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wuuWasuiuvindayaise (Case Report Form) 1 fayarialy fautls 1-1 09 1-19

FomsAnt (GHamIAny) I
saeenasins 1OOOO0O0O0 aoniv OOOOO0O0O0
wwndiswedld COOOOOO00
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s.dsyialdeesTun O i) O wel¥ i @nly 2 O dldey J3)
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6. UszTangFaluasounssr L1 lifia) LI 1 Sannseniidesgn au@ L1 graddusen 1)

]

NAATIVTIAINGT 7. Mammogram BI-RADS [N 8. wans1a FNC Snud U ”liiwumﬁq(o) O wumfﬂ(l)

9. fuNasssdarga (Audouil) O0O/0000
10. Ha¥uIti0 [ mvasive CA(1) H Malignant cells(2) O 514"](3) 11. 5%
12. 3503299 U1l0 O enB(1) O eNe) [ Excision(3)

13. fuiinsn¥uilenouduiaass Cudewdl) 101/O10/O0
14. vinaneu L1 Salasmsndr1) O Salas us2) O 3a1as Mam3) L SaTasnensa@) 15 100 as
16. MITATZozUZITINIAALN et eNO M, 1740 O ana) L1 dhe(2)
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1. Sufhdadeasudna Gudevih /OO0
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3.9590 ] Periareolar(1) ] Peritumoral(2) O Combined(3)

4.9395 D Frozen section(1) D Imprint cytology(2) I:I Permanent(3)*

5. AUMAB Y UAIIE O Yyiwuo) O wo) 6. 9u O e

7. vz lugemaudma [ Tinwo) O wu) 8. s1u0u 10 e

v ' a X P} s ) ao
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v

9. Jufigudaass (Randomization date) (Gaudiesidl) [L1L1/L1C1/C10]

10. svaquseass L1OIOIOOOON

[

11, Sufehdadu Gudend) /00,00 12. S5rsiadnu

O rirdiadnuueanyiun (Total mastectomy) laita3 uariiadmn()

s uadaduyn l:l Autologous flap(2) l:l TSSM+flap(3) D Prosthesis(4) D TSSM-+prosthesis(5)
fdauuuaau 8ces) L liasuee) L 1a53 Autologous flap(7) L 1a33 Prosthesis(8)

suUEINIuSBNUEIAA (Operative note) 11521j%0 HN

Y

13. Junmaasnn3 Guwaewi)) L101/10/00 14. 35enaasous*

O weeunsnusoanniua(o) O wupwizaeusuama)

* winenne): laiszy keycode TiERLATz YR aNlAWAT NN ; TSSM : Total Skin Sparing Mastectomy
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wuuwasntiuindayaiae (Case Report Form) 3 HANENEANELALIN Fauls 3-1 119 3-29
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1. TuANsWHan319MINENEINe (definitive pathological results) (Judewith) [101/C1C1/C10]

2. "]fﬁﬂll%!fi‘ﬁ (dominant) H IDC, unspecified(1) ] IDC type(2) | 51&1(3)

3. Multifocality (invasive) D 1 focus D a9 foci 4. 91U foci D D

5. YU1A invasive cancer Gl?ii!j‘ﬁ@(ﬂ OO0 6. Extensive DCIS [ I‘],liiaJ(O) H ﬁ(l)

7. Histological grade (invasive) H I(1) H 11(2) H 1I1(3) ] hhjflslgllﬂuua(@
8. Lymphovascular invasion O Tsin(o) O Wu(l) O hljjfjsﬂ}ayla@)
9. Free margin I:H,‘]}(O) Dvlllml"]%(l) 10. YU19 closest margin 0 ww hle %308 DCIS ﬁhlﬁj)
11.ER L Negative(0) L positive() [ "ifidoyac) 12. 0%

13. PR [ Negative(0) [ positive(1) [ hifidoyac4) 14. 0%

15. HER2/neu O Negative(0) O Positive(1) O Equivocal(2) O hljjfjsﬂ}ayla@)
16. ISH [ Negative(0) H Positive(1) Dlndetenninate(3) ] hhjflslgllﬂuua(@
17. Ki 67 L Negative(0) L positive() [ "hifidoyac) 18. 10 %

%

19. TuinswransAeMHAMa tUD permanent (Munewil) L11/C101/C10]

v ' a
20. AUMINDULFUALUD

O Tsiwuco) O wo)

22 e dludemwudnia O Tunwuo) O wo)

21. w0 idia

23. s1uau 0 idia 24§10 micromet L[] 1fia

Y
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25. IUNNIIUNAANTIDADUUUTIADIN

9
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o ' o 9 ] J a
26. MUIUABDUTNLUININUA (”lm’nmammumua)

° ' o P <
28. NMUIUABUINUINNDULLIN

S Gwaevith 101/O0,00
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O 15i5i0) R 27. 1w OO idia

[ %isio) HEE 29. s1uu L0 e

vz : asioya 3-25 04 3-29 Wigdinsidayanaziauanag; ISH unnaia FISH, CISH, 198 DISH fils
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7. AMTUNINHU  %9i30) R 8. 321

9. m3snemagasluy  [+#0) 3% ) 10. Suidu Guaed) O 0/00/00

11. Tamoxifen (11 7J 12. a1 1O 13. Bu a0aal
14. liasy O asu(0) LI linsu) 15, auvig

16. 'Tuﬁqﬁmaaﬁmu Gwdeuth O10O/O00,000

Lgansdnun (udendl LIL1/O0/CIC

17. AMIzunIndou 1 %5i30) O 5 18. 521
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21. A3

22. a3 [ asu 1 Niasu 23. Aung

24. Tuigd targeted therapy (Fuidondl) 11/ C1C1/CIC]
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25. MITUNTAFOU

Lgansdnu Gudendl LIC1/O0/CIC
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Fautls 5-1 014 5-20
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1. 5385 1 340%0) %) 2. Yudu Gudevith /0000
3. AR I Oscra) [ Close/involved margin(2) L1 pT,(3) U pr.@

4. Mo C134%0) O W) 5.Dose L1 Gy

6. mrefiianthon O35 (0) O %) 7.Dose 10 Gy

8. moiinud N O %) 9. Dose 1 Gy

10. memiio s O (0) ) 11. Dose 11 Gy

12. 207 internal mam  [1'11%(0) O %) 13. Dose 1 Gy

14. Booster dose O (0) L) 15. Dose L1 Gy

16, SuRgamsnesed (udevih OJ0/O000/,00

a

17. 5n'ld O asu0)
19. Total Dose [l Gy
20. Number of Fractions l:l l:l

A
U

) Binsw

18. A1%i9)
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wuuwWasniuindayaiae (Case Report Form) 6 HAANNLATNANTIANNANENTINEN ATIN H

fiantls 6-L1-1 fe 6-[J-18
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aoniy 1OOOOO0OO

1. edian3s (ya) # L

3. edirmdn Cldmu O Saude)
Y 1w Y =) . .

5. DININAAIUY_IWTIS close YT involved margin
Y 1o Y Y £ A a

6. fﬂNWﬂﬂmWHﬂJ_LWS”I%@ﬂ?ﬂﬁﬂﬂﬂﬁﬁi@mﬁﬂui%

Y 1 v v Y g a
7. fﬂNWI@‘Eﬂ!!,‘i_!‘l.]uﬂ'liﬁzmﬂiﬂix‘iﬂ1i

UTOWNTHIAANTII (AU operative note 11521 ¥0 HN)

2. Suivhda Gudeih O0/O0/0O0

O 5uq3) 4. 391

O 157%(0) O 1)

L1 %1% 0) L1 1%1) wawa

L1 %i1%(0) L1 1%1) wawa

8. NansIIMInenEInenveamsedayan L]

9. Fuiinswa (udevith 10/O00/00

10. Ui Wide excision ] "laﬂa%(o) O GI,‘]}(l)
11. ¥utile Mastectomy l:l lrllisl,"l}(O) l:l Gl‘ﬁ(l)
12. 3 Residual tumor l:l lrllisl,"l}(O) l:l Gl‘ﬁ(l) 13. ﬂJ@DLﬂlﬁ%u&ﬁﬂiﬂgﬁm (Closest margin) D D Y

14. 1/521A% Residual tumor [ In-situ(0) O Invasive(l)

15. Fuiio aousnud 1 %3i%9(0) 5 16 susw OO e 17.5m0uinuwzss K0 e

2 44
18. FULUBDU T21)
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17. Seroma I Nisico) O &y 18 szyffinae OO wa
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i1 1haiiga
0 1 2 3 4 5 6 7 8 9 10
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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
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® Randomized controlled trial, parallel group
® Block-randomization

® Non-inferiority

® Double blind (patient & evaluator)

® Interim analyses

® DSMB
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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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* “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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