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Trodelvy(Sacituzumab govitecan-hziy)

Trodelvy(Sacituzumab govitecan-hziy) 10mg/kg iv d1,8
Q3w

for TNBC or HR+/HER 2-

A Bardia, SA Hurvitz, SM Tolaney, et al. Sacituzumab govitecan
in metastatic triple-negative breast cancer: ASCENT Clinical
Trial Investigators. N Engl J Med 2021;384:1529-41.
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The2016 ASTRO criteria dafine patients aged 250 years to be consitered "suitable" forA PBIIPBI i

9 Invasive ductal carcinoma measuring 42 om (T disaase) with neyative margin widths of 22 mm, na LV, and ER-pestive
o

0 Lowfintermediate nuclear grade, seraening-detected DCIS measuring size <2.5 om with nagafive margin widths of 23 mm.
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LEFRABRAIRT ATl T BH > SR RZF A5 Ehespadjus s P XEZF - (ILIA)
2.5 & %3 % i ¥ anthracyclines and trastuzumab e 2% Jo 5 & - 22 2R3 o < 5K i o (IA)
3. s 'ﬁfal_";[‘%%’i’% PTMN i st kG e 45 " #cp » =% - # ",% Ly bR M I ﬂ%‘«ﬂ,@ MR A 0 i B R
NN R R R I jﬁ 0 B R M SRR SRR - (I1IA)
4.% 8 rientg & (40 CT, echo);J'—zp 7 A X pF > ¥ ruig * FDG-PET-CT[V,A] « PET-CT » # * %t 3 b *& R A [V,.B]
S5 WBMALHEFTR  ERAETF T ABIIRAIHGR > CRPFRIRT Fupa B o LEL KB
SEARE A o 2 R e
6. i mj HEHT T F L FEFEND A REOTRER A SF L CF R M EH 0 >S5 2
Ao Bixptad AN R kPR ARE T BEIR Y% > Bz Chest CT,Abdomenal US,Bone scan itz % -
7.5 5 MRI Légi AT *L%;fé:/,;a : 3 BRCA #2%<¢ ; Lobular cancer ; Dense breast ; {f 5 ¥ i % % (&gt
B BAPGACEMBEF FA(PAer )3 - ) AmERI Rz 2 mER LR aTR  F BAKRER
EREREFEDT AR (MR T BT ES o b% VRS SHR) 3 P o
8.TIL scoring § # F il 5 Ay 16 i E (% # & Her-2 2 TNBC) - ?,u—:‘;};@%;:iljsj};aﬁlj;% fod
9.EBC Systemic treatment: ER(+)Her-2(- )m),% A # 4 /A * OncotypeDx, MammaPrint, PAM50, EndoPredict & %
AFAHTLE o RFI A Um A R R e E e



YT Chung Shan Medical University Hospi tal

v

o PR R RS RIS
U 37 A e 2% (ESMO §ik pr RELY Y

Clinical Guideline 2024 version 16.0

S Pt

Tohk I A

# AT

Luminal A

Luminal A-like:
ER(+)
HER2(-)
Ki67 <20%
PR(+) >20%
A Erlsi Pl A MR R

¥ "Bl
Luminal B

Luminal B-like(HER2-negative):

ER(+)

HER2(-)

¥ Ki67% 2 PgR %
ARl LB b G
Luminal B-like(HER2-positive):

ER(+)

HER2(+)

= i Ki67

= # PgR

Ki 67:507% & 5 2006(>30% % M &7 i & .<10% 5 M & i 1<)
PR: ff & % 20%

HER2:i& & # 1

HER2-positive(non-luminal):
HER2(+)
ER(-)
PgR(-)

HER2+ # & 2 IHC+++a&FISH:Z B4 F &

RE AR K e
Basal-like

Z K
ER(-)
PgR(-)
HER2(-)

< X7 80%:= &t frbasal-liked; 3l 3 £ & > e H = 1A
#e 71 - BFEFLNERFHET > bl4e(s A )R
(medullary)ﬂfrﬂﬁtfi % 4 J%(adenoid cystic carcinoma) » H
f 1S AT

ER,oestrogen receptor(¢¢ % # % F)
PgR,progesterone receptor(% %4 % # % %)

HER2,human epidermal growth factor 2 receptor( * #g % £ 4 £ F]3 2%
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Clinical Pathological

Primary tumor (T)

Tx Primary tumor is unable to be assessed.

T0 No evidence of primary tumor.

Tis (DCIS)* Ductal carcinoma in situ.

*Note: Lobular carcinoma in situ (LCIS) is a benign entity and is removed from TNM staging in the AJCC Cancer Staging Manual, 8th Edition.
Tis (Paget) Paget disease of the nipple not associated with invasive carcinoma and/or DCIS in the underlying breast
parenchyma. Carcinoma in the breast parenchyma associated with Paget disease is categorized based on the size and
characteristics of the parenchymal disease, although the presence of Paget disease should still be noted.

T1 Tumor <20 mm in greatest dimension,

T1mi Tumor <1 mm in greatest dimension,

T1a Tumor >1 mm but <5 mm in greatest dimension (round any measurement 1.0 to 1.9 mm to 2 mm).

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 the skin (ulceration or-skin nodules). Invasion of the
dermis alone does not qualify as T4.

T4a Extension to the chest wall; invasion or adherence to pectoralis muscle in the absence of invasion of chest wall
structures does not qualify as T4

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**Inflammatory carcinoma is restricted to cases with typical skin changes involving one-
third or greater of the skin of the breast. While the histologic presence of invasive carcinoma invading dermal lymphatics
is supportive of the diagnosis, it is not required, nor is dermal lymphatic invasion without typical clinical findings
sufficient for a diagnosis of inflammatory breast cancer

Regional lymph nodes | NX* Regional lymph nodes cannot be assessed (e.g. previously | pNX Regional lymph nodes cannot be assessed (e.g.
(N) removed) previously removed or not removed for pathological
NO No regional lymph node metastases (by imaging or clinical study)
examination) PNO No regional lymph node metastasis identified or
N1 Metastases to movable ipsilateral level I, Il axillary lymph isolated tumor cells (ITCs) only.
node(s) pNO(i+) ITCs only (malignant cells clusters no larger
cN1mi**Micrometastases (approximately 200 cells, larger than | than 0.2 mm) in regional lymph node(s)
0.2 mm, but none larger than 2.0 mm). pNO(mol+) Positive molecular findings by reverse
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N2 Metastases in ipsilateral level I, Il axillary lymph nodes that
are clinically fixed or matted; or in clinically detectedk
ipsilateral internal

mammary nodes in the absence of clinically evident axillary
lymph node metastases

NZ2a Metastases in ipsilateral level 1, 11 axillary lymph nodes
fixed to one another (matted) or to other structures

N2b Metastases only in ipsilateral internal mammary nodes and
in the absence of-axillary node metastases.

N3 Metastases in ipsilateral infraclavicular (level 111 axillary)
lymph node(s) with or without level I, 1l axillary lymph node
involvement; or in ipsilateral internal mammary lymph node(s)
with clinically evident level I, Il axillary lymph node metastases;
or metastases in ipsilateral supraclavicular lymph node(s) 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)
Note: (sn) and (f) suffixes should be added to the N category to denote
confirmation of metastasis by sentinel node biopsy or fine needle
aspiration/core needle biopsy respectively.

*The cNX category is used sparingly in cases where regional lymph nodes
have previously been surgically removed or where there is no documentation
of physical examination of the axilla.

**cN1mi is rarely used but may be appropriate in cases where sentinel node
biopsy is performed before tumor resection, most likely to occur in cases
treated with neoadjuvant therapy.

transcriptase polymerase chain reaction (RT-PCR); no
ITCs detected

pN1 Micrometastases, or metastases in 1-3 axillary
lymph nodes, and/or clinically negative internal
mammary nodes with micro- or macrometastases
detected by sentinel lymph node biopsy.

pN1mi Micrometastases (>0.2 mm and/or >200 cells,
but none >2.0 mm)

pN1la Metastases in 1-3 axillary lymph nodes, at least
one metastasis >2.0 mm

pN1b Metastases in ipsilateral internal mammary
sentinel nodes, excluding ITCs.

pN1c pNla and pN1b combined

PN2 Metastases in 4-9 axillary lymph nodes, or
positive ipsilateral internal mammary lymph nodes by
imaging in the absence of axillary lymph node
metastases.

pN2a Metastases in 4-9 axillary lymph nodes (at least
one tumour deposit >2.0 mm)

pN2b Metastasis only in clinically detected internal
mammary nodes with or without microscopic
confirmation; with pathologically negative axillary
nodes.

PN3 Metastases in= 10 axillary lymph nodes; or in
infraclavicular (level 111 axillary) lymph nodes; or in
ipsilateral internal mammary lymph nodes by
imaging in the presence of one or more positive level
I, 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.

pN3a Metastases in =10 axillary lymph nodes (at
least one tumor deposit greater than 2.0 mm); or
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metastases to the infraclavicular (level 111 axillary
lymph) nodes.

pN3b pN1la or pN2a in the presence of cN2b
(positive internal mammary nodes by imaging); or
pN2a in the presence of pN1b

PN3c Metastases in ipsilateral supraclavicular lymph

nodes

* The suffixes (sn) and (f) should be added to the N descriptor
to note confirmation by sentinel lymph node biopsy or fine
needle aspiration/core needle biopsy, respectively, with no
further resection of lymph nodes.

Distant metastasis (M) | MO No clinical or radiographic evidence of distant metastases

cMO(i+) No clinical or radiographic evidence of distant metastases, but deposits of molecularly or microscopically
detected tumour cells in circulating blood, bone marrow or other non-regional nodal tissue that are not >0.2 mm in a
patient without symptoms or signs of

metastases

cM1 Distant metastases detected by clinical and radiographic means

pM1 Any histologically proven metastases in distant organs; or if in non-regional nodes, metastases greater than 0.2 mm

ePrimary tumor (T) B~} /| £ & =& (LCIS) &pTisz % - LCIS 3 &L]:}_Ifia 0 JETINM & g @ oy “$ °

Histologic Grade (G)

All invasive breast carcinomas should be assigned a histologic grade. The Nottingham combined histologic grade (Nottingham modification of the
SBR grading system) is recommended and is stipulated for use by the College of American Pathologists (see www.cap.org). The grade for a tumor
is determined by assessing morphologic features (tubule formation, nuclear pleomorphism, and calibrated mitotic count), assigning a value from 1
(favorable) to 3 (unfavorable) for each feature, and totaling the scores for all three categories. A combined score of 3-5 points is designated as
grade 1; a combined score of 67 points is grade 2; a combined score of 8-9 points is grade 3. The use of subjective grading alone is discouraged.
Invasive Cancer Histologic Grade (Scarff-Bloom-Richardson [SBR] Grading System, Nottingham Modification)

GX  Grade cannot be assessed

Gl Low combined histologic grade (favorable); SBR score of 3-5 points

G2 Intermediate combined histologic grade (moderately favorable); SBR score of 6-7 points

G3 High combined histologic grade (unfavorable); SBR score of 8-9 points

Ductal Carcinoma in situ: Nuclear Grade

GX  Grade cannot be assessed  G1 Low nuclear grade

G2 Intermediate nuclear grade G3 High nuclear grade
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AJCC Anatomic Stage Groups
The Anatomic Stage Group table should only be used in global regions where biomarker tests are not routinely available.
Cancer registries in the U.S. must use the Clinical and Pathological Prognostic
Stage Group tables for case reporting.

Stage 0 Tis NO MO Stage I11A TO N2 MO
Stage IA T1 NO MO T1 N2 MO
Stage 1B TO N1mi MO T2 N2 MO
T1 N1mi MO T3 N1 MO
Stage I1A TO N1 MO T3 N2 MO
T1 N1 MO Stage 111B T4 NO MO
T2 NO MO T4 N1 MO
Stage 11B T2 N1 MO T4 N2 MO
T3 NO MO Stage I11C Any T N3 MO
Stage IV Any T Any N M1
Notes:

1.T1 includes T1mi

2.T0 and T1 tumors with nodal micrometastases (N1mi) are staged as Stage IB.

3.T2, T3, and T4 tumors with nodal micrometastases (N1mi) are staged using the N1 category

4.M0 includes MO(i+).

5.The designation pMO is not valid; any MO is clinical.

6.If a patient presents with M1 disease prior to neoadjuvant systemic therapy, the stage is considered Stage IV and remains Stage 1V regardless of
response to neoadjuvant therapy.

7.Stage designation may be changed if postsurgical imaging studies reveal the presence of distant metastases, provided the studies are performed
within 4 months of diagnosis in the absence of disease progression, and provided the patient has not received neoadjuvant therapy.

8.Staging following neoadjuvant therapy is designated with “yc” or “yp” prefix to the T and N classification. There is no anatomic stage group
assigned if there is a complete pathologic response (pCR) to neoadjuvant therapy, for example, ypTOypNOcMO.



Chung Shan Medical University Hospi tal

v

Clinical Prognostic Stage
Clinical Prognostic Stage applies to ALL patients with breast cancer for clinical classification and staging. It uses clinical tumor (T), node (N) and
metastases (M) information based on history, physical examination, any imaging performed (not necessary for clinical staging) and relevant

biopsies. Genomic profile information is not included in Clinical Prognostic Stage as pathologic information from surgery is necessary to ascertain
the prognosis using these tools.

Clinical Guideline 2024 version 16.0

TNM Grade | HER2 ER PR Stage
Tis NO MO Any Any Any Any 0
T1* NO MO Positi Positive
TO N1mi MO ositive -
T1* NImi MO Positive Negative
. Positive
Negative -
Negative 1A
Gl —
. Positive
Positive -
Negative
Negative —
g Negati Positive
egative -
g Negative IB
. Positive
Positive -
. Negative
Positive —
. Positive
Negative -
Negative 1A
G2 —
. Positive
Positive -
. Negative
Negative —
. Positive
Negative -
Negative IB
. Positive
Positive -
. Negative
Positive —
. Positive 1A
Negative -
Negative
G3 —
. Positive
Positive -
. Negative
Negative -
. Positive IB
Negative

Negative

TNM Grade HER2 ER PR Stage
TO N1** MO Positi Positive 1B
T1* N1** MO ositive -

Negative
T2 NO MO Positive g. -
. Positive 1HA
Negative -
Negative
G1 —
. Positive 1B
Positive -
. Negative
Negative —
. Positive 1HA
Negative .
Negative
" Positive 1B
Positive -
. Negative
Positive —
. Positive HA
Negative .
Negative
G2 —
. Positive 1B
Positive -
] Negative
Negative — A
. Positive
Negative -
Negative 11B
. Positive IB
Positive -
. Negative
Positive —
. Positive
Negative - A
Negative
G3 "
. Positive
Positive -
. Negative
Negative
1B
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*T1 Includes T1mi.
**N1 does not include N1mi. T2 N1mi MO and TO N1mi MO cancers are included for prognostic staging with T1 NO MO

cancers of the same prognostic factor status

TNM Grade | HER2 ER PR Stage
T2 N1*** Positive Positive 1B
MOT3 NO .. Negative
MO Positive — A

. Positive
Negative -
Negative 11B
Gl . Positive 1A
Positive -
Negative Negative
€0a Negative Positive 1B
g Negative
. Positive IB
Positive -
o Negative
Positive Positive 1HA
Negative Negative 1B
G2 . Positive IHA
Positive -
. Negative
Negative — 1B
. Positive
Negative -
Negative 1B
. Positive IB
Positive -
o Negative
Positive Negati Positive
egative Negative 1B
G3 N Positive
Positive -
] Negative
Negative Positive A
Negative -
Negative 1B

10
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TNM Grade | HER2 ER PR Stage
TO N2 MO Positive Positive 1A
T1* N2 MO -
Negative
% N%’MB MO Positive Pogitive A
T3 N2 MO Negative Negative
¢l . Positive 1A
Positive Negative
Negative PoZitive A
Negative
J Negative 1B
. Positive 1A
Positive -
Positive Negative
. Positive A
Negative N -
egative
G2 . Positive 1A
Positive Neuative
Negative Pogitive A
Negative
J Negative 1B
. Positive 11B
Positive -
. Negative
Positive Positive
Negative - A
a3 Negative
. Positive
Positive Negative
Negative _ Positive 111B
Negative I=\coative | 111C
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TNM Grade | HER2 ER PR Stage
TO N2 MO N Positive HA TNM Grade | HER2 ER PR Stage
T1* N2 MO Positive — egative Any TAny N M1| Any Any Any Any vV
T2 N2 MO Positive —
T3 N1*** MO _ Positive | 1A
T3 N2 MO Negative I eqative Notes:
Gl Positive A 1.Because N1mi categorization requires evaluation of the entire
Positive - node, and cannot be assigned on the basis of an FNA or core
Negative Negative | 1A biopsy, N1mi can only be used with Clinical Prognostic Staging
Negative Positive when clinical staging is based on a resected lymph node in the
Negative B absence of resection of the primary cancer, such as the situation
- Positive A where sentinel node biopsy is performed prior to receipt of
N Positive Negative neoadjuvant chemotherapy or endocrine therapy.
Positive — 2.For cases with lymph node involvement with no evidence of
. Positive A . . . .
Negative - primary tumor (e.g. TO N1, etc.) or with breast ductal carcinoma in
G2 Negative situ (e.g. Tis N1, etc.), the grade, HER2, ER, and PR information
Positive L_rositive A from the tumor in the lymph node should be used for assigning
. Negative stage group.
Negative A . . .
gatv Negati Positive 3.For cases where HER? is determined to be “equivocal” by
COaIVE M Negative | NIB ISH (FISH or CISH) testing under the 2013 ASCO/CAP HER2
N Positive 1B testing guidelines, the HER2 “negative” category should be
N Positive Negative used for staging in the Clinical Prognostic Stage Group.
Positive D osii 4.The prognostic value of these Prognostic Stage Groups is based
. ositive N .
Negative - A on populations of persons with breast cancer that have been
G3 Negative offered and mostly treated with appropriate endocrine and/or
Positive POS'“_Ve systemic chemotherapy (including anti-HER2 therapy).
. Negative
Negative — 1B
. Positive
Negative -
Negative "nc

***N1 includes N1mi. T2, T3, and T4 cancers and N1mi are included for prognostic staging with T2 N1, T3 N1 and T4 N1,
respectively.

11
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Pathological Prognostic Stage

Clinical Guideline 2024 version 16.0

Pathological Prognostic Stage applies to patients with breast cancer treated with surgery as the initial treatment. It includes
all information used for clinical staging plus findings at surgery and pathological findings from surgical resection.

Pathological Prognostic Stage does not apply to patients treated with systemic or radiation prior to surgical resection

(neoadjuvant therapy).

TNM Grade [ HER2 ER PR Stage
Tis NO MO Any Any Any Any 0
T1* NO MO Positi Positive
TO N1mi MO osiive .

T1* NImi MO Positive Negative
. Positive
Negative -
Negative
Gl —
.. Positive
Positive -
. Negative
Negative —
. Positive
Negative -
Negative 1A
. Positive
Positive -
. Negative
Positive —
. Positive
Negative -
Negative
G2 —
. Positive
Positive -
. Negative
Negative —
. Positive
Negative -
Negative 1B
. Positive
Positive -
. Negative
Positive —
. Positive
Negative -
Negative 1A
G3 —
. Positive
Positive -
. Negative
Negative —
. Positive
Negative -
Negative 1B

12

TNM Grade | HER2 ER PR Stage
TO N1** MO Positi Positive 1A
T1* N1** ositive -

Negative
MO0 T2 NO Positive g. : IB
MO . Positive
Negative :
Negative 1A
Gl —
. Positive 1A
Positive -
. Negative
Negative — 1B
. Positive
Negative :
Negative 1A
. Positive 1A
Positive -
. Negative
Positive — 1B
. Positive
Negative -
Negative 1A
G2 —
. Positive 1A
Positive -
] Negative
Negative —
. Positive 1A
Negative -
Negative
. Positive 1A
Positive -
. Negative
Positive —
. Positive 1A
Negative -
Negative
G3 —
. Positive 1B
Positive -
i Negative
Negative —
. Positive 1A
Negative -
Negative
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*T1 Includes T1mi.
**N1 does not include N1mi. T1 N1mi MO and TO N1mi MO cancers are included for prognostic staging with
T1 NO MO cancers of the same prognostic factor status

TNM Grade | HER2 ER PR Stage | TNM | Grade HER2 ER PR Stage
T2 N1*** MO Positive Positive IA [TON2 Gl Positive Positi Positive IB
T3 NO MO .. Negative MO osttive Negative

Positive Positive 1B T1*N2 Positive A
Negative _ MO Negative .
Gl Negative T2 N2 Negative
. Positive IA  [MO Negative » Positive IB
Positive Negative I3 Positive Negative
Negative Pogitive 11B N Positive A
Negative - MOT3 Negative -
Negative N2 Negative
. Positive IB MO G2 Positive " Positive IB
Positive - Positive -
. Negative Negative
Positive — —
. Positive 11B . Positive A
Negative - Negative -
a2 Negative Negative
. Positive IB Negative . Positive IB
Positive - Positive -
. Negative Negative
Negative — — A
Nedative Positive 1B Nedative Positive
J Negative g Negative 1B
. Positive IB G3 Positive . Positive A
Positive - Positive -
. Negative Negative
Positive — —
. Positive 1B . Positive A
Negative - Negative -
3 Negative Negative
. Positive A Negative . Positive 1B
Positive - Positive -
. Negative Negative
Negative — 1B — A
. Positive . Positive
Negative - Negative -
Negative A Negative 1nc

13
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TNM Grade [ HER2 ER PR Stage
T4 NO MO Positive Positive A
T4 N1*** MO .
Negative
T4 N2 MO Positive =
Any T N3 MO . Positive "B
Negative Negative
iv
Gl —
. Positive A
Positive -
. Negative
Negative —
. Positive 1B
Negative -
Negative
.. Positive A
Positive -
.. Negative
Positive —
. Positive 1B
Negative -
Negative
G2 —
.. Positive A
Positive -
. Negative
Negative — 1B
. Positive
Negative -
Negative Inc
.. Positive
Positive -
.. Negative
Positive —
. Positive 1B
Negative -
Negative
G3 —
.. Positive
Positive -
. Negative
Negative —
) Positive Hc
Negative -
Negative
Any TAny NM1 | Any Any Any Any v

14
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Notes:

1.For cases with lymph node involvement with no
evidence of primary tumor (e.g. TO N1, etc.) or with
breast ductal carcinoma in situ (e.g. Tis N1, etc.), the
grade, HERZ2, ER and PR information from the tumor in
the lymph node should be used for assigning stage group.
2.For cases where HER?2 is determined to be “equivocal”
by ISH (FISH or CISH) testing under the 2013
ASCO/CAP HER? testing guidelines, HER2 “negative”
category should be used for staging in the Pathological
Prognostic Stage Group.

3.The prognostic value of these Prognostic Stage Groups
Is based on populations of persons with breast cancer that
have been offered and mostly treated with appropriate
endocrine and/or systemic chemotherapy including.
anti-HER2 therapy).
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Genomic Profile for Pathologic Prognostic Staging
When Oncotype DX Score is Less than 11...

TNM Grade | HER2 ER PR Stage
% Ng Mg Any | Negative | Positive Any 1A

Notes:

1.0btaining genomic profiles is NOT required for assigning Pathological Prognostic Stage. However genomic profiles may be performed for use in
determining appropriate treatment. If the OncotypeDx® test is performed in cases with a TLINOMO or T2NOMO cancer that is HER2-negative and
ER- positive, and the recurrence score is less than 11, the case should be assigned Pathological Prognostic Stage Group IA.

2.1f OncotypeDx® is not performed, or if it is performed and the OncotypeDx® score is not available, or is 11 or greater for patients with T1-2 NO
MO HER2- negative, ER-positive cancer, then the Prognostic Stage Group is assigned based on the anatomic and biomarker categories shown
above.

3.0ncotypeDx® is the only multigene panel included to classify Pathologic Prognostic Stage because prospective Level | data supports this use for
patients with a score less than 11. Future updates to the staging system may include results from other multigene panels to assign cohorts of
patients to Prognostic Stage Groups based on the then available evidence. Inclusion or exclusion in this staging table of a genomic profile assay is
not an endorsement of any specific assay and should not limit appropriate clinical use of any genomic profile assay based on evidence available at
the time of treatment.
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J/ Mp>lem, F SN R TSR L E ey
et o g " ) ; LR E R
§2 BT UG EFLE IRT E R £ e 1 ’]g_ ( own staglng) 1835 17, (#U %’t‘;;‘rji% I ;}é#‘_)
-, (3 f’% H%‘ A ¥ TNBC/Her-2(+) "% >2cm ® /& ¥ T k= &M< & 'f" vil= AR
E R Al e S
y
> smpEron
/[ FRE ] [Fﬁ%lli ]
7 ""L_{ /’\—- ~ N
[ Ak | il ] [ EEE Sl SVAN S ]
|
[ s i B +/-Anti Her-2+75 % } [3,1;{;;%;:%5;;1\;;;;% J [ IS A SIS ]

5 #p 5 & Early breast cancer is defined as tumours of not more than 5 cm diameter, with either impalpable or palpable but not fixed lymph

nodes and no evidence of distant metastases.
TNBC: = 2 5 B
Her2(+): % = A%+ & 2 £ 7|3+ H A £ w7
# E AR = A S Her2(+) s
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[ ER() ] [ ER® |

mu;;} IR [ pbu |

N L nR, E OB ST
] P iie i, R [ RN } [TL-‘L%:H Anti Her2(+) }

[ i B +/- Anti Her 2(+) ][ Lo ] [ BLB I R S-St
SR /=i f iR

ER(+):vpikck 2% B R £ TR
TNBC:= a5t 7% Her 2(4):% = Al £ 4 £ 5|3 B A& 4 1)
Anti Her 2(+):45 transtuzumab-+/-pertuzumab

F#7x ke 23] i :(Adenoid cystic or apocrine secretory juvenile carcinoma/low grade metastatic cinoma)
17
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[ Her 2(+) 7% }

l

[ M Y +trastuzumabt/-pertuzumab ]

l

l l

[r%w W (DS IR J

l

[ XEEiR¥e & trastuzumab 1 # 47 % 1 [ transtuzumab 1 & = =. ] [ TDM1 ]

'R
St
®

——

*.Pertuzumab+transtuzumab
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Biomarker | Prognostic | Predictive | Technical | Clinical Test and scoring Patient selection
validation | validation | recommendations
ER ++ +++ HIp % & | yes % 7 2 % (IHC) A R
IB (>1% Y rr’,;- 1)
PgR +++ + #hHpE % [ No g % 2% (IHC) % PgR (-) » % #c
IB (>1%1~F% 1) 7 &R
HER2 ++ +++ #3E % s | Yes L4k - + HER2 L e % 4~
IB
Ki67 ++ + No no >20% B >20% ) i 3% i K
Intrinsic ++ ++ Yes yes % IHC &2 Erzppl3gie | ATH B4 i B > =
subtypes P 4 5 Gene expression | #8374 (05 i € 4
profile(oncotype &t T e
mammaprint)
¥R T A ek ek R R
Subtype e s ES Comments
Luminal A-like AR - S} M T R2AFEER5 A o

Luminal B-like(HER2-negative)

MR R R iR

Luminal B-like(HER2-positive)

iU B 5 + fu HER2 e de
B o R A iR

_E] ib ng&*ﬂ(r}%
FLHER2 1.5 2 4 ;5 %

EI)P)\ Av /lu/‘—_—»}%""

HER2-positive(non-luminal)

iU B % 35 +40 HER2 L 8o
B LR

Triple-negative(ductal)

(- PR

(30 7k chie 508 ) &, i B ST GALLEN 2013 £ 3% - )
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(- )% B 1+ B 2%, 5% (Local-regional):
,m,,% xR AR LA R Hu) fr&—*fﬁﬁé s T e Ml iR R ICKITR o
org)k“é;rﬂj i 1+ %% (BRCAL/BRCA2 Zy‘]ﬂ VRV A AR T DO T B AR X SRS iR ) e w F & RTR
Lt o (IA)
eh A TR HE > FRAKPHHA THREIRERERT AT N OTR X AR E R AR LY
Bt - [V A]
o fft e * 3t | R (DCIS)ehin fr » 2R & 2y % (>2mm) o 2 5t "f# A_DCIS ip e 38 -
o317 DCIS » BCS 842 {7 2 §* PR #470  (WBRT) &t 2 5427 £ ¥ %% 1 h 304 3 0B ' (I A)
oFU % R TS PR Tamoxifen ¥ 7% o & ¥ RIF 5 4 ~'Fi’?ﬁ~}§v’m*f‘§€ (11 B)
SR ERASIL S DR R ER o AFEFIRT IS ’i*?“!f v e & E )@:jﬁ =G
L4

| (AP ¥

_)‘
s A 1§' é\, AL

1) B L L © LT N ULy & A A

jmhop e g o
ot 5 fgﬂi”ﬁlﬁglf "fiﬂr:r(oncoplasty)“’ DA IS G A - A
Ft 5 2ULL WEL LY fﬁmxv U MSOR A R BTS2 T EE o [V, A]
oF g N EERFZ 2T E i&-)s e [1LA]
o B A AN W AR 14 »ﬁf-‘niyv—k G Tt XA F R RALEARBILE A DR ek gk o
e FV RN WEMIS/EEF RSN TR AR IR AR RV Al e m EES LR (5 5t 5 MRI
. h %k %/ﬁé >[I,

. 1‘*“ SABEIA SR R M T BES SR A 0 ISR N5 DA SRR AR T O T Brig e o [IV, B]

d#“’f %9 p}zz‘wpzwﬁpﬂwuﬁmﬂw& ?¢ Wwirge P4 4R 2T HT 0k - [ILA]

o L HET R G FLF T HAS, T R T R S RIREY P <2 el T A 0 F R R AR L e
BT TR EE & HavrT L hwe [11,B]

e X AEM L FAE LY o FICRPIERET ST S RlE M *""fﬂ ERED SEE A B

oL X AN FABELY FIRTIRATRE T RTHT BN AR ERAFRESIENE, T S g
T B “,fiﬁfo (LA S S | N SYE T ;}#D’ N Mr‘ 25 33,2, & 2p % dual mapping(blue dye
and radioactivity material) > F PI2Z3X%F (7% T H T 27 K,ért e [V.B]
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S Y LTS 6 E R AT B e [LA] o i =70 & MR G AR s B (CRB<2 24 T RES,
ER(+)) g = E ) RARASES et h AU R £ N P FR T FED
o 5L E pEis o 3 ZaEIRE M 2 5 5 stA s (WBRT) - [I, A
s K 3R B R IGE o 4 (<B0 koo grade D11 s e » wt b p@#H &7 BE R 7 49) > i Boost RT #
PIRE R IR S e [1, A]
ocid N5t % vekting (APBDT ¥ 05 3
ot *”f {6 B B2 M AT B SUSRE R Y
B (HER 2 H 14, ER &) » [, A]
oY b AR I 2. E # (IORT)

Table 1  Comparison of patient groups in original and updated consensus statements

Bt oo [0, C]
PRI g T Y /R5em ShR o UG GE0 B FlE

N
e
@
Ly

(\s

Patient group Risk factor Original Update
Suitability Age =60y =250y
Margins Negative by at least 2 mm No change
T stage T1 Tis or T1
DCIS Not allowed If all of the below:

® Screen-detected

® Low to intermediate nuclear grade

® Size =2.5 cm

® Resected with margins negative at =3 mm

Cautionary Age 50-59 y ® 40-49 y if all other criteria for "suitable™ are met
® =50 y if patient has at least 1 of the pathologic factors
below and does not have any "unsuitable”™ factors
Pathologic factors:
® Size 2.1-3.0 cm*®
*T2
® Close margins (<2 mm)
® Limited/focal LVSI
® ER(-)
® Clinically unifocal with total size 2.1-3.0 cm®
® Invasive lobular histology
® Pure DCIS <3 cm if criteria for "suitable” not fully met

® EIC <3 cm
Margins Close (<2 mm) No change
DCIS =3 cm =3 cm and does not meet criteria for “suitable”
Unsuitable Age <30 years e <40y
® 40-49 y and do not meet the criteria for cautionary
Margins Positive No change
DCIS =3 cm No change

* The size of the invasive tumor component.
® Microscopic multifocality allowed, provided the lesion is clinical ly unifocal (a single discrete lesion by physical examination and ultrasonography/
mammography) and the total lesion size (including foci of multifocality and intervening normal breast parenchyma) falls between 2.1 and 3.0 cm.
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ot ik fo g B LA S SR E R T RPPIPRT M T B2 /& >50m th g o #RIEG FR PR Bl A
B (HER 2 5 - ER £ 4) - [ILA]
ot ’;:__k):l!/T‘ jJFLEvé ]v}m«»g;ﬁl_].,ﬁ/r}% )y 3 i’i’r -g'\ng‘;)a‘n_‘/\t-) o~ *3.;_},1 » 5 )l“é}: r‘]+ m/?; &(HERZ]‘%]@L » ER
Eld) o g 1~ EH gm0 2 B it o [l,A]
@ SLND f¢ » 3 el ff & ®# > w2 RMRIRTHT I:%rsiﬁ-zﬁ(ALND)éﬁ:@ Ao gFFR TR T ARERAE o (I, B)
o il ALND e 4 - FAERF AR T TS A AR o ﬂf 2L A2 ”ﬁ‘ﬁ;"‘m”é"\)—ﬁﬂ*g’@ﬁy > [l, E]
ety EEihp A 0 FRE 4 R AF TSR TI S RMEILR o L S RH A T U g T h e R 5k
o [, A]

01:‘_DC|S m}?;& v E T RFYE G > aE RS s AR SR o [, A]
oL B & A 0 T Y g A TR EEULR [V, B]

® % b ‘& £ 0 & 4 g Boost RT - [l11, B]

® & DCIS {7 254 5 7 ik iy 4 7 4 Jg i sty « [I, E]

(=) > ¥ 145 % (Systemic-treatment):

oER % IR & B fL gy 4 (>=1%) > ik = »‘?z‘;ﬁr% Rl A] hie g aE-4 > Tamoxifen 3 8 [1,A] > &%
T (8 iR 3w -t P B P A T T L 3RS o :,@_? - 2R PR Bde s R S andicdy 0 HOTIRA iR
S0 h R fe e A 2 GPE:#»P%JW@ CF SR S Iﬁm% o ¥ iR (s admL > O IRE I fE e A (GE
% fr 2L 8E B % ) f- Tamoxifen E_3 >z i 4% [1,B]

o ER F& |4 enis 5 VI EIR R ln‘%ﬁ;& (GNRH agonist) 3-5 & o

e i# * Tamoxifen s 4 FERELRY FRAREME P R CYP2D6 crfrd| & o dok PR B &2 AT R
i * 4 EEdrdl A (g adms &3 R e L drd [ H)[IV,B]

oHB R RATRE X WHE k(A= M)iERut £ p AR R L E > @ Fiom A o B g
T 2 2 ko erdd g o

it ¥ fr L A i A LR @ S f pEpr A 4 G RF R e d TR A D SRR R ATHT U2 B A
D3 ptet > WP b Hy T AL L H[LA]

o= &+ ~ HER2(+) 5 12 2 B kb % 17 luminal HER2(-) %8 %522 2% i % - [I,A]

edocetaxel {= cyclophosphamide 4 = > 3t % 2o A (6] | e 3t s BR ’*} JE S Y R, éﬁ)? g 1% anthracycline-
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based 4 =x & R F = o [ILA]

o % 204 luminal A s 4 3 1R 2R B G B (RILR Ol T B4R & [LA]

eluminal B HER2(+) Jis i¢ * i B & ¥ » fargigc# 4o Trastuzumab % ;5% [1LA] -

eHER2(+)(2t luminal) & 3% i€ * i £ trastuzumab ;5% ° [I,A]

o% NG WL m%#\.ﬂ_#« g A sldos A 5 8 A (secretory juvenile) > T ;“Ffeév\ WA g HJ]U;’*E ¥ 14 %% (apocrine or
adenoid cystic carcinoma) » = & 5 i sk & X o Br i R [LA]

eChemotherapy i& ¥ = = 3] ~ B cycle-Z anthracycline & taxane 3 i - i£3:% ¥ 4T (sequential)i@ * m 7 & | pF
iz * anthracycline £ taxane - (I1B)

Primary (neoadjuvant) systemic therapy-PST

*PST b3z *0i > 8B fridfy < w7 Saer pop R e AR A FRiEEN SRR - A
Fg>20m ~ 2 JF & Rt B s enz e g F e HER2 Bk Al & > &5~ 4 £ - [I, B].

o fET R F NEL RIZVIFE R Y B AR - ER S INA m&—g i * 4% & 1 o anthracyclines 4v taxanes - [l,
B].

°t+_; et i e/ &5 BRCALI2Z R#DEF ¢ ¥ 3 ﬁ'g,ﬂ]‘ ‘vdn & 1 £ I, Cl.

e Z R % PST o P JF fjhed 2 1Y #5005 42 - [I, B].

c HRRAARPCF oG AETIpCR G FrIEFE  ZEEAE 0 F A g RS )t 6-8iF =D
capecitabine[l, C].

* RERB/HER2IEM Y FEPST L g P i Bin kg OB ERBEF 7 1Y F BT N A s (4-8 B
TR E Ak BT A Eger [l Al

oF R i MG MY U Bt HE RE (dosedense)eit F (4 b v o zk A4 XA (1,B)

7 HERZ2 & & £ IR ﬁ ,# * Trastuzumab+ chemotherapy 27 8 s it gt ¥ R S35 1 - X ¥ /& 3
BrEF o (LA)

ot & F 7 HER2B A 2 I, 3™ 55 @4 &%~ 2 &H & ik < 2t>lem &3k i€ * Trastuzumab & &
pertuzumab > @ <lcm L3 M ¥ #4# > F ER 5 (-) > » ¥ 4 g Trastuzumab =i * o

e HER2 B B £ TR B AT B4 0/ v 0 g R e F 4 2 1L 4 %+ (trastuzumab + pertuzumab) 0 F]F
# B PCR gt i3] o

ed *t Trastuzumab F « %4 14,7 J& Fr ¥ 22 Anthracycline # * , £2 Taxanes g & 4 & & ¢ * % > end ¢ RHEF
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Ly Rk {4 o (LA)
o & B 4 trastuzumab iér}%‘a‘*&frié'}%ﬁw&?fi% R E R - [ AL
« trastuzumab/lapatinib gEiE¥e ;s 7 Kec L K # 2 5% > F)pt 2 E k@ ¢ [, E]
s AR AEE(TLEIHTHMELER F;% M) U g 4 trastuzumab/pertuzumab BEERFe S LR o JEURTD B
S EA 5 8 1 £l AL
o ok L FM RIS & anti-HER2 in o = 4 18 v AT IRIEILA R 0 G A M B4 14 trastuzumab 3% = 5 4 et
1 T-DMLJI, A].
s BFLIF L REELEY AT AR iR R GERL 0 7 A g % oneratinib k£ & anti-HER2 -
"}%‘ e R TR R eic Rk g K. (I, Bl
EHAARER "éﬁﬁiws v R B AR T R Frdlie i am B2 RIS, USR5S Bisphosphonate
£ Denasumab, & > io o 4B B 0 FiR A 2 P MR B E F Ok ' o (LA)
o it AR K i honFai R TR A RZ LS full dose sh#E F - i * standard chemotherapy mﬁg f@-«g "
multidrug regimen == % & 755 o (11, D)
o5 ﬁﬁzb’iﬁ'\&miﬁ B 2ok Bilipd # 8 (0 250 REd) 28 M RESIFET F g ¥ ik dip
AR RO e 7 B bRk & b Pt » S £ F F s - (1Bl
-Lfé:ui;v%*i—%& TR KR %?f%’ [11, Al.
oiﬂ’v RS s SR Bt UL S S A R 7 @0 R ¥ primary systemic therapy 7 12 3
£ T AR S LR - (LA)
°F Fe’ AT R R B R R R R AR 0 £ 7 A0 (VB)
o it R Hl*)@—iﬁpu)ﬁi %B—T—;% iz BRC 54‘—,}?‘5* ¥ g o
¥BFUEBRR R F LD A F LN FRE D LR T A HRIR TR IR AL DE R R, TR
N I P = N %ﬂ"?ak,'! CER A A E R DA
EFRT A EH 36 (M- DCISEEF 6B EF-Awd) $H- X, $=237 #5755 68®
i S, R 6ERIEERS- = o (VA)
o7 % Y L (BCS)iSZ kS £ Bk RIEHR PN S HEBBERLF AN S PEELERANLA) - @k
FREY PR HEF LR ES F2 hahimage & labte B (Bldos R RS 0 KR TR 0 90X
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%o R 0 FHALY k0 %%k > FDG-PET-CT) & Bk kb 1% o 4o CAL5-3 & CEA[I, D].4%t
IR ER R

eLobular invasive carcinoma & % ¥ i * Az 5 & wafs i g (111,B)

ofe X N A kindy (ET)dyp A BT Ml R & FI B EF Ha a2 3 Bl 1F* it - (VA)

of¢ * Tamoxifen ing & 2k 5 & (T4 & ¢ L0423 H(V.B) -

oit * Als m&ﬁ}é;ﬁ TS B A e (I A)

MR LIS R IR HEIEE DL E N s EEIAE AT HER DY R IFINL Tl B 7
B a8 2 2o (11,B)

oil ¥ T GTE F AT L[, D).

o B H T I E &R PR Ak w {oIRAE[V, A

o JEfREAEH A G s 4O RE R E B Y Faedoiin B ok SE[V, AL

G 5% B R
T

°o— fz%}‘»?/@“"f ”ﬁﬁﬁ)"f? L[ﬁ}, f@;ffﬁafw‘ﬁl""‘\‘%‘tﬁv”i&ﬁ@@p’” 7‘1§§j§ %#Bfﬁ%}%kﬁ [j%%}‘ﬁ g;
- ‘%@7‘“ ;‘}pm/r}%‘ oo TR T

T v Ai&@?ié‘é«ﬁeki ﬁ*fﬁ*ﬂﬁm«%«&m%@r;ﬁﬁmﬁ

ofric K @Fimﬁf‘“ FH A H

R A il Rk el @ et B

B SR R F R R £ 2 R

HF AR L RELFRMEAL L RIS T RS 2P RS
'“%@”ﬁjﬂ@‘m@‘i%’mm@J’%mﬁiio

—k

T A BARSR R 0§ FATISR S S AT R E R
.l{t/é'/,%;f‘”ﬁp ’ “V}ﬁ L_ng"#%i’fg"l'?;bm,},rfﬁ 9& jg:%/,fr,ﬁjgi%gi o



WEF  Chung Shan Medical University Hospital Clinical Guideline 2024 version 16.0

v

EL

B ARG TR AV IR AT A Z R > R APE ERE N - L E RN R S B B R (TG IN
itk h o

0¥ 2-4 ¥ BTN A RIpRF 0 2-4cycle VR e s RIFRF AT o

AR ] BTG F LR SRR ] R 0 50 R SRR i

o Vil B A iR (7 4 e (biopsy) AR e M A 0 ¥ 5% ER, PR, Her2 2 Ki67 -

eEA SR B R PHEEI R RE TP :'zi%ﬁi ER & Her2 Z Bt BI7 4 gip ko ko g o

e i B

.ﬁ%&%@%%ﬁ%@ﬁﬁmﬁﬁéwﬁﬁ’ﬁﬁw%é%éiﬁ$&"¢%£zﬁ&# R T 4
FROEGARFG ~ N EFRATRAA)O R E > 7R b de 2 Pin R 8720 o 7 gk
B iF % :Lﬁcrm— BERER LB S Wﬁ}%,&ﬂ“ PR RVESRP BT GG BRd BRE LR
"%7?3 - vamlr}%"l’iﬁ

L g.‘ﬂ;&ti F]lj

o il fﬁ“#ﬂﬁté}ﬁa A FH 2. E 2 @ A i * i anthracycline taxane LA e o B3 BB LS
HER-2 1£ 1+ MBC % — &5, e 22 3R 5 ™ 2 * (monotherapy) - # v 4 capecitabine 4+ vinorelbine 3 < H %
,-;];3 AErTEE e

o A * i taxane % ¥t anthracycline 7 Fultz MBC & 4§ &% Jg 7| anthracycline % ## & & 2 w3 {25 4 & 1 %
pF o B - > ehtaxane § i o # v 4 capecitabine {¢ vmorelblne &47?5'» HERBLEIT IR -

oL_ﬁzﬁLB‘J CEpRE o e Y taxane, ¥ R ROV EHZopE o A B A G- E z’v’ﬂi@sfﬁ?ﬁéﬁﬂ 2

Y ﬂﬁaﬁﬁﬁib«&o

oif ¥ % - fe (anthracyclines 4 # ) * 3 A BIEE A4 HEERL" A "F PEFRLLALRTORRLEF
B

o 4p 5% (metronoic) it (4 A R ~ MBI F R E e 587 0% 57 F & Poid " R MA R 4 o MAHE T

PR =1(cyclophosphamidefrmethotrexate) ° ﬂ s Z% ¢ 7 capecitabine, vinorelbine e

eBevacizumab % & it F i¥ 5 MBC % - & % = S § £ 3% PFS i > 12 OS & 4 %] - Bevacizumab &3k * >t &
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FE2 AR AR T E - 5 2 M s
ER+/HER-2 negative ABC
TR SES S & £ IR T RS- S SR & T Ll W RESEY F I R Y gt
fa fi P o
.ﬁl}; TN e a ST (i KL Ne i "fg EH @ ehp Auisgy L p i o Tamoxifen ik 4 g % 4+, ,f#» AN o)
U E A ALY REE 2 - o e e £ 0 K prdl & P KgE R o Fulvestrant g b PR AT L R L
Al o iEis ER/ P o & & Th o ¥ 12 & Tamoxifen » CDK4.6 :}»rv# | 3] (abemaciclib, palbociclib, or ribociclib) - #H
v AR iTH i 2. Al 0 3 & & ch(HD)Fulvestrant - megestrol acetate 2 everolimus+Al -
o HH AT UT A n R iB(Denovo) ko Hperm 4 o BN A Sn g B E - E L aup ko0 BiRAR Y AL+ CDKAG dr ]
F (% - #R)
DRI NWAPORS }?aﬁme‘- , & %+ & Fulvestrant + CDKA4.6 #r4]#] (% = %)
oA i R CDK4/6 Fr41& (4o ribociclib ; palbociclib) : (108/10/1 ~ 108/12/1 ~ 109/4/1 ~ 109/10/1 ~ 110/5/1 ~
110/10/1)
LAt Rei it REL$4 BB E A2 20 e TEE C()FE SRS L %BE ER & PR>30% -
(2)HER 2 B A Q) REE e fs A MILBE EM B EJp e (visceral crisis) o
ial’ﬁﬁ’f’kza g2 * > ’f il é'E’-‘ 24\%/?*@ IT%‘ I'Ll’?“}':ﬁ-:’f(@ £l -‘E}’*}]%i?“ A %g-ﬁ-:(d ;‘g“’
37_:1 ribociclib # p & % > 34> > palbociclib # p . % ™ 1 F > AE LT EFH- % >y X 2 2
PFo TR o AFELR Y QR ARE H Y o E AL 24 B S
1ias BERBIRFS B4 RABEHE 2 2 LB ER Sk FR 28 &0 TiE 1 (109/10/1 ~ 110/5/1 ~
110/10/1)
Wfg a5 aEMEER & PR>30% -
(2JHER-2 t&ip] 5 1afd o
R) 5= A ﬁp‘gﬂ‘—% SRR E A B L sk (visceral crisis) ® & ¢ R4 5% S (CNS)#E# o (110/10/1)
(A)F 27 L @HINE (110/10/1)
G)p & b3 A i drdlis B (2 7 GnRH analogue &) = i &7 #lig i+ 2 - @ (110/5/1)
[.# &% 55 f o
I g er i r "T
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ILFSH % estradiol s /7 t& ] & A is S is BB RN o
2EFPFRIULL T LG E 2 ARG TRE Y G FABER VLA RL R 2 G
U éﬁ—fﬁ * AggE R o (110/10/1)
3.1 % 4
(Dribociclib = p & % i™ 34
(2)palbociclib = p # % /* = la‘&o
)VAMFESTER- % > raf AmX 3 AP THERY > R AFBLEHTH > NELBALH 24 B 5
2, j2110# 90 30 p e 1‘*3;’* Faopl o @RERFEPLEL R I ARENL mf_i 24 7 %
o PR AR R AEE R . (110/10/1)
4. L g * everolimus &»cfe > 3 @1 ¥ FAEE & - (109/4/1)
oft Fr fs enfaiF M o nk 24 If‘im i F SRR TR o
off PR TV 2 P AR In i M 3R B R R o

HER-2-positive ABC
.%;EL’); _,-,E; » 3 HER-2 }%,z-)'f&i 5 @ % A HE S L‘}%’}?ﬁ A o
o4t ER+/HER-2+:7 MBC 7 & » L E# } 2 i0inf (ET)A 261 » FLHER-2 i 4o p\ ABEPIE/ ) CRERID) A
Banid * » Tl i #p}%ﬁiém\ A fy (ET) 3 iz e PRS 4 g o #v P 3 HER-2 i i2 i 3 4 B0 5 i 8 o
o B FLHER2 iz B & S P ARG TG ABERF > Y fbe T - iR m%‘f SR EE (Y
HER-2 g /5
ol ie ;5 MBC ihpEff £ &P + ‘ré BT o
o i * trastuzumab Eﬁﬁ)ﬁa’ﬁ iE > @ % trastuzumab +lapatinib » F_& B eEH o
oHer-2 15 142 &4 145 Booox - *,f%?«fn el Y g B REe 4o 1 B (trastuzumab + pertuzumab + Doxetaxel), % = &
Bl & TDML 5% - (LA)
£ 8t 8 5L % (Advanced TNBC)
ot 2BRCAMUtationzig 4 » B % & A § M FEciph SR - P VS 1 B Bl & o FU 94 Her-2
negativev 12 ¢ * it B LR o *fisb * L_TNBC

o ¥t*radvanced TNBC(& # 7 £ BRCA mutation) > J& 4 & ¢ * iEanthracycline +/- taxanezi,fk ;™ > Carboplatiny +*
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A J
docetaxol { 4% s % frfi > i (4 o F|pt carboplatin &yt 58 o A BE & HupfrEA o

o ¥+ HER-2 negative and germline BRCA1/2 mutation £ B ¥ % Jg & * PARP inhibitors (¥-Olaparib, Talazaparib )

R ¢ 324 Olaparib (4= Lynparza) : (109/11/1)

(DE i ¥ v g @m o it ey S @B 2 24 5 w2 BRCALZ Ropfhet @ MRFIER ¥ =
P (FE R 2 HER2 829 5 12 )E& 4 145 SR B R

QUESEnFAPESR Y

| & = ¢ 3—7 )%ﬁ_f_u 3BT Lo

ILA»= ¥ 5P % ' ER ~ PR » HER2 LA ¥ pldR < 5 11 % germline BRCA 1/2 % ¥ B|3E 2 - BRCA1/2

RRIZ D BT R B A T s BRI AR L I S 2 e ’F’vi‘”*ﬁ*ﬁ‘”ﬁ”ﬁ%?ﬂ?
PR ARL  EARIL A A Fé%ﬁﬁ%fifﬁﬁ‘é’ﬁﬁ Lo I OTRRER S bt Tivfif 3 F 5 e (111671
111/8/1)

NESGIEEEEEg PR RS Rl B LRI
.2 K L £ ¢ (The College of American Pathologists » CAP)® & % 733 °
iii.p4 BE 4 > R A £ € (Taiwan Accreditation Foundation » TAF) R 2% % 32 (1SO15189) -
V.o BHILE § 4T HEF &R ERE
M. £ =¢ o FRONERER (b BaS) P A& - dvmger -
(3)Olaparib £ talazoparib &7 & - # * > “,f F) i X r 7% A E3 o (111/8/1)
A= pE&iid* 4 -
Talazoparib (4= Talzenna) : (110/3/1) 1.5 % »Minsf e prid £ 7 i 2 2 18 1 F Rt M @EH I Hm & 0 (D)
BREDEFE SRS ERE R o SRR MR o (2 germline BRCAL2% % - (3)% = 31+ #
%t A4 £ F3 42 W(HERD) ~ sk £ W(ER)M 2 FREE % w(PR) BE% RAH o

2QRFETF APRLS R * (1)F Y 2 1%‘%1'13% PR e (24K Y FHPFE'WER - PRHER2Y A 152 4k
B3R 2 5 12 % germline BRCAl/Zx% %/Plﬁﬁ 4 o BRCA1R{ R Z d %3 P F &N TRFZ FHRZTHNT » P
F b RRER 2 B R Rt o ““@ﬂ%wd@ﬁ%%%Wfﬁﬂp FARE R AP P R
L P ANRRIER S 4 n@, PEEES T8 (LLU6/1 ~ 111/8/1)
Lird 1510858 S0 4§ B R EFRA + AT AT AP ¥ e
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II iR T 72 ? 5 ¢ (The College of American Pathologists » CAP) R 2 % i3 °
ILp4 BE A > FLE A £ ¢ (Taiwan Accreditation Foundation » TAF)F & % 32#(1SO15189) -

VI. é/?ﬁfiﬂ?g/}d‘% W H e ILTE o
3.Talazoparib£2 olaparib 518 % - & * > "f XA 2 F 3 . (111/8/1)
4.Next Generation Sequencing associated blomarker testing for medicine therapies(optional)

o [AM L IR, B HAEABPD-LIGER (EHRF S BEAE), AT L E R LK D I H.

HA0F EF{ RN A 54 m/r"},%fi" Fi«'

o FLY G WA R AR PIF B hT ks 4 45 E A 9% 1 (bisphosphonate or denosumab) i ¥ AR £ B
2EMILREERY o (1A)
oF PHEMB IR G HIAR A BZERP ST, R TAT T ‘Iﬁﬁa'b‘ﬁ’ Fredok iz e Fmy £ F F 37,
A ﬁiﬁgﬁ’f—l* FEGREPFHI L PERAIVRT o 4ok 2 P A IR % RT 55 E ok o (1A)
G ARG SRR NAF FRBRUESRBA P FEERPMOREER L, MRI 5 5 E BRI R A
TR FRITING o G PR g4 G PLFE AR P F AR AT G R SRR, A A5 RT ¢ (1B)
o B A 2 AR | A (2 19 T 2r ok G AL R % A L L R 2 2 Rk g £ jke(radiosurgery)is . Ao % i
"2 B2k * Radiosurgery %o © (1B)

AFPRZEXIRE iR
o L IR 2 BIEAMP N S AR KR N RVR AT NE 2 0 i PERERLALAFESLRE o (LA)
omlﬁﬂ PRrEFEEFFRNE FE LR A G DR R 2 FEE L pET o (1A)
FREERA H A RER ES 3 oeR F 3240(2 45 morphine) < (1A)
. ;J“' BAART B2 e }E%fr s imf’*"ﬂ%*’" A TR LR o f RIS R C %A B R
SFRER N AR R (T AN F e F R FR MR A b R L Rtk Ric g o (expert opmion)
A e Mkt 1%
SHFA MBI AER G S S fORTHT BT R VB X ko S {cFAHKT % CNB
CXR e ¥ ¥ 4 g HItAZ 5 A > 3902 I MR 'W*”f#ﬁﬁ% SRR 9 A
oL S HITRPERIEA BLS VR o
oA Y BB F o F - K AkFa R -
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o it % 12 anthracycline #7224 5 % 2 > 5-FU % cyclophosphamide ~ # F B AT 752 8% 2 ého
oMM F i a P MY 0 FA KT F &7 Y & weekly paclitaxol -
olF WP I B b oo foify o FIt p A R fetnly B A (S HP B A o
et B H WL IR A E BISRA T A F g7 fot B ¥ L gk ¥ FF2 R el R 3 W 0 o g g % F B 3 i
BHET TR
o ER+1 5 & # (4 5 %+ 12 & * endocrine therapy 7o %, “f L5 % % 3 endocrine resistance 2 EiEE f-ig § & *
I i* % ¥ - (expert opinion)
e ER+:5 . H ﬁiﬁ% M5 %, 2E 2k 8 * Tamoxifen - (expert opinion)
okrd F] 5 &g m @iz @ % Tamoxifen » RI¥ 124 g & % Al ot g Wk ek (LHRH) shitsc 3| Fr | #] -
B TR B TR i - [IV, B].
o9 1435 w;]w\;%,aizz RiZE B ALTFL FE FH SRV, E]L
o it B 5 fo anti-HER2 55 e Mo fofie M P8 LA R & A e it IV, AL
z 3 ﬁa’#’# EBC:Early breast cancer = ABC:Advanced breast cancer = MBC:Metatitis breast cancer

Level | © 3 %% & & g ¥ B~ 7 (Randomized controlled trials, RCT ) 48 % - ¢ &~ 4] ¥ low biassrRCT, '
RCTzt #® J1 %k sameta-analyses -

Level Il : -] & £0RCT g% —EPL«’ A e ffi st 3 biaseARCT,pt #FRCT 4t # 1 % ehmeta-analysis °

Level 1 @ = p& 2+ %77 7 3F 2 prospective cohort o

Level IV : w g4+ i~ 3 (retrospective cohort) % ¥ BR T F ( Case-control study ) -

Level V: &t eauy, BxIR2, & 73 L (Expert opinion)

FRE B

Group A F % ZIEIp 88w F B F TRAE & e B TER

Group B : ﬁnm 58 7)) 57§ f‘:ﬁ%%«?ﬁ, ¥ F TR R e - ﬂ}ii:i‘;ig °

Group C : 3453 &st 2ed 153 * b ﬁé‘aﬁ BLA TR F e (BITE* 3 * %) o mEFuE o
GroupD @ 7 i R OREIRE T AT F kel BT E 0 - KA JEEF R o

Group E: % N ag,f'lm’m‘iie‘léﬁ—r)% TH F RN ETRSE R e IR o
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® = <45 F 5V A
® = 4 /i 3t 46~60 A 5 A
1Lz mEREHYT - % IRk
24 LI RES R G B HR o TR RS F LR (2R &)
0 & #<B0 & 1 = M TR
o<t ERES G I RmEL (T E&)
o5 |5
- T AR * & (]4r PARPI)

I~ Bk R

Neoadjuvant /Adjuvant chemotherapy

AC

Doxorubicin 60 mg/m? iv d1
Cyclophosphamide 600 mg/m? iv dl
Q3w x 4 cycles or Q2W x 4 cycles ( with GCSF support)

Muss HB et al. Standard chemotherapy (CMF or AC) versus capecitabine in early-stage breast cancer (BC) patients agec 65 or older: results of
CALGB/CTSU 49907. 2008 ASCO annual meeting. Abstract 507 .

Fisher, B et al. Treatment of axillary lymph node-negative, estrogen receptor-negative breast cancer: updated findings from National Surgical
Adjuvant Breast and Bowel Project clinical trials. J Natl Cancer Inst 2004; 96:1823 .

EC

Epirubicin 75 - 100 mg/m? iv d1
Cyclophosphamide 600 mg/m? iv d1
Q3w x 4 cycles or Q2W x 4-6 cycles ( with GCSF support)

Piccart MJ et al. Phase 111 trial comparing two dose levels of epirubicin combined with cyclophosphamide with cyclophosphamide,
methotrexate, and fluorouracil in node-positive breast cancer. . J Clin Oncol 2001; 19:3103.
LC(Liposomal doxorubicin-optional)

Liposmal doxorubicin 35- 50 mg/m? iv d1
Cyclophosphamide 600 mg/m? iv dl
Q3w x 4 cycles or Q4w x 4 cycles

Pegylated Liposomal Doxorubicin as Adjuvant Therapy for Stage I-111 Operable Breast Cancer.Lu YC, Ou-Yang FU, Hsieh CM, Chang KJ,
32
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Chen DR, Tu CW, Wang HC, Hou MF.In Vivo. 2016 Mar-Apr;30(2):159-63.
i i3 4= :Doxorubicin hydrochloride liposome injection(4= Lipo-Dox ~ Caelyx) @ * **H — jof 5~ %05 i b Y E2EH r_tzbfé'ﬁ»é,ﬁ o
(93/11/1)
TC

Docetaxel 60 - 100 mg/m? iv d1
Cyclophosphamide 600 mg/m? iv dl

Q3w x 4 cycles or Q2W x 4 cycles ( with GCSF support)

Jones SE et al. Phase 111 trial comparing doxorubicin plus cyclophosphamide with docetaxel plus cyclophosphamide as adjuvant therapy for
operable breast cancer. J Clin Oncol 2006; 24:5381.

i R4 Docetaxel 1.5 3RaLdp & # 45 1250 o 2,47 anthracycling & & & * 59 ™ k= Q45 2 5 5Ll 2 Jieis i B it B0 o
(99/6/1)3.% # g = ieis > HLETE Z IEMF BT maF T @A s 4 o 717 5 &2 cyclophosphamide & * doxorubicin it § 4 24 2
Aol biEE s Hapdkp o n oo

Docetaxel+ Cisplatin

Docetaxel 60 - 75mg/m? iv dayl
Cisplatin 60- 75 mg/m? iv dayl

Q3w x 4 cycles or Q2W x 4 cycles ( with GCSF support)

A randomized phase I trial of platinum salts in basal-like breast cancer patients in the neoadjuvant setting. Results from the GEICAM/2006-03,
multicenter study. (Abstract in PubMed)Breast Cancer Res Treat (2012) 136:487-493

CMF po

Cyclophosphamide 100 mg/m?/d po dayl-14
Methotrexate 40 mg/m? v dayl, 8
5- FU 600 mg/m? iv dayl, 8
Q4w x 6 cycles

Muss HB et al. Standard chemotherapy (CMF or AC) versus capecitabine in early-stage breast cancer (BC) patients agec 65 or older: results of

CALGB/CTSU 49907. 2008 ASCO annual meeting. Abstract 507.

CMF 1V

Cyclophosphamide 600 mg/m? iv dayl
Methotrexate 40 mg/m? iv dayl
5-FU 600 mg/m? iv dayl
Q3w x 6 cycles

Weiss RB et al. Adjuvant chemotherapy after conservative surgery plus irradiation versus modified radical mastectomy. Analysis of drug dosing
and toxicity. Am J Med 1987; 83:455.
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FAC
5-FU 500 mg/m? iv day1
Doxorubicin 50 mg/m? v dayl
Cyclophosphamide 500 mg/m? iv dayl
Q3w x 6 cycles

Martin M et al. Doxorubicin in combination with fluorouracil and cyclophosphamide (i.v. FAC regimen d1, 21) versus methotrexate in
combination with fluorouracil and cyclophosphamide (i.v. CMF regimen d1, 21) as adjuvant chemotherapy for operable breast cancer: a study
by the GEICAM group. Ann Oncol 2003; 14:833.

FEC

5-FU 500 - 600 mg/m? iv day1
Epirubicin 50 - 100 mg/m? iv dayl
Cyclophosphamide 500 - 600 mg/m? iv dayl
Q3w x 6 cycles or Q2W x 4-6 cycles ( with GCSF support)

Bonneterre J et al. Epirubicin increase long term survival in adjuvant chemotherapy of patients with poor prognosis, node positive, early breast
cancer: 10 years follow up results of the French Adjuvant Study Group 05 randomized trial. J Clin Oncol 2005; 23:2686.
FLC

5-FU 500 - 600 mg/m? iv day1
*Lipodox 35mg/m? v dayl
Cyclophosphamide 500 - 600 mg/m? iv dayl

Q3w x 6 cycles or Q2W x 4-6 cycles ( with GCSF support)

Rayson D, Suter T.M, Jackisch C,et al:Cardiac Safety of Adjuvant Pegylated Liposomal Doxorubicin With Concurrent Trastuzumab: A
Randomized Phase Il Trial Annals of Oncology 2012;23:1780-1788.

Juan Lao, Julia Madani, Teresa Puértolas,et al. Liposomal Doxorubicin in the Treatment of Breast Cancer Patients: A Review Journal of
Drug Delivery. 2013, Article ID 456409, 12 pages

*Epirubicin 574 p % # * Liposomal doxorubicin(optional-7 £ ¥ P2t o)

AC/EC—Paclitaxel Qw (or Paclitaxel - AC/EC)

Paclitaxel 80 mg/m? iv dayl

Qw x 12 cycles

Sparano JA et al. Weekly paclitaxel in the adjuvant treatment of breast cancer. N Eng J Med 2008; 358:1663.

iR g Paclitaxel 2T T B 2 R PR XS B2 %‘ﬁ » paclitaxel ¥ 1F % #& % 7 doxorubicin fp 2_ @ B4 i &5
Koo (91/4/1~94/1/1 ~98/8/1)

AC/EC—Docetaxel Q3w (or Docetaxel -~ AC/EC)

Docetaxel 60-100 mg/m? iv day1

Q3w x 4 cycles
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Sparano JA et al. Weekly paclitaxel in the adjuvant treatment of breast cancer. N Eng J Med 2008; 358:1663.
i iR ge: Docetaxel 1.5 FRaidp &8 @45 1234 o 2.2 anthracycline & & i@ # »03 ™ 3k & A 2 5 512 o i B2 4 1t 505 o
(99/6/1)3. 5 #p 5 f £ aiis > L ETE Z R4 E BT m AT & i 4 o 7 18 5 2 cyclophosphamide # * doxorubicin it § 4 B4 2
4rg it ki > Hepyp g oo

TAC

Docetaxel 50 - 75 mg/m? iv dayl
Doxorubicin 50 mg/m? v day1
Cyclophosphamide 500 mg/m? iv dayl
Q3w x 6 cycles

Martin M et al. Adjuvant docetaxel for node-positive breast cancer. N Eng J Med 2005; 352:2302 .
TEC

Docetaxel 50-75 mg/m? v dayl
Epirubicin 50-75 mg/m? iv dayl
Cyclophosphamide 500 mg/m? iv dayl
Q3w x 6 cycles

P Piedbois et al. Dose-dense adjuvant chemotherapy in node-positive breast cancer: docetaxel followed by epirubicin/cyclophosphamide (T/EC),
or the reverse sequence (EC/T), every 2 weeks, versus docetaxel, epirubicin and cyclophosphamide (TEC) every 3 weeks. AERO B03
randomized phase I1 study. Ann Oncol. 2007; 18: 52.
Cisplatin
Cisplatin 75 mg/m? v dayl
Q3w

Carboplantin
Carboplantin 6 mg, AUC iv dayl
Q3w
Silver DP et al. Efficacy of neoadjuvant cisplatin in triple negative breast cancer. J Clin Oncol 2010;28:1145.
Docetaxel+ Carboplatin

Docetaxel 60 - 75mg/m?iv day1
Carboplantin 6 mg, AUC iv dayl

Cycled every 21 days for 6 cycles

von Minckwitz G, Schneeweiss A, Loibl S, et al. Neoadjuvant carboplatin in patients with triple-negative and HER2-positive early
breast cancer (GeparSixto; GBG 66): a randomised phase 2 trial Lancet Oncol 2014;15:747-756.
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Paclitaxel(Weekly) + carboplatin

Paclitaxel 80mg/m?iv day 1815
Carboplantin AUC 6 iv(g3w)/AUC2 iv(glw) day 1

Cycled every 21 days for4 cycles

Loibl S, O'Shaughnessy J, Untch M, et al. Addition of the PARP inhibitor veliparib plus carboplatin or carboplatin alone to standard neoadjuvant chemotherapy in
triple-negative breast cancer (BrighTNess): a randomised, phase 3 trial. Lancet Oncol 2018;19(4):497-5009.

Adjuvant Targeted therapy
Trastuzumab 1V/SC +/- Chemotherapy

Trastuzumab can be given after completion of chemotherapy as well, loading dose
8 mg/kg, followed by 6 mg/kg, iv gq3w for a total of 1 year.

Trastuzumab 4 mg/kg loading dose followed by 2 mg/kg iv qw during
chemotherapy, then 6 mg/kg iv g3w, for atotal of 1 year

Trastuzumab 600mg , for a total of 1 year

Smith | et al. 2-year follow-up of trastuzumab after adjuvant chemotherapy in HER2-positive breast cancer: a randomized controlled trial.
Lancet 2007; 369:29.

Romond EH et al. Trastuzumab plus adjuvant chemotherapy for operable Her2-positive breast cancer. N Eng J Med 2005; 353:1673

B i T ~

15 Hp (L) eh 2 £ m (8 ~ 1V BR 2 (hran ff Bs oy B n R )ic i 18 0 & HER2 B & £ S(IHC 3+ FISH+) » ® Z3g T %= &
BHCRBAREES L 5D NRE Y FAFB R F (2 R 25— ST

An FDA-approved biosimilar is an appropriate substitute for trastuzumab

Pertuzumab -optional

loading dose 840 mg IV day 1 followed by 420 mg IV Cycled every 21 days to complete 1y of therapy qg3w

Schneeweiss A, Chia S, Hickish T, et al. Pertuzumab plus trastuzumab in combination with standard neoadjuvant anthracycline-containing and anthracycline-free
chemotherapy regimens in patients with HER2-positive early breast cancer: a randomized phase |1 cardiac safety study (TRYPHAENA). Ann Oncol 2013;24:2278-2284.
Swain S, Kim S-B, Cortes J, et al. Confirmatory overall survival(OS) analysis of CLEOPATRA: a randomized, double-blind, placebocontrolled

Phase Il study with pertuzumab (P), trastuzumab (T), anddocetaxel (D) in patients (pts) with HER2-positive first-line (1L)metastatic breast cancer (MBC). Cancer Research
2012;72:P5-18-26.

Baselga J, Cortes J, Kim SB, et al. Pertuzumab plus trastuzumab plus docetaxel for metastatic breast cancer. N Engl J Med 2012;366:109-119.

Datko F, D'Andrea G, Dickler M, et al. Phase Il study of pertuzumab, trastuzumab, and weekly paclitaxel in patients with metastatic HER2-overexpressing metastatic
breastcancer [abstract]. Cancer Research 2012;72:Abstract P5-18-20.

Gianni L, Pienkowski T, Im YH, et al. Efficacy and safety of heoadjuvant pertuzumab and trastuzumab in women with locally

advanced, inflammatory, or early HER2-positive breast cancer(NeoSphere): a randomised multicentre, open-label, phase 2 trial.Lancet Oncol 2012;13:25-32
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Chemotherapy for Metastatic breast cancer

Doxorubicin
Doxorubicin 60-75 mg/m? iv dayl
Q3w
or
Doxorubicin 20 mg/m? iv day1
Qw
Chan S et al. Prospective randomized trial of docotaxel versus doxorubicin in patients with metastatic breast cancer. J Clin Oncol 1999;17:2341.
Gasparini G et al. Weekly epirubicin versus doxorubicin as second line therapy in advanced breast cancer. A randomized clinial trial. Am J Clin
Oncol 1991;14:38.
Epirubicin
Epirubicin 60-90 mg/m? iv dayl
Q3w
or
Epirubicin 20 mg/m? iv dayl
Qw
Bastholt L et al. Dose-response relationship of epirubicin in the treatment of postmenopausal patients with metastatic breast cancer: a
randomized study of epirubicin at four different dose levels performed by the Danish Breast Cancer Cooperative Group. J Clin Oncol
1996;14:1146.
Gasparini G et al. Weekly epirubicin versus doxorubicin as second line therapy in advanced breast cancer. A randomized clinial trial. Am J Clin
Oncol 1991;14:38.
Liposomal doxorubicin
Liposmal doxorubicin 35- 50 mg/m? iv dayl
Q3-4w
O’Brien ME et al. Reduced cardiotoxicity and comparable efficacy in a phase III trial of pegylated liposomal doxorubicin HCL versus
conventional doxorubicin for first line treatment of metastatic breast cancer. Ann Oncol 2004;15:440.
BEY iR L N H - L G P I B %Y B2 A rizbﬁ'p&ﬁ o 2% MR By R
Cisplatin

Cisplatin 75 mg/m? v dayl
Q3w

Carboplantin
Carboplantin 6 mg, AUC iv dayl
Q3w
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Silver DP et al. Efficacy of neoadjuvant cisplatin in triple negative breast cancer. J Clin Oncol 2010;28:1145.
Docetaxel

Docetaxel 60-100 mg/m? iv dayl
Q3w

or
Docetaxel 25 -40 mg/m? iv dayl
Qw

Harvey V et al. Phase 111 trial of comparing three doses of docetaxel for second-line treatment of advanced breast cancer. J Clin Oncol 2006;

24:4963.

Burstein, HJ et al. Docetaxel administered on a weekly basis for metastatic breast cancer. J Clin Oncol 2000; 18:1212.

Paclitaxel
Paclitaxel 80 mg/m? iv day1
Qw

Bishop, JF et al. Initial paclitaxel improves outcome compared with CMFP combination chemotherapy as front-line therapy in untreated

metastatic breast cancer. J Clin Oncol 1999; 17:2355.

Seidman AD et al. Randomized phase I11 trial of weekly compared with every-3-weeks paclitaxel for metastatic breast cancer, with trastuzumab

for all Her-2 overexpressors and random assignment to trastuzumab or not in Her-2 nonoverexpressors: Final results of Cancer and Leukemia

Group B Protocol 9840. J Clin Oncol 2008; 26:1642.

i iR 4 Paclitaxel

LR A e @ L g K,ﬁct 5 B Log 1R 4@ * anthracycline) % Ezmﬁ%b‘_at}%éiﬁ o (91/4/1 ~94/1/1)

Gemcitabine
Gemcitabine 800-1200 mg/m? iv dayl, 8, 15
Q4w

Carmichael, J et al. Advanced breast cancer: a phase Il trial with gemcitabine. J Clin Oncol 1995; 13:2731.

i 44 ;Gemcitabine (4r Gemzar )

*T# %t Gemcitabine £2 paclitaxel & % » ¥ @& # 30 50 * i anthracycline 2 &k /4R 3 ¥ & % £ jivsr “ﬁtf B A 2 5T B oo
(94/10/1)

GP
Gemcitabine 800-1200 mg/m? iv dayl, 8,
Paclitaxel 175 mg/m? iv dayl
following paclitaxel onday 1 Cycled every 21 days.

38



WEF  Chung Shan Medical University Hospital Clinical Guideline 2024 version 16.0

A J

GP

Gemcitabine 800 mg/m? iv day1, 8,15
Paclitaxel 80 mg/m? iv dayl, 8,15
Q4w

Kun-Ming Rau et al. Weekly Paclitaxel Combining with Gemcitabine is an Effective and Safe Treatment for Advanced Breast Cancer Patients
Jpn J Clin Oncol 2011;41(4)455 - 461
Vinorelbine
Vinorelbine 20 - 25 mg/m? iv. 50-80 mg/m? po day1,8
Q3w
Gasparini, G et al. Vinorelbine is an active antiproliferative agent in pretreated advanced breast cancer patients: a phase 11 study. J Clin Oncol
1994; 12:2094.
i i 4 ; Vinorelbine
oL 2 2 £ “,f 2P i R R RS R oo A A 2 T R F B B R R A F
Capecitabine
Capecitabine 800 - 1250 mg/m? po bid dayl-14
Q3w
Fumoleau, P et al. Multicentre, phase 11 study evaluating capecitabine monotherapy in patients with anthracycline- and taxane-pretreated
metastatic breast cancer. Eur J Cancer 2004; 40:536.
1. capecitabine £ docetaxel # * *tiu 5y %t anthracycline i & in oy & 222 ko 3RALHP 2 A5 125 R s B oo
2. H jp* > 4f taxanes % anthracycline i* 5 /55 & »c > 2 & ;% & * anthracycline ;5 2. & $R68 8 &8 & 45 4 50 g B oo
UFT po

Uracil/Tegafur 270 mg/m? /day po

7 days/week

Y Park. Uracil-tegafur and tamoxifen vs cyclophosphamide, methotrexate, fluorouracil, and tamoxifen in post-operative adjuvant therapy for
stage I, Il, or I1IA lymph node-positive breast cancer: a comparative study. British Journal of Cancer (2009), 1 -7

iR 4 Uracil-Tegafur

REH LS B~ BHILE SR BB K B RZopke ™ (89/10/1~97/12/1) -

AC

Doxorubicin 60 mg/m? iv dayl
Cyclophosphamide 600 mg/m? iv dayl
Q3w

Nabholtz JM et al. Docetaxel and doxorubicin compared with doxorubicin and cyclophosphamide as first-line chemotherapy for metastatic
breast cancer: results of a randomized, multicenter, phase Il trial. J Clin Oncol 2003;21:968.
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EC
Epirubicin 75 mg/m? v day1
Cyclophosphamide 600 mg/m? iv dayl
Q3w , or Q2W( and GCSF support)

Langley RE et al. Phase 111 trial of epirubicin plus paclitaxel compared with epirubicin plus cyclophosphamide as first-line chemotherapy for
metastatic breast cancer: United Kingdom National Cancer Research Institute Trial ABO1. J Clin Oncol 2005; 23:8322.
Eribulin
Eribulim 1.4mg/m? iv day1,8
Q3w
Pooled analyses of eribulin in metastatic breast cancer patients with at least one prior chemotherapy.
Pivot X1, Marmé F2, Koenigsberg R3, Guo M4, Berrak E5, Wolfer A6. 2016 Aug;27(8):1525-31. doi: 10.1093/annonc/mdw203. Epub 2016
May 13.
iR (do-Halaven) © (103/12/1 ~106/11/1) 1. % *ink w4 I“iz“l%%iﬁ r ko i # % i anthracycline fr taxane = f& 4%
EAET R CF R e o 2.5 I BRARTEFRTTR O RHR/T FTR S BAREN S TR o (106/11/D)

Ixabepilone
Ixabepilone 40mg/m? iv dayl
Capecitabine 2000mg/m? po dayl
Q3w

1. LiJ, Ren J, Sun W. Systematic review of ixabepilone for treating metastatic breast cancer. Breast Cancer. 2017 Mar;24(2):171-179. doi:
10.1007/s12282-016-0717-0. Epub 2016 Aug 4. Review. PubMed PMID: 27491426.

2.Puhalla, S., & Brufsky, A. (2008). Ixabepilone: a new chemotherapeutic option for refractory metastatic breast cancer. Biologics : Targets &
Therapy, 2(3), 505-515.

3.Sparano, J. A., Vrdoljak, E., Rixe, O., Xu, B., Manikhas, A., Medina, C., ... Conte, P. (2010). Randomized Phase III Trial of Ixabepilone Plus
Capecitabine Versus Capecitabine in Patients With Metastatic Breast Cancer Previously Treated With an Anthracycline and a Taxane. Journal of
Clinical Oncology, 28(20), 3256—-3263. http://doi.org/10.1200/JC0.2009.24.4244

it -4 45 : [xabepilone (4c Ixempra) : (110/2/1) 1.*2 Ixabepilone #& # capecitabine * *% fhSs i L @HHIHEF > F #
g o gEir2 - ¢ (¥ taxane 7 FE Y &2 &% anthracycline 5% # o (2)% taxane % anthracycline infy &7 o
2.5 3 BRART B FRIGER > HEET TR ERFBELDT g% o 3. Ixabepilone ¥ eribulin * >%ia% F ifz &
%%b‘_z“l%ﬁ.ﬁﬁﬁ  WEE-#* > 27 735 3 (ixabepilone FU* A g @ * i eribulin 2 pE k)
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Target therapy for Metastatic breast cancer

Trastuzumab IV/SC  +/- Chemotherapy
Trastuzumab 8mg/kg iv over 90 min first wk followed by 6 mg/kg iv over 30 min g3w
Trastuzumab 4 mg/kg loading dose followed by 2 mg/kg iv qw
Trastuzumab 600mg for a total of 1 year
Cobleigh, MA et al. Multinational study of the efficacy and safety of humanized anti-HER2 monoclonal antibody in women who have HER2-
overexpressing metastatic breast cancer that has progressed after chemotherapy for metastatic disease. J Clin Oncol 1999; 17:2639.
AR BB R(DE DR ¥ 3ok e b5 HER2 8 & £ L (IHC3+2 FISHY) » § X iE- =xnF - Finfk2 &8 AL 8
A0 (91/4/1 ~99/1/1)(2)# paclitaxel 2 docetaxel & * » @ * >t X ¥ L Fi Bk 2 @ H i s ko0 2 5 HER2 8 & & 3R
(THC3+z: FISH+)4§(93/8/1 ~95/2/1~99/1/1)
(3) A 25 2 HER2 B & & 2 4 > L5 A2 :ﬁﬂ\%’?&ﬁ =¥ @ % 5 2 pertuzumab * docetaxel B * FF o A AL o
(99/1/1 ~108/5/1)
BEDFAPALRY > PUERE AR RGRIERTRE Y G FART BT RE 79 5(105/11/1) -
An FDA-approved biosimilar is an appropriate substitute for trastuzumab
Pertuzumab +/- Chemotherapy
| 840 mg IV day 1 followed by 420 mg IV Cycled every 21 days to complete 1y of therapyq3w |
Schneeweiss A, Chia S, Hickish T, et al. Pertuzumab plus trastuzumab in combination with standard neoadjuvant anthracycline-containing and anthracycline-free

chemotherapy regimens in patients with HER2-positive early breast cancer: a randomized phase Il cardiac safety study (TRYPHAENA). Ann Oncol 2013;24:2278-
2284,
Swain S, Kim S-B, Cortes J, et al. Confirmatory overall survival(OS) analysis of CLEOPATRA: a randomized, double-blind, placebocontrolled

Phase 111 study with pertuzumab (P), trastuzumab (T), anddocetaxel (D) in patients (pts) with HER2-positive first-line (1L)metastatic breast cancer (MBC). Cancer Research
2012;72:P5-18-26.

Baselga J, Cortes J, Kim SB, et al. Pertuzumab plus trastuzumab plus docetaxel for metastatic breast cancer. N Engl J Med 2012;366:109-119.

Datko F, D'Andrea G, Dickler M, et al. Phase |1 study of pertuzumab, trastuzumab, and weekly paclitaxel in patients with metastatic HER2-overexpressing
metastatic breastcancer [abstract]. Cancer Research 2012;72:Abstract P5-18-20.

Gianni L, Pienkowski T, Im YH, et al. Efficacy and safety of neoadjuvant pertuzumab and trastuzumab in women with locally

advanced, inflammatory, or early HER2-positive breast cancer(NeoSphere): a randomised multicentre, open-label, phase 2 trial.Lancet Oncol 2012;13:25-32

(=2 xﬁ-*ﬁ,% :(108/05/01)

1. Pertuzumab ¥ trastuzumab % docetaxel & * 3t;om &4 (& A 7udbe HER2 & i % 2/5% 2 HER2 A £ R (IHC3+&
FISHOES L HEL - 2AEF D FAPARRY > PLARS I8 R R PGFR FRE XY 55 AR BT BE 7
Do EpAL s HH18 B Ao
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Ado-trastuzumab emtansine(TDM1)
ado-trastuzumab emtansine 3.6 mg/kg IV day 1
Cycled every 21 days.
Verma S, Miles D, Gianni L, et al. Trastuzumab emtansine for HER2-positive advanced breast cancer [supplementary appendix available online]. N Engl J Med
2012;367:1783-1791.
Ellis PA, Barrios CH, Eiermann W, et al. Phase 111, randomized study of trastuzumab emtansine (T-DM1) {+/-} pertuzumab (P) vs trastuzumab + taxane (HT) for
first-line treatment of HER2-positiveMBC: Primary results from the MARIANNE study. ASCO Meeting Abstracts 2015;33:507.

R (110/2/1):"RE jpié * >+ HER2 6 & £ 3 (THC3+s FISHOZ BB IR L F T8 2 8UsRk > T @R ET A0 (D2
WA W H X 3 trastuzumab & - & taxane E s 0 2 H & i o 2 pertuzumab ¥ trastuzumab & - f& taxane # i 05
Fro (D2 CRIFESERRE K AW B2 0P TLXI0FE06B N Brhsd o DEHTLERE(F ¢
FRHEFOEH - 25FDFAPELRY > PARE R AR RGROGERTRL Y G FART ELFYIREEY 5o
Fp A d%H 10 B2 (13 BRA2s ') 3. Trastuzumab emtansine f- lapatinib &ic - @& * - 2 #3 & o

Bevacizumab(p % ) + Chemotherapy

Bevacizumab 10 mg/kg iv di
Q2w

or
Bevacizumab 15 mg/kg iv di
Q3w

Miller KD et al. Paclitaxel plus bevacizumab versus paclitaxel alone for metastatic breast cancer. N Eng J Med 2007; 357:2666.
Miles D et al. Randomized, double-blind, placebo-controlled, phase I11 study of bevacizumab (BV) with docetaxel (D) or docetaxel with
placebo (PL) as first-line therapy for patients with locally recurrent or metastatic breast cancer (mBC): AVADO. 2008 ASCO annual meeting.
LBA1011.
An FDA-approved biosimilar is an appropriate substitute for Bevacizumab
Lapatinib + Xeloda

Lapatinib 1250mg po

Xeloda 2000mg/m? po d1-14
Lancet Oncol 2013 Jan;14(1):64-71.doi:10.1016/S1470-2045(12)70432-1.Epub 2012 Nov.
i i 4°: lapatinib (4- Tykerb)
1. 22 capecitabine & * - @& * 3 ¥ 3 % anthracycline, taxane ™ % trastuzumab g% 4 R Z @RI G e o

= HER2 % & # 3 (IHC3+2 FISH+) & o

2.5 3B FRARGTER  BHERT F TS BABE ST EER Y - (106/11/1)
Capecitabine (4 Xeloda)
1. Capecitabine ¥ docetaxel # * »¥i5f ¥f anthracycline ™ B /s R @222 h {88t & @ H L7 Fopm & o
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2. 8 jb* >t 4} taxanes % anthracycline f* # /s 2% > & @2 @ * anthracycline iof 2 f 3R8L 3 & @A 125 s & o
BEEP

Bevacizumab 15 mg/kg iv dl

Etoposide 70 mg/m?/d d2, 3,4

Cisplatin 70 mg/m? d2

Q3w

Lu YS, et al. Bevacizumab preconditioning followed by etoposide and cisplatin (BEEP) is a highly effective treatment for brain metastases of
breast cancer progressing from radiotherapy — result of a multi-center phase 11 study. ECC 2013:1878.
Everolimus

Everolimus 10mg po

i iR 4> :Everolimus 5mg % 10mg(4= Afinitor 5mg % 10mg) :

£ exemestane & * > (TG hwh @ @ * FAMFFMAE L > A RFEFIR K £ @ A @ * exemestane 2w i F #& X B2~ HER2
ZRIEE Ty AN E T ES B Lk (visceral crisis)z. i £ EREE BT S A Eocis 0 3 (8 Y - CDKA/6 Hri|®| % &
(104/9/1 ~ 109/4/1) - *1& p &~ & & 5 10mg - (108/10/1)

Bachelot T, Bourgier ¢, Cropet C, et al. TAMRAD: A GINECO randomized phase 11 trial of everolimus in combination with tamoxifenversus tamoxifen

alone in patients (pts) with hormone-receptor positive, HER2 negative metastatic breast Cancer (MBC) with prior

exposure to aromatase inhibitors (Al) [abstract]. Cancer Res 2010;70(24 Supplement):

Yardley DA, Noguchi S, Pritchard KI, et al. Everolimus plusexemestane in postmenopausal patients with HR(+) breast cancer:

BOLERO-2 final progression-free survival analysis. Adv Ther2013;30:870-884.
Baselga J, Campone M, Piccart M, et al. Everolimus in postmenopausal hormone-receptor-positive advanced breast cancer. N Engl J Med 2012;366:520-529.

Enhertu(Fam trastuzumab deruxtecan -nxKki)
Enhertu(trastuzumab deruxtecan)

Q3w

for HER2 IHC 1+ or 2+/ISH negative)

Modi S, Jacot W, Yamashita T, et al. Trastuzumab deruxtecan in previously treated HER2-lowadvanced breast cancer [article and supplementary

appendix published online ahead of print June 5, 2022]. N Engl J Med 2022.

Modi S, Saura C, Yamashita T, et al. Trastuzumab deruxtecan in previously treated HER2-positive breast cancer. N Engl J Med 2020;382:610-

621.

Trodelvy(Sacituzumab govitecan-hziy)
Trodelvy(Sacituzumab govitecan-hziy)
Q3w

for TNBC or HR+/HER 2-

A Bardia, SA Hurvitz, SM Tolaney, et al. Sacituzumab govitecan in metastatic triple-negative breast cancer: ASCENT Clinical Trial

Investigators. N Engl J Med 2021;384:1529-41.

5.4 mg/kg iv di

10mg/kg iv di,8
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Pembrolizumab

Immune therapy

Pembrolizumab 200mg IV day 1/g3wks
Weekly paclitaxel 80mg/m? IV day 1/q1w
carboplatin AUC 5 (gq3w)/1.5(g1w)IV day 1

Cycled every 21days x 4cycle(cycles1-4)

followed by

Pembrolizumab 200mg IV day 1
Doxorubicin 60mg/m? IV or Epirubicin 90mg/m? IV day 1
Cyclophosphamide 600mg/m? IV day 1
Cycled every 21days x 4cycle(cycles5-8)

followed by

Pembrolizumab 200mg IV day 1/g3wks

Cycled every 21days x 9cycles

Preoperative/Adjuvant therapy regimens NCCN p.66

Clinical Guideline 2024 version 16.0

High-risk triple-negative breast cancer (TNBC): Preoperative pembrolizumab + carboplatin + paclitaxel, followed by preoperative

pembrolizumab + cyclophosphamide + doxorubicin or epirubicin, followed by adjuvant pembrolizumab
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Accelerated Partial Breast Irradiation (APBI)/Partial Breast Irradiation (PBI)
» APBI/PBI offers comparable local control to WBRT in selected low-risk patients with early-stage breast cancer. However, the
optimalexternal beam-APBI/PBI technique/fractionation for minimizing long-term cosmesis effects has not been determined.
P Patients are encouraged to participate in clinical trials.
» The NCCN Panel recommends APBI/PBI for any patient who is BRCA negative and meets the 2016 ASTRO criteria.
The 2016 ASTRO criteria define patients aged >50 years to be considered “suitable™ for APBI/PBI if:
0 Invasive ductal carcinoma measuring <2 cm (pT1 disease) with negative margin widths of >2 mm, no LVI, and ER-positive
or
0 Low/intermediate nuclear grade, screening-detected DCIS measuring size <2.5 cm with negative margin widths of >3 mm.

* RT dosing:

Regimen Method Reference
30 Gyl/5 fractions External Livi L, Meattini I, Marrazzo L, et al. Accelerated partial breast irradiation using intensity-modulated
QOD (preferred) beam radiotherapy versus whole breast irradiation: 5-year survival analysis of a phase 3 randomised
EE-BRT) controlled trial. Eur J Cancer2015;51:451-463.
Meattini I, Marrazzo L, Saieva C, et al. Accelerated partial-breast irradiation compared with whole-
breast irradiation for early breast cancer: Long-term results of the randomized phase 111 APBI-IMRT-
Florence Trial. JClin Oncol 2020;38:4175-4183.
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Table 1  Comparison of patient groups in original and updated consensus statements

Patient group Risk factor

Original

Update

Suitability Age
Margins
T stage
DCIS

=60y

Negative by at least 2 mm
Tl

Not allowed

=50y

No change

Tis or T1

If all of the below:

e Screen-detected

e Low to intermediate nuclear grade

® Size <2.5 cm

® Resected with margins negative at =3 mm

Cautionary Age

Margins
DCIS

50-59 y

Close (<2 mm)
=3 cm

® 40-49 y if all other criteria for "suitable” are met

® =50 y if patient has at least 1 of the pathologic factors
below and does not have any "unsuitable” factors
Pathologic factors:

® Size 2.1-3.0 cm*®

e T2

® Close margins (<2 mm)

e Limited/focal LVSI

® ER(-)

® Clinically unifocal with total size 2.1-3.0 cm®

® Invasive lobular histology

e Pure DCIS =3 cm if criteria for "suitable” not fully met
® EIC =3 cm

No change

=3 cm and does not meet criteria for “suitable”

Unsuitable Age

Margins
DCIS

<50 years

Positive
>3 cm

e <40y

® 40-49 y and do not meet the criteria for cautionary
No change

No change

* The size of the invasive tumor component.
" Microscopic multifocality allowed, provided the lesion is clinically unifocal (a single discrete lesion by physical examination and ultrasonography/
mammography) and the total lesion size (including foci of multifocality and intervening normal breast parenchyma) falls between 2.1 and 3.0 cm.
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eEarly stage breast cancer: Stage I, Il
el ocally advanced breast cancer: Stage IlI, IV

oDCIS s/p lumpectomy with moderate risk: New Van Nuys Prognostic Index Scoring System =7

oDCIS: Ductal carcinoma in situ
eBCS: Breast-conservative surgery
eSCN: supra-clavicular lymph nodes
oIMN: internal mammary lymph nodes

e IORT: Intra-operative Radiotherapy
% - HER2 2|3 % %

SEE

HER2 F5 (£
F1h )

HER2 £ 12 (&
7 F1HhH )

HER2/cepl7 * i&

R e T 2 HER2 A Fl#cH

Clinical Guideline 2024 version 16.0

HER2/CEP17 ratio =2.0 average HER2 copy number =4.0 signals/cell N/A
HER2/CEP17 ratio =2.0 average HER2 copy number <4.0 signals/cell 3
HER2/CEP17 ratio <2.0 average HER2 copy number =6.0 signals/cell 2+/3+
HER2/CEP17 ratio <2.0 verage HER2 copy number=4.0 and <6.0 3
signals/cell
HER2/CEP17 ratio <2.0 average HER2 copy number <4.0 signals/cell N/A
HER2/CEP17 ratio =2.0 average HER2 copy number <4.0 signals/cell 0/1+/2+
HER2/CEP17 ratio <2.0 average HER2 copy number =6.0 signals/cell 0/1+
HER2/CEP17 ratio <2.0 average HER2 copy number=4.0 and <6.0 0/1+/2+

signals/cell
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Chan S et al. Prospective randomized trial of docotaxel versus doxorubicin in patients with metastatic breast cancer. J Clin Oncol
1999;17:2341.
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