whether it is independent from the sponsor and funder; conflicts of interest.

Alternatively, an explanation of why a DMC is not needed.

Data collection
methods:

Plans for assessment and collection of trial data, including any related processes
to promote data quality (for example, duplicate measurements, training of
assessors) and a description of trial instruments (for example, questionnaires,
laboratory tests) along with their reliability and validity,

*** Data collection forms/case record form (CRF) must be included as a

separate document. ***

Compliance and
adherence

Plans to promote participant retention and complete follow-up.

Sample size

determination:

- The number of subjects should always be large enough to provide a reliable
answer to questions addressed. Also, the size of detectable differences
should be of clinical relevance.

- The number of subjects is usually determined by the primary objective of
the trial. If the sample size is determined on some other basis, then this
should be clearly described and provide justification.

- There are many formulas to calculate the size of the study population. It
should be clear which method is used and the reasons why this method has
been chosen. For non-inferiority clinical trial, sample size should be
calculated based on clinical-relevant non-inferior margin.

- Suggest to seek advice from a statistician to help you with this matter.

*** Method and references for data used for sample size calculation are required ***

Statistical Analysis
Plan:

Describe

- Statistical methods used to compare groups for primary and secondary
outcomes (as described in objectives).

- How missing data will be handled.

- how the data will be statistically analysed, including information on analysis
population (e.g., intention-to-treat or per protocol) to be included in the
analyses.

- Planned subgroup analysis should be described here.

It is recommended to consult a biostatistician for details in this section. Deviation

from the protocol may be considered as data falsification.>

(1d Version wazduinnasandnisivasuwdauilulasenis)  Version...... Date..........
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Recruitment

procedure:

- Explain strategies for achieving adequate participant enrolment to reach
target sample size.

- Please specify means to recruit participant e.g., poster, social media,
personal contact.

- The patient advertisement document e.g., letter, poster must be attached as

a separate document.

Informed Consent

Process:

Please give a description of the recruitment and informed consent procedures.

- How, when, where and by whom (investigator, supervising doctor, other person)
will subjects be informed about the study and asked for their consent?

- In participants with presumed limited decision capacity (e.g. dementia,
sedated, encephalopathy), assessment of cognitive function or seeking
consent from legally authorised representative are needed.

- How much time will they be given to consider their decision?

<The informed consent form must be attached as a separate document.>

<For study in children and adolescent age 7 to 18 years, assent with

languages appropriate for ages must be included as separate documents.>

Privacy and
confidentiality (Data

Management Plan) :

According to Thai Personal Data Protection Act 2019, this section is mandatory.

- Who will be responsible for data management?

- How will new data be collected or generated?

- What data (for example the kind, formats), will be collected or generated?

- How will the data be organized and recorded to ensure for both quality
control and reproducibility?

- How will data be stored and backed up during the research?

- How will data security and protection of sensitive data be taken care of
during the research?

- How will compliance with legislation on personal data and on security be
ensured If personal data are collected, stored, or processed?

- Who, which investigators and research staff, will have access to biospecimens
and data?

- How will data access be controlled?

- Any plans for sharing or providing access of the data to others outside
Mahidol University. Data sharing agreement will be required.

- Outline the plan for data preservation and give information on how long the

data will be retained.

(1d Version wazduinnasandnisivdsuwdauilulasenis)  Version...... Date....ccc..
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Ethical = Risks to participants and how to minimize the risks:
consideration: <Identify any risks and burdens involved while conducting the study and
procedure to minimize such risk/burden>
- Direct Benefits to Participants
< A direct benefit refers to a health advantage experienced by
current participants as a direct result of the intervention in the study. It
does not include the potential for knowledge gain, benefits to future patients,
routine clinical services/treatment/testing, unnecessary clinical services/tests, or
monetary compensation. Please do not overclaim.>
- Scientific or social value
<Include potential knowledge advancement or application to the society.>
Example: This study does not present the prospect of direct benefit to the
participants. However, the study does provide an opportunity to gain a better
understanding of......
- Justification if enrolling potentially vulnerable subjects.
<Please specify the justification for enrolment of children and/or
incapacitated adults participating in research especially clinical trial that does
not provide direct health benefit. This should also be specified in the informed
consent.>
- Travel compensation and compensation for injury
<Please describe any special incentives, compensation, or treatment
that subjects will receive through participation in the study.>
- Plan of board consent
<Plans for collection, laboratory evaluation, and storage of biological
specimens for genetic or molecular analysis in the current trial and for future use

in ancillary studies, if applicable>

Study Timeline: <Provide timetable of the study>

For Example:

screening, enrollment, ----6 months from January 20xx to June 20xx
treatment phase ----- 6 months from ...

data collection and data analysis -----2 months from ...

Budget: <Describe planed budget for each category e.g., study-related care, study
intervention, laboratory testing, participant travel compensation.>

References: <List all the references used in the background section at the end of the

protocol. Vancouver or AMA style is preferred.>

SIGNATUre .o Principal Investigator
(e )
Date...oieee

SIGNATUIE. ..o Major Advisor (if any)
(e )
Date...cieeie
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TURLLA M‘?@rﬁifamﬁi"nlﬁmuﬁluj WUINRNSANBHLNTNTZANE (mnm@ﬁmﬁi@uﬁﬁmﬁmiﬂmm y9a FNC 439
imprint cytology)

nednazazsfainuinaunIakfa a1dunsaen nIRmALINLNTY Sandmnas WAZNITRNZAARUTAR
ansntimaedllama  (ine needle  aspiration cytology, FNC) Ilnsdndilaeiiluananainsidaldmnaan
fautnuaeuda linunfinLnAdaay (non-palpable, or palpable but possibly normal, lymph nodes) luidn
AnImsannesadasininfvisely Inaaziinnsnsa FNC vieliAld uaziflonsaa FNC azwivitelaimuimaduzifei 1
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WA QRAWY N1IANE VTN NaRIIaN1EIneN nadtadeduilanaudfin (§18) uardunnnsuna n1ednsves
PUFMNNARTEN (ANTZUL AJCC, 7th edition, 2010) HALABNAIDHNFALANLN NALTZLHUG TN INABURNFAR (391D
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ECOG status) Afsnmannunneldinendas nozianssd innssvy (Inagide) 91 enanadpsldiuienansiwasdaya

a
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6. NITANUIULUIAAIDENG (INUIUBNRIFNASINE)

o

ANNNTDAUIIANUIUDNANANTATIAY  AukuLuNWISETtagu i Faufiey  TnenfauiiauaeanguuLL
QjmmulﬁﬂLLamdﬁ%Mrﬁhﬁm&i@uﬁﬂmﬁm‘ﬁ'%ﬂLL?@@W@Jmiﬂﬁﬂﬂiﬂﬂdﬁdﬁdﬁmﬂ@wm (parallel-group, randomized
controlled trial to demonstrate non-inferiority of no ALND compared to ALND)® uazandeensisandnineilsndann
1sA (disease-free survival) Lﬂuﬁfa%fi'mmavwﬁ(outcome)

MvualasuAgIudne (null hypothesis) 224n13AnEIAe msluisinsnsaNARIeaNINe ABENTINIT
HNAABENYNA UATANNRFIUNNGAEN (alternative hypothesis) e N7 luasiA luABENIIN9R6A avthl s
whauevAsduwLuAIuALe  (one-sided comparison) Imﬁiﬁizﬁuﬁﬂﬁﬂﬁmmmaﬁmmﬂ’mﬂ?ﬂuLﬁﬂum@mﬁ“\i
nMsANEN (overall significance level) HAflu 0.05 wazldnnaavizaninulazesnisilFauiiny (power or sensitivity
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Auuald g ldinfn liAaandIngeings  Arellednsdaunaasa (hazard ratio) NANlNAANGY 1.3
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AzAaIuandlifiiiudnANgagn wsa upper limit gavtaspnideiiiufenas 95 1eedadauuatia adliinnllng 1.3)
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A A aa a4 2 = = = . o !
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1 _ _ _
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| e ¢, = o = > A =) ° o
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wWinunszez 1 092 Anan 31 4.5 1 uay 6 U Nagldunudnlugns Aa 0.902 0.854 uaz 0.763 AMNAIAL (AMWITUATN

o ¥ aa , = o N A v o o A o A o A g = o
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. = adl o ° o ' A o ' < s 10 o o ¥ o
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i’/ a e v v A aal o o o o o aa 1 9 o K M ¥ o o
AfTBNNTAT Nt LayiaanIoLussALiud Aty A AaeinaunzaN L EN Y BT TR ITEN
e 4 do oY 0o X
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~ o aa Y o o o a = A ~ °
nagauuazilTaLaunasnineads TneliezauiadAnaesnisdneninasudan 0.05 Usznisiiaed azniuug
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NUIN 6.1 N15AnseaslsANSISAAIUNAIN AJCC, 7" ed, 2010

T-staging

X Primary tumor cannot be assessed

T0 No evidence of primary tumor

Tis Carcinoma in situ (Extensive DCIS is defined as DCIS comprising > 30% of the whole tumor)

Tis (DCIS) Ductal carcinoma in situ

Tis (LCIS) Lobular carcinoma in situ

Tis (Paget’s) Paget’s disease of the nipple NOT associated with invasive carcinoma and/or carcinoma in situ (DCIS and/or
LCIS) in the underlying breast parenchyma. Carcinomas in the breast parenchyma associated with Paget's disease are
categorized based on the size and characteristics of the parenchymal disease, although the presence of Paget’s disease
should still be noted

T Tumor < 20 mm in greatest dimension

T1mi Tumor < 1 mm in greatest dimension

T1a Tumor >1 mm but < 5 mm in greatest dimension

T1b Tumor >5 mm but < 10 mm in greatest dimension

T1c Tumor >10 mm but < 20 mm in greatest dimension

T2 Tumor >20 mm but < 50 mm in greatest dimension

T3 Tumor >50 mm in greatest dimension

T4 Tumor of any size with direct extension to the chest wall and/or to the skin (ulceration or skin nodules).
Note: Invasion of the dermis alone does not qualify as T4

T4a Extension to the chest wall, not including only pectoralis muscle adherence/invasion

T4b Ulceration and/or ipsilateral satellite nodules and/or edema (including peau d’orange) of the skin, which do not meet the
criteria for inflammatory carcinoma

T4c Both T4a and T4b

T4d Inflammatory carcinoma (>1/3 involvement of skin overlying the breast)

N-staging

Clinical (cN)

NX Regional lymph nodes cannot be assessed (e.g., previously removed)

NO No regional lymph node metastases

N1 Metastases to movable ipsilateral level |, Il axillary lymph node(s)

N2 Metastases in ipsilateral level |, Il axillary lymph nodes that are clinically fixed or matted; or in clinically detected ipsilateral
internal mammary nodes in the absence of clinically evident axillary lymph node metastases

N2a Metastases in ipsilateral level |, Il axillary lymph nodes fixed to one another (matted) or to other structures

N2b Metastases only in clinically detected ipsilateral internal mammary nodes and in the absence of clinically evident level I, Il
axillary lymph node metastases

N3 Metastases in ipsilateral infraclavicular (level Ill axillary) lymph node(s) with or without level I, Il axillary lymph node
involvement; or in clinically detected ipsilateral internal mammary lymph node(s) with evident level I, Il axillary lymph node
metastases; or metastases in ipsilateral supraclavicular lymph node(s clinically) with or without axillary or internal
mammary lymph node involvement

N3a Metastases in ipsilateral infraclavicular lymph node(s)

N3b Metastases in ipsilateral internal mammary lymph node(s) and axillary lymph node(s)

N3c Metastases in ipsilateral supraclavicular lymph node(s)
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Pathologic (pN)

pN2a
pN2b
pN3

pN3a

pN3b

pN3c

Regional lymph nodes cannot be assessed (e.g., previously removed, or not removed for pathologic study)

No regional lymph node metastasis identified histologically

No regional lymph node metastases histologically, negative IHC

Malignant cells in regional lymph node(s) no greater than 0.2 mm (detected by H&E or IHC including ITC)

No regional lymph node metastases histologically, negative molecular fi ndings (RT-PCR)

Positive molecular fi ndings (RT-PCR), but no regional lymph node metastases detected by histology or IHC
Micrometastases; or metastases in 1-3 axillary lymph nodes; and/or in internal mammary nodes with metastases
detected by sentinel lymph node biopsy but not clinically detected

Micrometastases (greater than 0.2 mm and/ or more than 200 cells, but none greater than 2.0 mm)

Metastases in 1-3 axillary lymph nodes, at least one metastasis greater than 2.0 mm

Metastases in internal mammary nodes with micrometastases or macrometastases detected by sentinel lymph node
biopsy but not clinically detected

Metastases in 1-3 axillary lymph nodes and in internal mammary lymph nodes with micrometastases or
macrometastases detected by sentinel lymph node biopsy but not clinically detected

Metastases in 4-9 axillary lymph nodes; or in clinically detected internal mammary lymph nodes in the absence of
axillary lymph node metastases

Metastases in 4-9 axillary lymph nodes (at least one tumor deposit greater than 2.0 mm)

Metastases in clinically detected internal mammary lymph nodes in the absence of axillary lymph node metastases
Metastases in ten or more axillary lymph nodes; or in infraclavicular (level |1l axillary) lymph nodes; or in clinically
detected ipsilateral internal mammary lymph nodes in the presence of one or more positive level |, Il axillary lymph
nodes; or in more than three axillary lymph nodes and in internal mammary lymph nodes with micrometastases or
macrometastases detected by sentinel lymph node biopsy but not clinically detected; or in ipsilateral supraclavicular
lymph nodes

Metastases in ten or more axillary lymph nodes (at least one tumor deposit greater than 2.0 mm); or metastases to the
infraclavicular (level Ill axillary lymph) nodes

Metastases in clinically detected ipsilateral internal mammary lymph nodes in the presence of one or more positive
axillary lymph nodes; or in more than three axillary lymph nodes and in internal mammary lymph nodes with
micrometastases or macrometastases detected by sentinel lymph node biopsy but not clinically detected

Metastases in ipsilateral supraclavicular lymph nodes

Distant Metastasis

MO
cMO(i+)

M1

No clinical or radiographic evidence of distant metastases

No clinical or radiographic evidence of distant metastases, but deposits of molecularly or microscopically detected
tumor cells in circulating blood, bone marrow, or other nonregional nodal tissue that are no larger than 0.2 mm in a
patient without symptoms or signs of metastases

Distant detectable metastases as determined by classic clinical and radiographic means and/or histologically proven

larger than 0.2 mm

Anatomic Stage Grouping

Stage 0
Stage 1A
Stage IB
Stage 1A
Stage 1IB
Stage IlIA
Stage 11IB
Stage 1lIC
Stage IV

Tis NO MO

T1 NO MO

TO N1mi MO ; T1 N1mi MO

TON1 MO ; T1 N1 MO ; T2 NO MO

T2 N1 MO ; T3 NO MO

TON2 MO ; T1 N2 MO ; T2 N2 MO ; T3 N1 MO ; T3 N2 MO
T4 NO MO ; T4 N1 MO ; T4 N2 MO

Any T N3 MO

Any T Any N M1
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Notes on staging

The T classification of the primary tumor is the same regardless of whether it is based on clinical or pathologic criteria, or both. Size
should be measured to the nearest millimeter. If the tumor size is slightly less than or greater than a cutoff for a given T classification,
it is recommended that the size be rounded to the millimeter reading that is closest to the cutoff. For example, a reported size of 1.1
mm is reported as 1 mm, or a size of 2.01 cm is reported as 2.0 cm. Designation should be made with the subscript “c” or “p”
modifier to indicate whether the T classification was determined by clinical (physical examination or radiologic) or pathologic

measurements, respectively. In general, pathologic determination should take precedence over clinical determination of T size.

Posttreatment ypT. Clinical (pretreatment) T will be defined by clinical and radiographic findings, while yp pathologic
(posttreatment) T will be determined by pathologic size and extension. The ypT will be measured as the largest single focus of
invasive tumor, with the modifi er “m” indicating multiple foci. The measurement of the largest tumor focus should not include areas
of fibrosis within the tumor bed. The inclusion of additional information in the pathology report such as the distance over which tumor
foci extend, the number of tumor foci present, or the number of slides/blocks in which tumor appears may assist the clinician in
estimating the extent of disease. A comparison of the cellularity in the initial biopsy to that in the posttreatment specimen may also

aid in the assessment of response.

Clinically detected is defi ned as detected by imaging studies (excluding lymphoscintigraphy) or by clinical examination and
having characteristics highly suspicious for malignancy or a presumed pathologic macrometastasis based on fi ne needleaspiration
biopsy with cytologic examination. Confirmation of clinically detected metastatic disease by fine needle aspiration without excision
biopsy is designated with an (f) suffi x, for example, cN3a(f). Excisional biopsy of a lymph node or biopsy of a sentinel node, in the
absence of assignment of a pT, is classified as a clinical N, for example, cN1. Information regarding the confirmation of the nodal
status will be designated in sitespecific factors as clinical, fine needle aspiration, core biopsy, or sentinel lymph node biopsy.
Pathologic classifi cation (pN) is used for excision or sentinel lymph node biopsy only in conjunction with a pathologic T

assignment.

Isolated tumor cell clusters (ITC) are defined as small clusters of cells not greater than 0.2 mm, or single tumor cells, or a cluster of
fewer than 200 cells in a single histologic cross-section. ITCs may be detected by routine histology or by immunohistochemical
(IHC) methods. Nodes containing only ITCs are excluded from the total positive node count for purposes of N classification but

should be included in the total number of nodes evaluated.

Post-treatment yp “N” should be evaluated as for clinical (pretreatment) “N” methods above. The modifier “sn” is used only if a
sentinel node evaluation was performed after treatment. If no subscript is attached, it is assumed that the axillary nodal evaluation
was by axillary node dissection (AND). The X classification will be used (ypNX) if no yp posttreatment SN or AND was performed. N

categories are the same as those used for pN.

Posttreatment yp M classifi cation. The M category for patients treated with neoadjuvant therapy is the category assigned in the
clinical stage, prior to initiation of neoadjuvant therapy. Identification of distant metastases after the start of therapy in cases where
pretherapy evaluation showed no metastases is considered progression of disease. If a patient was designated to have detectable
distant metastases (M1) before chemotherapy, the patient will be designated as M1 throughout. MO includes MO(i+). The
designation pMO is not valid; any MO should be clinical. If a patient presents with M1 prior to neoadjuvant systemic therapy, the
stage is considered Stage IV and remains Stage |V regardless of response to neoadjuvant therapy. Stage designation may be
changed if postsurgical imaging studies reveal the presence of distant metastases, provided that the studies are carried out within 4
months of diagnosis in the absence of disease progression and provided that the patient has not received neoadjuvant therapy.
Postneoadjuvant therapy is designated with “yc” or “yp” prefix. Of note, no stage group is assigned if there is a complete pathologic

response (CR) to neoadjuvant therapy, for example, ypTOypNOcMO.
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NUIN 6.2 ECOG Performance Scale*

ECOG Performance Status/Scale
Grade ECOG

0 Fully active, able to carry on all pre-disease performance without restriction
1 Restricted in physically strenuous activity but ambulatory and able to carry out work of

a light or sedentary nature, e.g., light house work, office work
2 Ambulatory and capable of all selfcare but unable to carry out any work activities.

Up and about more than 50% of waking hours
3 Capable of only limited selfcare, confined to bed or chair more than 50% of waking hours
4 Completely disabled. Cannot carry on any selfcare. Totally confined to bed or chair
5 Dead

*Oken MM, Creech RH, Tormey DC,et al. Toxicity and response criteria of The Eastern Cooperative Oncology Group.

Am J Clin

Oncol 1982:5:649-55.

NN 6.3 Arm Mobility Scale

Grade | Normal mobility

Grade Il Slightly impaired: some stiffness or slightly impaired ROM
Grade |l Moderately impaired: impaired ROM in a few directions
Grade IV Severely impaired: limited ROM for most directions

Grade V Unable to move arm
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NUAN 6.4 USNNUNKHIAAAALTD (Surgical Site Infection, SSI)

Criteria for Defining a Surgical Site Infection (SSI)

Superficial Incisional SSI

Infection occurs within 30 days after the operation and infection involves only skin or subcutaneous tissue of the incision and at least
one of the following:

1. Purulent drainage, with or without laboratory confirmation, from the superficial incision.

2. Organisms isolated from an aseptically obtained culture of fluid or tissue from the superficial incision.

3. At least one of the following signs or symptoms of infection: pain or tenderness, localized swelling, redness, or heat and
superficial incision is deliberately opened by surgeon, unless incision is culture-negative.

4. Diagnosis of superficial incisional SSI by the surgeon or attending physician.

Do not report the following conditions as SSI:

1. Stitch abscess (minimal inflammation and discharge confined to the points of suture penetration).
2. Infection of an episiotomy or newborn circumcision site.

3. Infected burn wound.

4. Incisional SSI that extends into the fascial and muscle layers (see deep incisional SSI).

Note: Specific criteria are used for identifying infected episiotomy and circumcision sites and burn wounds.
Deep Incisional SSI

Infection occurs within 30 days after the operation if no implant %is leftin place or within 1 year if implant is in place and the infection
appears to be related to the operation and infection involves deep soft tissues (e.g., fascial and muscle layers) of the incision and
at least one of the following:

1. Purulent drainage from the deep incision but not from the organ/space component of the surgical site.

2. A deep incision spontaneously dehisces or is deliberately opened by a surgeon when the patient has at least one of the following
signs or symptoms: fever (>38°C), localized pain, or tenderness, unless site is culture-negative.

3. An abscess or other evidence of infection involving the deep incision is found on direct examination, during reoperation, or by
histopathologic or radiologic examination.

4. Diagnosis of a deep incisional SSI by a surgeon or attending physician.

Notes:
1. Report infection that involves both superficial and deep incision sites as deep incisional SSI.
2. Report an organ/space SSI that drains through the incision as a deep incisional SSI.

Organ Space SSI

Infection occurs within 30 days after the operation if no implant %is leftin place or within 1 year if implant is in place and the infection
appears to be related to the operation and infection involves any part of the anatomy (e.g., organs or spaces), other than the
incision, which was opened or manipulated during an operation and at least one of the following:

1. Purulent drainage from a drain that is placed through a stab wound ®into the organ/space.

2. Organisms isolated from an aseptically obtained culture of fluid or tissue in the organ/space.

3. An abscess or other evidence of infection involving the organ/space that is found on direct examination, during reoperation, or by
histopathologic or radiologic examination.

4. Diagnosis of an organ/space SSI by a surgeon or attending physician.

" Infect Control Hosp Epidemiol 1999;20:247-80.
? National Nosocomial Infection Surveillance definition: a nonhuman-derived implantable foreign body (e.g., prosthetic heart valve, nonhuman vascular graft,
mechanical heart, or hip prosthesis) that is permanently placed in a patient during surgery.

% If the area around a stab wound becomes infected, it is not an SSI. It is considered a skin or soft tissue infection, depending on its depth.
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(A randomized controlled trial comparing
completion axillary lymph node dissection
with no further surgery in early breast cancer

patients with sentinel lymph node metastasis)
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® Randomized controlled trial, parallel group
® Block-randomization

® Non-inferiority

® Double blind (patient & evaluator)

® Interim analyses

® DSMB
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] - S ® Non-inferlority design, two equal groups
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I I o * Hypothesized Hazard Ratio 1.3

= l,i I - | 3 ® Accrual time 5 yrs
No ALND I ALND ® FU time at least 1 yr (maximum FU time 6 yrs)
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* Type | error 0.05; power 0.8
¢ No loss to FU

° Sample size 1120/group (2240 overall)
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(9hiis23 breast sarcoma)
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* “Intention to treat”

W3gusieu baseline (t-test, rank tests, chi-square)

® Kaplan-Meier estimates
® Log-rank tests

® Cox-proportional hazards regression

Hazard ratios, 95% CI, Wald tests
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