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Toi M, Imoto S, Ishida T et al Adjuvant S-1 plus endocrine therapy for oestrogen receptor-positive,
HER2-negative, primary breast cancer: a multicentre, open-label, randomised, controlled, phase 3
trial. The Lancet Oncology, 22, 74-84 «
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Takashima T, Mukai H, Hara F et al, Tavanes versus 5-1 as the first-line chemotherapy for
metastatic breast cancer (SELECT BC): an open-label, non-inferiority, randomised phase 3

trial. The Lancet Oncology, 2013; 17, 90-98+
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Ref.o Ribociclib plus Endocrine Therapy in Early Breast Cancer. Dennis Slamon, M.D., Ph.D., Oleg Lipatov, M.D., Zbigniew Nowecki,

M.D., Nichalas McAndrew, M.D., Bozena Kukielka-Budny, M.D., Daniil Stroyakovskiy, M.D., Ph.D., Denise A. Yardley, M.D, and

Gabriel Hortobagyi, M.D Published March 20, 2024. N EnglJ Med 2024;330:1080-1051.D0I: 10.1056/NE/Moa2305488. VOL. 350
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# x: 1 Magnetic resonance imaging (MRI) of the breasts is recommended in case of uncertainties following standard imaging and in special
clinical situations [e.g. familial breast cancer associated with germline BRCAZ1/2 mutation (gBRCA1/2m) and other high-risk PVs, lobular

cancers,suspicion of multifocality and/or multicentricity,presence of breast implants.
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Clinical Pathological
Primary tumor (T) Tx Primary tumor is unable to be assessed.

TO 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. _

T1la 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, 1l axillary lymph isolated tumor cells (ITCs) only.
node(s) pNO(i+) ITCs only (malignant cells clusters no larger
cNimi**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




Chung Shan Medical University Hospital

FHRedAn 3

Clinical Guideline 2026 version 19.1

N2 Metastases in ipsilateral level I, 11 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

N2a Metastases in ipsilateral level I, Il 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, Il axillary lymph node
involvement; or in ipsilateral internal mammary lymph node(s)
with clinically evident level I, 1l 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.

**cN1miis 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)

pN1a 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 pNlaand 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

o Primary tumor (T) 2j" -] £ & =% (LCIS) =pTisz & - LCIS 3 it}_)l%l’ » JETNM A Hp @ ) K,ért 0

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 A T0 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 111IC Any T N3 MO
Stage IV Any T AnyN M1
Notes:

1.T1 includes T1mi

2.TO 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.MO 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 IV 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.
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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.

TNM Grade| HER2 ER PR Stage
TisNO MO Any Any Any Any 0
T1* NO MO Positive TNM Grade HER2 ER PR Stage
TO N1mi MO Positive Negative TO N1** MO bosit Positive IB
T1* N1mi MO Positi T1* N1** MO ositive -
ositiv
sitive _ Positive T2 NO MO Positive Negative
Negative - . Positive A
ot Positive Gl Negative
ositive i Positive IB
Neaative Negative Positive -
gattv Positive . Negative
Negative IB . Positive A
— Negative -
. Positive Negative
Positive - "
Negative .. Positive 1B
Positive — Positive -
. Positive . Negative
Negative Positive —
Negative 1A . Positive A
G2 — Negative -
.. Positive Negative
Positive - G2 —
Negative . Positive 1B
Negative — Positive -
. Positive . Negative
Negative - Negative — A
Negative IB . Positive
Negative -
. Positive Negative 1B
Positive - —
Negative . Positive 1B
Positive — Positive -
. Positive 1A .. Negative
Negative Positive —
Negative . Positive
G3 — Negative - HA
. Positive Negative
Positive - G3 —
Negative . Positive
Negative — Positive -
Negati Positive IB Negali Negative
egative Negative egative 11B
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*T1 Includes T1mi.
**N1 does not include N1mi. T1 N1mi M0 and TO N1mi MO cancers are included for prognostic staging with T1 NO MO

cancers of the same prognostic factor status

FHRedAn 3

TNM Grade | HER2 ER PR Stage
T2 N1**= Positi Positive IB
mg T3NO - osttive Negative

Positive Negat Positive A
egative Negative 1B
Gl N Positive A
Positive -
) Negative
Negative _ Positive 1B
Negative Negative
» Positive IB
Positive Negative
Positive Positive A
Negative Negative 1B
G2 N Positive A
Positive -
Negati Negative B
egative . Positive
Negative -
Negative B
. Positive IB
Positive Negative
Positive Positive
Negative Negative 1B
G3 - Positive
Positive Negative
Negative Positive A
Negative -
Negative B
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TNM Grade HER2 ER PR Stage
TO N2 MO Positive Positive IHA
T1* N2 MO Negative
T2 N2 MO Positive =
T3 N1*** MO Neaati Positive A
T3 N2 MO egative Negative
¢l . Positive A
Positive Neaative
Negative Pogitive A
Negative -
9 Negative 1B
. Positive A
Positive -
Positive Negative
Negative Positive A
g Negative
G2 . Positive A
Positive Negative
Negative Positive A
Negative
9 Negative 1B
. Positive 11B
Positive :
. Negative
Positive Positive
Negative - A
a3 Negative
o Positive
Positive Negative
Negative . Positive 1B
Negative ™Neoative | I1IC
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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 Negative Any TAny NM1| Any Any Any Any v
T2 N2 MO Positive —
T3 NL*** MO _ Positive | IlIA
T3 N2 MO Negative Negative Notes:
Gl Positive A 1.Because N1mi categorization requires evaluation of the
Positive - entire node, and cannot be assigned on the basis of an FNA or
Negative Negative | 1A core biopsy, N1mi can only be used with Clinical Prognostic
Negative Positive Staging when clinical staging is based on a resected lymph
Negative 1B node in the absence of resection of the primary cancer, such as
- Positive A the situation where sentinel node biopsy is performed prior to
N Positive Negative receipt of neoadjuvant chemotherapy or endocrine therapy.
Positive Positive HIA 2.For cases with lymph node involvement with no evidence of
Negative Nogative primary tumor (e.g. TO N1, etc.) or with breast ductal carcinoma
G2 g' - in situ (e.g. Tis N1, etc.), the grade, HER2, ER, and PR
Positive L_rostive | 1A information from the tumor in the lymph node should be used for
. Negative assigning stage group.
Negative A . . .
J Negali Positive 3.For cases where HER2 is determined to be “equivocal” by
egative Negative | IIIB ISH (FISH or CISH) testing under the 2013 ASCO/CAP HER?2
N Positive ) testing gwde!me_s, the HE_R_Z “negative”_category should be
Positive - used for staging in the Clinical Prognostic Stage Group.
o Negative - . .
Positive — 4. The prognostic value of these Prognostic Stage Groups is
Negative Positive | 111A based on populations of persons with breast cancer that have
G3 Negative been offered and mostly treated with appropriate endocrine
Positive Positive and/or systemic chemotherapy (including anti-HER2 therapy).
. Negative
Negative — 1B
. Positive
Negative -
Negative 1] [0

***N1 includes N1mi. T2, T3, and T4 cancers and N1mi are included for prognostic staging with T2 N1, T3 N1 and T4 N1,
respectively.
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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
TisNO MO Any Any Any Any 0
T1* NO MO Positi Positive
TO N1mi MO ositive .

T1* N1mi MO Positive Negative
. Positive
Negative -
Negative
G1 —
. 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 IB
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TNM Grade | HER2 ER PR Stage
TONI*MO . Positive 1A
T1* N1** Positive Nedative
MO T2 NO Positive g. X IB
MO . Positive

Negative -
Negative 1A
Gl . Positive 1A
Positive -
Nedati Negative B
egative . Positive
Negative -
Negative 1A
. Positive 1A
Positive -
o Negative
Positive — IB
. Positive
Negative -
Negative A
G2 . Positive 1A
Positive -
Nedati Negative
egative _ Positive lIA
Negative -
Negative
. Positive 1A
Positive -
Positi Negative
ositive _ Positive A
Negative -
Negative
G3 . Positive IB
Positive -
Negati Negative
egative _ Positive A
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
T2N1*** MO Positive Positive IA  [TON2 Gl Positive Positi Positive IB
T3 NO MO . Negative MO ostive Negative

Positive — T1*N2 —
. Positive 11B MO . Positive A
Negative - Negative -
Gl Negative T2N2 Negative
. Positive IA (MO Negative - Positive B
Positive Neqalive T3 Positive Negative
Negative g_ - NL*** —
. Positive B Mo T3 . Positive A
Negative - Negative -
Negative N2 Negative
. Positive IB MO G2 Positive . Positive B
Positive - Positive -
o Negative Negative
Positive — —
. Positive 11B . Positive A
Negative - Negative -
G2 Negative Negative
. Positive IB Negative i Positive IB
Positive - Positive -
. Negative Negative
Negative — — A
Negative Positive 1B Negative Positive
J Negative g Negative 1B
. Positive IB G3 Positive . Positive A
Positive - Positive -
. Negative Negative
Positive — —
. Positive 1B . Positive A
Negative - Negative -
a3 Negative Negative
. Positive A Negative . Positive 1B
Positive Neqalive Positive Neaative
Negative 9 B 9 A
Negative Positive Negative Positive
g Negative A g Negative Inc
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TNM Grade| HER2 ER PR Stage
T4 NO MO Positi A :
T4 N1*** MO Positive NOSI :Ve NOteS ] . .
T4 N2 MO Positive cgalive 1.For cases with lymph node involvement with no
Any TN3MO Negative |— oave | 1I1B evidence of primary tumor (e.g. TO N1, etc.) or with
Gl Negative breast ductal carcinoma in situ (e.g. Tis N1, etc.), the
positive |—-oomve | 1A grade, HER2, ER and PR information from the tumor in
Negative Negative the lymph node should be used for assigning stage group.
Negative —oauve | 1B 2.For cases where HER? is determined to be “equivocal”
':egf"t_'ve — by ISH (FISH or CISH) testing under the 2013
Positive Nos't'_ve ASCO/CAP HER2 testing guidelines, HER2 “negative”
Positive Pegit,'ve - category should be used for staging in the Pathological
Negative NOS' t'_V ¢ Prognostic Stage Group.
G2 Pegf:‘t_'ve — 3. The prognostic value of these Prognostic Stage Groups
Positive NOS' t'_Ve is based on populations of persons with breast cancer that
Negative Pegi_'ve 1B have been offered and mostly treated with appropriate
Negative NOS' t'_v - e endocrine and/or systemic chemotherapy including.
SR anti-HER2 therapy).
. Positive
Positive -
. Negative
Positive —
. Positive 1B
Negative -
Negative
G3 —
.. Positive
Positive -
Negative Negative
. Positive 1] (e
Negative -
Negative
Any TAny NM1| Any Any Any Any v
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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 '?\/l/l% Any Negative | Positive Any 1A

Notes:

1. Obtaining 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 TLNOMO 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 1A.

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.

3.0OncotypeDx® 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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¢ Chung Shan Medical University Hospital ELP % KL
HERILE
v _ I _ v
_ B 1. EE>2em » EERA BB IRTILEFETHLUEILE
= 2em H/EE AT LI T AL E RS TR FHT B] LATE RS P (down staging) 11T S FHRIEFERL
Fiif - (BRI RRIEE)~ 2. TNBC/Her-2(+)[Ef8>2cm H/SEH T HEESREEX, (FER R RERER
SR AL TR S ORITE
»  AEECEERE -«
ERERE FEEFE
¥ k4
FRALF AETIER- B
Y and l and Y
i E{GA+/-Anti Her-2+75 5% » IDEWESSERE » ERATSER
or or

=15 #p ' % ¢ 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. i % 247 0-11IA# -

=»TNBC © = &5 &
«3Her2(+) @ % = A%+

vk it R ILAERE ¢ Z 512 Her2(+)" 8%

A2 EFFER L RE
LM 3
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HER 2{+]

izl

w  Chung Shan Medical University Hospital TR R
FHRE
ER(-) ‘ ER[+)
HER {+) THEC HER 2{-)
[
¥ T
| AR | ‘ - okl ‘
¥ r
HER WAt el
BeEBET
3 * : Ppp— ;
fEfft+/- Anti Her 2(+) ‘ ‘ e WE Lok ‘ Qgghm ‘ ‘ﬁ%&ﬁﬁﬂﬁﬂ‘

ER(+) : spipr 2 X Wi R £ R

TNBC : = IAH 5 » Her 2(+): $ = 41851 4 4 £ 7|5 @ A £

Anti Her 2(+) : 4z transtuzumab+/-pertuzumab
e B3] i+ (Adenoid cystic or apocrine secretory juvenile carcinoma/low grade metastatic cinoma)

3
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v Chung Shan Medical University Hospital TR R
| HER 2(+) 7045 |
‘ 2 34 1Y By +trastuzumab+/-pertuzumab ‘
[ mmarep | PRAEE 2SI J
! ,
[w%*? = 5  (H) R ER(- J [ # ]
[ * - ¥e 2\ trastuzumab 1# 3+ = J { transtuzumab 1# 4+ %, 1 [ TDM1

* Pertuzumab-+transtuzumab
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‘ Early TNBC

|

‘ # % = 2cm(cTla or cT1b NO) ‘ ‘ cTic-Taor N+ ‘
|

v \

‘ Surgery \ <cT2 NO ‘ >cT2 or N+

v \’

pT1aNO pT1bNO ‘ >pT1b any pN ‘ 6-8 cycle: taxane- 6-8 cycle: taxane-
(carbo)platin-AC/EC

(carbo)platin follow by

\L AC/EC with pembrolizumb
‘ whole breast RT ‘ ‘ 6-8 cycle C/T ‘ ‘ 6-8 cycle C/T ‘
‘ Surgery ‘%
Vi v
pCR ‘ ‘ Residual disease ‘
\

‘ gBRCA1/2m ‘ 1 v

‘ gBRCAL/2-wt ‘ ‘ gBRCAL/2m ‘
Olaparib for 1 l/

year ‘ 9 cycles pembrolizumb ‘ Capecltabilne for Olaparib for 1

6-8 cycles year
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w¢ Chung Shan Medical University Hospital TR R
SR A Rk T
Biomarker Prognostic Predictive Te(_:hnl_cal CI|_n|ca_1I Test and scoring recommendations | Patient selection
validation validation
o K ho R ® (IHC .
ER ++ +++ IB%i‘é\ yes (>1% 4 F’}E:‘ r,;F) ( ) N A j.&;'r‘.-‘},%j
et % i % % (IHC) FPOR () » Sk
PgR - + i”é ¥ No 1% % 1 H) ER WA/
HER?2 ++ +t I*é#%i # | Yes R4 #LHER2 fie 2 $»
Ki67 ++ + No no >20% % >20% R i 2k 1 Ry
% IHC j 2 B g RIS 18 P O BT R
Intrinsic ¥ ¥ & Gene _expression ’Tfif P AN
subtypes = o Yes yes profile(oncotype # %-‘t] E g F A
mammaprint)
¥ FUR I A ek Sl SR i R
Subtype ER Comments

Luminal A-like

ARl

F T B4R RSSO L

A

Luminal B-like(HER2-negative)

RIS R &k ALt

Luminal B-like(HER2-positive)

LB B d LR + HUHER2 {1 ie
By ioRth Aok

$LHER2 R e 4 /5 %

FA L ESR T

LR AR

HER2-positive(non-luminal)

L8 B s +FUHER2 i
LR APRY

Triple-negative(ductal)

" F iR

(CSRAE=27 L=k ﬁ‘a?

it ST GALLEN 2013 2 3% - )
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(—) % & Mk %5k (Local-regional):
SEUESY 5 Sk EoF T IRE R A F S BRI LK B T P RS S B
o % b & if @ 4Bk (BRCALBRCA2 # F1 R % 24 01 5 3932 7] 5 = B4 X S S 40 o4 ) £ 43 3 & B 7R
xitwmeasg o (11, A)
CEERBETAEE > FE AN PR TAREIREERT AT O N AT e 22 AR E AR L2
Lt o [V, A]
o FFC LR R0 R R (DCIS) s 0t G & 2 eb s (>2mm) o 2t g ADCIS Jng g T -
+$130DCIS » BCS 15 i 7 2 4 M sis f (WBRT) & 2547 4 7 % 15 304 5 7 ' = (1 A)
ug@w@w%wwnmwmna@M@&%W“é%iwﬁ@@mwé (1B)
iR ARSI G AR LTS 2 RO R E A R ] $
L
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7; = /J) ’ [}% vt m”ﬁ}zﬂ JL Bu S XE— f‘rﬁﬂijfmi‘ ;}L ';E' m%{‘%’Tﬁ/F’}% 7 K/\éﬁ;}f g‘]‘?mpﬁﬁ"mp? . —ﬁ ¢ li;i
LR A p L g g e

i SRR £ lonooplast) 7 1L ALK )R

FE RS 2 TR AT (7 bl g '\V’L PR e 2 L e [V, A

o BB fE %*?éﬁimﬁ 7 g LA
o RS ISR ﬁﬁ”*"‘f A fehe 2jwen™ N3 & A LA o~ 2 ik /rli?‘.é Hrk o
ERORL %"fﬁ_/r}%‘ fo TR E > TR AR ol R T ELIE IS k) B R | [V A] o A ;ﬁ.m&;}ﬂ/r% 715 eh5t % MRI

4% s o [, A]

A TRA S A 0 G T SR S o e 5SS RS R R T S e - IV, B

%”%?B?rﬁiﬂ#&mﬁﬁfﬂ%T#“*”ﬁpﬁ PEA SR 2RT S ok [ILA]
LM RS, TR DT R RIS Y DA ol T S B BT amaitaln
B BT vw7*$i$~ﬁm%Timomm

-&%%iﬁﬁﬂ%ﬁ@&ﬂ’%m%ﬁﬂﬁwTMW§@ﬁ’mﬁw#qu TREY S R

RS AN R R AR SEY MR Y B TR ﬁ%iéﬁﬁww R S ]
ﬁW“L”fiﬁ”'““EﬁATJM?P1ww¢#“¢?”%“’°3wui,z,;EﬁmMnmmmmmwdwam
radioactivity material) » & P|i£:x% (7R T H T 27 R’T‘ e [V,B]
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U R kel ag Pl SRS B (T viéqL‘Jé"f%f[l,A] o =70 kMR AR R B (RB<2 2 4 0T REH,
ER(H)), I Frde X & i in i o B RIT 4 G E LA F BT 8o R
o IRFLE TS 5 R A ERF DTS ’IE’T@»/V}%(WBRT) [, A]
o B IR H B R IRE T A (<50f > gradelll » 5 § &Jfe > 5§ & H LR E R 72 43) > +ABOOStRT+ 1 %%
MBI E S oI, A
) 4‘:33 ;;,,grsg'b 5 e idi % (APBI)® # W;a %‘Mfw F2gm e [, C]
Fe % R 1S B AU S BB IR T TG BRI IR T OB T R 2 [ >6em erhg o ul G ER e S
,%,.(HER 2 B ER LK) - [LA]
o i bt Aoy 2 E % (IORT) ¢

d

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

Patient group Risk factor Original Update
Suitability Age =60y 250y
Margins Negative by at least 2 mm No change
T stage Tl 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
® >5( 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)
® Limited/focal LVSI
® ER(-)
e 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 <50 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 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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FL K 4y ﬁilbﬁpér}mﬂ‘x&f’ﬁ/p%‘i Fi"% %&4 B FR T T 20 [ >Eem gy o 4 u] A %—FT & T h

T ,& (HER 2 & 1 ER I£ %) - [ILA]

O TGRS B AR 0 R TR L 0 B 2 Bl G R B s L (HER2 B

ERIZ1) e & 1~B3Epk = A 4 > 2 A ™ o [I,A]
BSLND {2 - 5 el ik = 45 > (L2 5 RURT BT B (ALND) s 4 > 23R 79 T st atn g - (1, B)

¢ WUBALND eiofs £ > 2 23R ¥ G0 T SRR ik P 3 2 R e T A - [l E]

enFSERMBEA PR L R A ELEFS, S *vu#fsa,;:zé: o X OPMEER AT LY R BT e B
7k
% . [IIl, A]
o 2 DCIS m}]% Ao F T RS E G E RS s RIS R o [ A]
o MR & m[]ia Ao W E R A EAR AR o [V, B]
o LB b RIH A & ¥ % Boost RT - [llI, B]
o

DCIS {7 24 5 27 *f s 4 > 3 4 Jiivis 3 st stin -« [1,E]

() 2 ¥ 14 5% (Systemic-treatment):

ER # 4 5 H o £ (>=1%) » iz vpiped B [LA] o feip g cotit > Tamoxifen 3 3 [1,A] » 4 %

it -'1%‘ PR PR EUE L EVECE A SEE AN ¥ F EALE 3 Co Pk et S L e T

v R TR I AR A 2 P K e en s B2 - WER RS S > TR RE T FERr R (A

fi% fo 2L TR ) o Tamoxifen £ »ce55 £ 45 [1,B]

ER [% |4 enie (& ko =22k ¢ * %54 (GNRHagonist) 3-5 & -

¢ * Tamoxifen m;ﬁa AEREALRY FRRME Y ZeCYP2D6 cfrd &l o dok LR E D B E AT R
YR TR R (B SR & H @ e 5 FrA)[IV,B]

HRBRGREFHEBLRAHT BHBI)EREL P S RIGHEFED - & > & F{op L dmiof F4 o
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BlE® 2 % Rk ad g o

A T LB RPN R F i Sy R S W R e A £F s SR AT
D3 ptoh > g HpEL F R % R v & G LA]

>Z &~ HER2(+)sh5 B 11 2 B b ' e luminal HER2(-)*a 222 3% 1t © [1LA]
docetaxel fecyclophosphamide 4 = » $33% & 5 4 (b4ot < HEE 3 g 08 ' en k)7 12§ iFanthracycline-
based 4 =% & R E o [ILA]

> 384 luminal A diags £ 2 JF T Ry 2HRE B e B (R LRI T B4 80) R & o [LA]

»luminal B HER2(+) s i@ * i+ 5 Z 4 » gk foTrastuzumab k5% [1LA] -

»HER2(+) (2t Iummal)}@ 7 % b f % trastuzumab 5% o [1,A]

w,f LY N R =a7 A ? A bildes A 5 8 A (secretory juvenile) » T8 J\/,,\ w A g\ Hf]u{% 14 7% (apocrine
or adenoid cystic carcmoma) » Z R R RE R W R [LA]

»Chemotherapy i % % = ¥| ~ fcycle-12 anthracycline 2 taxane * 2 - i23:x ¥ * & (sequential)ig * » 7 & ¢
pFig * anthracycline £ taxane - (IB)

Primary (neoadjuvant) systemic therapy-PST

«PST 32 % »Y iR > B 3Rgpp fordig < e v £ ﬁar*ﬂf;};’jﬁmiﬁwanﬂ AHEZRBEN ;lﬂﬂﬁﬁw};’j,& -
> 20m ~ R & R BUn = IR R frHER2 B I A en ko JF'K[(‘%;IJ ~+ g -l B].

o TR O B BRI LTS B B e AP ﬂfﬂ‘g- et LN 'mﬁ—*z i * & 5 [ eanthracyclines f-taxanes - [,
B].

vz e/t & 5 BRCALIZ R Rk F ¢ 7 J’fe‘i/i‘“ﬁ’ﬂﬁﬂ & 41, Cl.
o F & &% PST > Pl Jf Ajlra 2 = i ﬁm}%m%ﬁ- [1, B].
CEPTR AR E NS KEDIPCR O A ISR 0 T R TS S b 68 ki

capecitabine[l, C].
* & ERBH/HER2ME Y F EPST e & PP i B in iy R DRERE R F - 7 0 gaes p 2 s (4-8
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B2 AE PR ERT A sEERE Y -l A]L

B R A MM E BT LT g R E 2 E (dose dense) it Ry (4 b v w3k A S ) o (1,B)

»3 HER2 i & # e} %, * Trastuzumab+ chemotherapy &2 B & it 4p vt 7 i S g 5 1 -
FABEF - (LA

>3 B B F 3 HER2 ﬁ)ii 2O EHT B HAH N 7}* ® g f A% e E e & v>1omaE 3 ¢ * Trastuzumab &
pertuzumab sam<lem L F M #EFS > FER 5(-) 0 % ¥ F zﬁTrastuzumab g * o

» & HER2 i & % I % P RTH RS LR T LT g %Jf;‘%ﬁw Z4 2 L & i@ * (trastuzumab +pertuzumab) 5 7]
V3 3 PCR gt 5 o

» d >t Trastuzumab 3 < %% 4,7 & P72 Anthracycline i * | 22 TaxaneS#p &4~ & B @ * & >eny e B F 1T i@
* 3k {45 o (1A)

» e B detrastuzumab i oo foi sk 8P F"**‘,;'K &R Hp R T BRE B - I Al

»trastuzumab/lapatinib e ;s 7 KL L # 2 5% > F]p 2 aEx @ ¢ [l E]

>OAB EmEE(TE S HT BEEAER r,%'ri) » ¥4 g 464 trastuzumab/pertuzumab BEAER e SR oSSR B TS B e A
#1 &AL

Phod R EP B LR Banti-HER2 (b R 2 (8 vy AT RBILA }?s T ¥ e K- B [ trastuzumab 4 = 5 i Es T
DM1[I, A].
> LT g e R &d’z Pooohm R iR LR £ B ¥ U g i * neratinib kzt £ anti-HER2 /5% 0 (o
A IR AT Pﬂrm%”ﬁ«%mﬁa‘\ [1, B].

PAEEE GRERGEIRF - MR R R R T Pl e B 2 B8R T S B H2 %5 5 Bisphosphonate

» %Denasumab,,)é > ,pﬁ% AR erl FTR A 2 R R R F gk e o (LA)

»PIid hE R E RN Fenin T R ER% %S full dose 7% $ - if * standard chemotherapy m%—ﬁ, f@ﬁ Va

»multidrug regimen 1= %755 © (1, D)

SR A S LRSS EREY ) S ERE JCRS &1 TDIES TR g V- E AR S AR AL CEY TR

e

Tk
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WEREHRF L FISRoELE o MR HRENT L F RS [ B]
> s kw2 W it 7R & F AR, AL
PE R IRBRI h &N AR S e TR 2 e am k0 B R 7 B LS primary systemic therapy ' r2 3 4 &
e Ry (B R D EER R o (1LA)
P RTHES R E R TG R R AR > £ 27 E 0 (V,B)
» i 1%‘ WA FERLE BT ARk E B AFC A A R
SHTUHEFTEF BFLEEHOP I XA PRI P HINREF TR R T E R AL TEF T KB
A%*%;ﬁﬁu&ﬁﬁAﬁﬁgkmﬁL#wiﬁo
o EZw A EE 36" (M 5% EIDCIS ,&JF,'U?G BrPEF-IXI®wP) P H- X, 5207 EFET iR 6-8 1 7 i B
% RBERBEETL- % o (VA
o T 5% kY Lk (BCS)fsZix> £ Hilp RIE R S HPELT At s PELRIEA(LA) - ’é—f" T R H
Ppwmy A wlﬁ,b&p—r\gﬁ F];’hﬂnlmage lab e & (Glded R Bk > W AR F R o 9INXGE o R RFR

VERAZ S A 0 T %7k 0 FDG-PET-CT) & i@ e M k54 ¥ % > b4r CA15-3 *CEA[I, D] ¥+ %% & 3 #58 -
e Lobular invasive carcinoma %,J % Az 5 L ts F g gee (111,B)
 FEEPARIGH (ET)‘T’}F\?A )@‘Lﬂﬂ M R A FI S ES L 2w B Er s o (VA)

i * Tamoxifen eh @ & £k 7 & Fifik & ¢ 230423 A (V,B) -

C Al L ER I LHS FRA - (LA)

© BEHERE LR IOREHESEERDLED N 2R
2 7)o (11,B)

« W FFRRFFEFA LR D]

) R EF LULER U T s s VN

BiEAE WA FRAL . ¢ 320TRg RILE B (F 0 FUdelian B arr ATV, Al

&
1_-‘3&\5
2

SR A RIER OV IR AT o BB SH
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*Inflammatory Breast Cancer, IBC follow by 3 steps :
Neoadjuvant—Mastectomy—Postoperative Radiation

v

‘ ER+/HER2(-) ‘

v

CDKA4/6 inhibitors+ Al
or Fulvestrant

:

Visceral Crisis

‘ PD ‘ ‘ R
MTORF4] | CDK4/6 inhibitors+ Al
P13k 1] A or Fulvestrant
AKT 4 F|
ADC# 3~

PD

Y

MTOR# 1 4l
P13k ]
AKTFr ]3|
ADCE# 4

1. Image(CT/MRI/PET)
2. biopsy for diagnosis
3. 3 ¥4 il (optional)
v v
HER2(+) ‘ ‘ TNBC ‘

l

Anti-HER2+ChT

BRCA1/2

v
y
ADC# 3
(Enhertu)
4
ADC# }»
(Trodelvy)
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L HP 5 R I P

W
- RADE @ﬁﬁ%&’@m%mﬁ»ﬁﬁﬁ”i4%@’iﬁﬂ’%w%?%‘ﬁ’%%ﬁiﬁ

oo K%T% o 2 timieh > e 0 Tk :
b’ﬁ ’?5 G if'ﬁ"r%*%«%mf%fim%ﬁﬁm%@p
E.‘ /% n/’T“J-\:HTJ

i LR R L R

.i‘if]ﬁwﬁs&ﬁ R R S AR T E R RSB AT
R AR B RELFRBMIFDR L AR TR TR AR

SECLIEE S £ R A R

15—5,

My 4 o BEREE o
,/‘_;)];3 A BT SR RE 0§ FRATN SR D N AT} RS
iR A E 0 B R A PR T i R B X RS raRILE
ST

.E?Wﬁﬁmwmv@ﬁﬁjz%a,aﬁﬁw@@@%t’*ﬁit@ﬁ%m&# AR ER (7

e &
¢ X2-4 B BIEG PN A RISKRFE o 2-4cycle Cfis e BIER Rk o
CERR R YR FpL 2 RERT R R S £ R RRRG A -
o T A B iR e (7 4 e (biopsy) 0 AE LR HAIR 0 £ %ER, PR, Her2 2 Ki67 -
EAPE B RE AR FREEP- KA 2ZER AHer2 A B BT Y BAAH RO OR LR o
PREJSERT AT < 0 LR LD KiTE 2 BPTRAEE -
R ERT U F A BT FlF CERMer2 s A B i h e A RHTIRY CER L FE 2 mad
Ho o ST AR TR L E AR R E T LR Y R F e 0 ) F o HER2IA BB ¥ ¢ en
BRCA# .~ ERFB 12L& % ¥ PIK3CA% B # 7~ Z M &% ¥ PD-L1Z %

\\\

8]

“N
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i TR 3 P

R R LB R A LT RS B AR RS 2 T R B R R R T 4
B (e Fig M B FR AR B 0 T R ke 2 DA S e o T 4 R
L L e RN E R o

o EPRATH TR M A R R R A § M e 58 0 R AT T
> F R R R R  EFRR
> RSS2 R AR AL
> REEE T LG e R

EAD G TE L B E Rl - TS

BB RS T AP R RR R LY o e HE W e

FRpFEYDR2ENE T I AT RIGR
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¢ Chung Shan Medical University Hospital TR R
(- S S TR
G BEF A LB FIELT 0 Faw AR * iEanthracycline & taxane 3 A e BF o 0 A BES T G
HER-2 12 M MBC 9% — &75F 0 wiE3R H ™ 8 * (monotherapy) - # v 4rcapecitabine v vinorelbine 4%« #

P RS

o it A i * igtaxane 2 ¥fanthracycline 3 #wif2 MBC & ﬂ 4_% Jg lanthracycline % &€ 2 < & Hhem A & T e
P+ B - g eitaxane F i o # U 4e capecitabine f- vinorelbine A HFop 4 2 T A g

o g et i BN PE o R Y taxane, T U R FNEB 2 B 0 A B A G - E ) Ep R Lo

B E BRRE PR

oil ¥ * — e (anthracyclines Gi )i 3R RpEE A
4 o

o & 3p 7* (Metronoic) i B (Fp AL ~ B F P E D )T 0 A7 F R P F R IR L oo AT T

PR =1 (cyclophosphamidefrmethotrexate) - £ s Z 4 & 7 capecitabine, vinorelbine -

«Bevacizumab 32 & it (£ 5 MBC % — & % = &5 % 7 L 3FPFS er# > 2 OS & £ %] - Bevacizumab & 3% * ¢ émj{@a}?a
A r s AERBAEINER - BRSNS o

‘E\

AL AR EARL LA UBTORLE

ER+/HER-2 (luminal-like) negative ABC
A ;vzsié-‘/%(ET)

J i A P\ pv—@;%};{; AV LI —Fﬁlsg ) x% ;Lgﬁpqv}g AP ¥ 2 )ﬁ t&rﬁ sk #&oﬂtlj;lﬁ,riﬁg °
J*ﬁla% av*‘* Mmoo PR PR PR EE LR EH B R A ﬂwr-i,%fﬂ;p iE %’%ﬁ#ﬁ‘” i N AT N N4

‘% > Tamoxifen i~ ¥ 4 Jg < 4
- AN A EE e g Bedatadjuvant BT Al /AR R 2 S 1 hpE R W B AL S Tamoxifen# Fulvestrant »
i g~ 1+ OFS/OFA » ¥ 1 (+LHRH agonist) fri% 518~
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¢ Chung Shan Medical University Hospital TR R

« CDKA4/6 inhibitor

VERETR* > Lok & o P FAPFS - OSE i B BFG U4Fhd B o

v ¥ & fpeAl 2 Fulvestrantig *

v Tamoxifen # £ Ribociclib— f= & * o

VEIVERE R - SUSED S 0 ARk g i and ,—‘_E.r"’.‘;?fro

v *ﬁﬂ“%‘h %i(ﬁwﬂmf B fodm > BREFRY > %iﬁ R RN e
ETi® % = fs‘?{m% 4 n\— BiEH - (SONIA trial)

VaiteEy Y o R EERE SR RLARGOEF Y 0 4 5 B2 gtEk o (RIGHT Choice trial)

#1) > Hip@ * ETiT5 - %559 » CDKA/6 inhibitor +

o CDK4/6%r 414 (%cribociclib ; palbociclib) : (108/10/1 ~ 108/12/1 ~ 109/4/1 ~ 109/10/1 ~ 110/5/1 ~ 110/10/1 ~ 113/1/1 ~ 113/3/1)

ol FNBEUBNBFLF L RBESEZ 2P ESR LK BB A TR D (109/10/1 ~ 110/5/1 ~ 110/10/1 ~ 113/1/1)

o()iFf ¥H %MW 5  ER&PR>30% - (109/10/1 ~ 113/1/1)

o (QHER-2 #ipl 5 1514 -

o Q)RR TR 1 A DB HA B &k (visceral crisis) ¥ & ¢ 1w 5k S (CNS)#E A3 - (110/10/1)

o(A)F fEAF T LoE- A= o (110/10/1)

*(B)m & B W Ade P i drdlin (9 7 GNRH analogue®) ® & &F Flix it 2 — ¢ (110/5/1)

o & #5555/ o

O 1L H2 5 BRI P o e o

o [ILFSH % estradiolu j% # ip] & {ei%. J,.bﬁitn*%l?l}]\ °

02 A iB T BV'/J_ L_@ ERRAFLAF A RBES L 2 PP ER LR FE S 4 RE  fFPr4A 2 GnRH analoguei ¥ - (113/1/1)

o()iFf LM 5 I ERAPR >30%

¢ (QHER-2 %ﬁiE'J LI .

e E KA -;];«7;:%;’, 8 A NI BE A B Lk (visceral crisis) ® & P fgAd &k SL(CNS)EFH -

oM HEA AT - EHIN o

035 % % %_@H",a R PR E AT FRRTFERTHELE Y o FABEC TR A RLRY o D S WL Gy AFES - (110101)

04 i 1| :

o (L)ribociclib= p £ % A 3 -

o (2)palbociclib* p & % ™ L o

CQANHELWER - o vEG AddE F AP TERREY o B Ijﬁib HalE o UE A KA L4 L)

511097 30p 1 PR Faopt > FEEFFAEPAL > R TRARA(TH AU A AERYFABE S L TSI PLY T AgEHEL -
(110/10/1 ~ 113/1/1)

0 6.7 L ¢ * everolimusig »cfs » 3 @1 ¢ G-k aEE & o (109/4/1)

o 7.5 L 3t % Hp L B ¢ * abemaciclibi »xis > 2 FE ¥ H-AKEE 5 o (113/3/1)

.
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w Chung Shan Medical University Hospital L F I
« Everolimus
v £ EHALR* > T EEPFSeut £ > 7 i F OSHE few o

v » ¥ & & Tamoxifen or fulvestrantiz *

R AR ] SN 2]
\/-ﬁ:vﬁfi@«w'z‘}f‘%l%q’f °
o Alpelisib

v PIK3CA-mutant
v & Hfulvestranti¢ * > ¥ jE{FPFSerat £ > 7 i1 F OSenE Jw o
v #E3x % *>CDKA4/6 inhibitor + ET2_ {4 e9% = @*ﬂ\m)%‘
V B L HDALC 2 i * fLe RIRIIE AT
o Elacestrant (T PRiE 4% 4 »‘“;i/,%r—% ‘K8 'E iR (SERD) )
vHBhEY (TSR }a ESR1 ﬁ%,&'ﬁmt’ﬁ: BRI AR o
. Capivasertib (AKTHr4]41)
v #FpeFulvestrant - ¥ 18 5 p & s Ut & F eip FriE o 459
v

« Antibody-drug conjugates (ADCs)
v Sacituzumab govitecan (SG)

» **HER21S M HER2% 2. & %397 L 3¥PFSu £ » 7 iF

v Datopotamab Deruxtecan (Dato-DXd)
o FiEiRiEH
v Trastuzumab deruxtecan (T-DXd)
« **HER2 Iow&—*z 5 & ¥ PFS/OS= 7% -
e T A Fm?ﬂ“}’g‘* I\ﬂi R R ERITER
« *PER+/Her2 lowd ¢ > 23k g4 & * T-DXda {$SG -
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¢ Chung Shan Medical University Hospital TR R

«nonsteroidal Al and fulvestrant

VP * 3t KX iBadjuvant ET® 7 ¢ * CDKA4/6 inhibitor + ETﬁv,&ig o
X3 FCDKA4/6 inhibitor + ET :av* $i2

oET-basetiiifrin § & $ e A E R » Bt A @ ¥ B HHip F P hF REARET AR B BT
.tl—_ o

o - Mz (sEMLy F FE2m AR * W H - 2 (NSAI SAltamoxifen, fulvestrant, megestrol acetate, low-dose estrogen, Single
agent abemaciclib )

ol H W ICH GBS VAN g LG S B o

o F e PER F I BN KN ARSI o

o fU {8 e & by 5o (maintenance ET) 8 - 13 & I angE 18
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%Q Chung Shan Medical University Hospital
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P/ R An 3

Diagnosis of ER+/HER2- ABC

! !

Ovarian ablation/suppression [I, A]

- ET-based therapy (preferred treatment option) [I,A]

: [?hT : o Combination ChT
l l (for patients with visceral crisis (Onyin very selpet
or without further ET options) patients) [, A
D
l Sequential single-agent
ChT (preferred) [I, A]

Preferably with LHRH agonist & d

st li J, Previously Previously treated with
st line .
untreated anthracycline or taxane?
CDK 4/6 inhibitor + ET [I, A] ~L I
If CDKA4/6 inhibitor _ J N N
|_) ook aeailabsle Anthracycline or : e
N2 taxane [I, A] Capecitabine [I, A] ~ Eribulin [l, A]  vinorelbine [I, A]

2nd
line and
beyond

Progression

or selected cases*

¢ 1 ] \L 1 |

Tamoxifen [l, A] Fulvestrant [I, A] Al [I, A] Maximum response
1 1 | or toxicity
N J N N N
Maintenance ET after ChT to
Germline No targetable mutations/ PIK3CAmut AKT1 mutationor ESR1 mutations maintain benefit [Ill, B]
BRCA1/2mutation targeted agent not available PTEN inactivation If ET options still available
@ @ ] 2] 9]
PARP! inhibitor  Different ET + CDK4/6inhibitor Fulvestrant + Fulvestrant + Elacestrant [1,C] i
[1, A] if not previously used [I, A], alpelisib [I, B]  capivasertib [1,C] Fulvestrant

different ET + everolimus [l, B],
different Al [I, A], fulvestrant [I, A],
tamoxifen [l, A], oestradiol [I, A],
megestrol acetate [I, A]

*See guidelines text

+/- everolimus [I,B] Progression

Fulvestrant + I
capivasertib [I,B] v 7 R N2 v
If HER2-zero & ET resistant & after |f HER2-low & ET resistant ChT (if not used previously):
> 2 lines of ChT Sacituzumab-Go- & after 1-2 lines of ChT capecitabine, eribulin,
vitecan [1,B] Trastuzumab -Dextrucan [I, A] vinorelbine, anthracycline, taxane [l, A]
or metronomic ChT [, B]
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HER-2-positive ABC
« anti-HER2 therapy

v fﬁzﬁ £ & FHER2B 2 B2 5 & % B I Ry 4 o

Vo AR HERIG R B R e A LS SR SRR R e SR R i
HER-2 /7% » %1% # §#r4|HER2 B2 /2 8 5 & o

VP w7 FRHER-25 i b iR A o

B A / HHHER-2): % MBCH 3 F P o
BB % REfRNEE Y o B PRHERZAF AR HAFRY A FE B E R 2 ERSEET Y R

FHER2/ 5% -

V. $WERH/MHER2+ ABCR & » 4r% E# ET +anti-HER2 jof 175 — &y » PIF 10 i¢ * fE & FAHER2 [ 47

(pertuzumab+trastuzumab lapatinib + trastuzumab ) - %15 T it $% BPFSE s 24k £ OSE Ao

VoO$NE g+ anti-HER2 i5 o (T 5 - SUSR T 2 # 0 § A ER +/HER2+ ABCR % o feib b U fs i@ %
ET +anti-HER2 ;57 17 5 adfnh £ 6 Rang > ¥ - PO I e 1&{1]55"“ K= PRE) . R g2
?FﬁFﬁX@;wK: f)?ﬁ@-ﬂ ® Zﬂii-x ET’*‘* H—‘\‘%'&Q-]‘\"%L/r%‘

VooRiEFaRF @ ET+E - anti-HER-2Z 4 5\ gL ke *i%#?v L3 AP B BIg o

Vo PR EIRHER2 2 1Y G < - E g g e 2 zuk i " @HHER-2R 2 2 R4 0 1Y R
+trastuzumab 25 i * % + lapatinib -

<~

Vo A& LG % danti-HER-2F ;% o it +trastuzumab + pertuzumab 3235 % - MuERFE o LFAREM
e N
« Antibody-drug conjugates (ADCs)

v Trastuzumab Deruxtecan (T-DXd) & i i Trastuzumab - Pertuzumab /o 6 = SUn i ¥ g 800 i3
38 2_— o 32TDM- 1)3 i'ﬁd‘mPFS;‘ 24 1 3 E X o

V O FRgARTERE LIRS BB ERIEFED -
VoootmE i@ TDXdaykin™ » TDM-11 B2 3% chs = 858 -
Vo T i ot 2 Mz i8> TDXd v AaE sk ehin i - PESZ OS30 gt capecitabine + trastuzumab or lapatinib

35
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o it % Fagcpr e (Tyrosine kinase inhibitor - TKI)
v & it * dgtrastuzumab, pertuzumab and T- Dl\/Hm%iBB  Ful 5 g 0 @ ¥ tucatinib + trastuzumab + capecitabine
vt A=trastuzumab + capecitabine { 4 {HPFS% OS -

v rtrastuzumab i A & e E m}%ﬁméi 2 f¢ » trastuzumab + lapatinib¥_& 32 e 5% 5 ¥ o

v neratinib + capecitabinex’ 7 iZx @ * o MEZ AU T X REP B ESL AGEN gtk o
* Margetuximab#z e it chle & 2 a2k ig * > F RiE- 9 T 7 B % K P CDI6A genotypeifig ¢ o
AL

v ¥ petrastuzumabsd - 7 iE L vinorelbine & &_taxane o

v # petrastuzumabenis A ¥ 2 * vinorelbine, taxanes, capecitabine, eribulin, liposomal, anthracyclines,

platinums, gemcitabine or metronomic CM.

v # fetrastuzumab + pertuzumab 5 docetaxel [I/A] or paclitaxel [I/B], vinorelbine [1I/A], nab-paclitaxel [11/B],
capecitabine [I/A] » £ &_i¢ * metronomic it F >t % & A
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Diagnosis of Her2 positive ABC

Clinical Guideline 2026 version 19.1

N ¥
Suitable for ChT Previously treated with (neo)adjuvant

<6-12 months

l pertuzumab + trastuzumab with a DFI

ChT + pertuzumab
+ trastuzumabll, A]

Vv
i Progression
No progression
@
Anti-HER2 as maintenance w7
therapy [I, A] . Trastuzumab -Deruxtecan [l, A]
) 3 Progression ¢ i
+ ET if ER-positive [n/a, B] = : =" If not available, T-DM1 [1,A] Rt tine
Progression

J

Option previously unused

Tucatinib + Capecitabine +
Trastuzumab [1,A] (preferred T-DM1 [1,A]
if brain metastases)

| | |
@

Other option not previously used but continue
to block the HER2 pathway [I, A] including:

Trastuzumab -
Deruxtecan [l, Al

Trastuzumab + Trastuzumab + an unused  Trastuzumab + an unused ET
lapatinib if ER- [1,8] ChT agent [ll, A] agent if ER+ [ll, A]

37

Patients unsuitable for ChT or with a long

DFI, minimal disease burden and ER+

\2

Anti-HER?2 (trastuzumab
+/- pertuzumab or
lapatinib) + ET [, B]

3rd line

4th lline
and
beyond
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= M 5L % (Advanced TNBC)
v LB
Vo ¥ 2EBRCA mutationsfus 4 0 Bow RGP AR STRA RRESy 0 P VR R E P R & o Flt o 975 Her-2
negativew rs ¢ * et Binf o ¥a * ATNBC -
v #>tadvanced TNBC(& # 7 & BRCA mutation) » 5 4 & i¢ * ianthracycline +/- taxanesryfk ;2™ » Carboplating -
docetaxol { 4+ % frfe > eha |4 o F]yt carboplatin fp* 4 e 4 A E & Gin g R e
v androgen receptor (AR) ¥+ TNBCA_# 7 &4 dp 1k » e ARantagonistagentsiz 3 3 4 cnficdp £ 4% » F]pt 30 % 223k i
*
v' Checkpoint inhibitors
v #pe it 8% (pembrolizumab + taxane or carboplatin/gemcitabine)  PD-L1+* TNBCig i3 5 — & ©
v atezolizumab + nab-paclitaxel» ¥ % g (T 5 % — /5%
VR ZRY NN
Vo B wm v aERy 2 B AENon-TNBC)est iy > 73 { 57 %% L4 o
v Antibody-drug conjugates (ADCs)
v Sacituzumab govitecan® * ** {5 & f 0 3 PFS% OSiE o

v '(I;gstuzumab deruxtecan (T-DXd) i #* 3~Her-2 low » ¥ ¥ <X iF1-23 1 F & —‘F'f is His R o AR F { 4FhPFSZ

/  BM3tADCs* * TNBCif £ 9 /24 P FEss % » 2 2KSG i £+ T-DXd
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Hereditary ABC
\/%%ABC ﬁi” A7 VAR TFIRBIESEF ek AR FI RGEEF - oS B IO/ A E R Z@:ré'.&iﬁ
HRBpREEF s e
v w25 BRCAL2 2 78 s R R ETRE R foinh B E >0 3
v 4r‘ germllne PALB2 mutationz_ #F » +* S #cH & ¢ 32 A M A TR % A
v' BRCA-associated ABC
v $#3tgBRCA-4p R » 7 ¥ a i * iganthracyclinesadvance TNBC &t endocrine-resistant ABC - i=3:% 2 * platinum £ &
it i -
v PARP inhibitor
m ¥ gBRCA% % & 4 - PARP inhibitor (olaparib or talazoparib) £ TNBC £ ER+/HER2- ABC &g i€ 2 — - 5 PFSH

QoL % e ©

m %somatic BRCAL/2 mutation £ £_germline PALB2 mutation > i * olaparib¥ & Ja

m P A ¥ H i * olaparib or talazoparibfeplatinumraf st i 0 2 &3 H L hig h

m ER+gBRCA-associated ABC > #f*+ PARP inhibitor 2 CDK4/6 inhibitor + ET<hi¢ * "8 52 5 P Fegsh o # 38 F] 5 OS
% IR > iE3x L % * CDK4/6 inhibitor + ET

m triple negative PD-L1+ and gBRCA-associated ABC - #+** PARP inhibitor % it %+ pembrolizumab:ié * "8 5 /2 3 P
FEXbdh o 2 W8 F) 5 OS& I » 2k L & * L+ pembrolizumab

m =BROCADE3trial® - i¢ * PARP inhibitor (veliparib) in gBRCA-mutated MBC % platinum > i® 5 a4%;5% 3 PFSE fw
fe ;24 OS¥ e

N

(M

& b el
GABC i ™ A F A 2Ly B ROTRE L o

+w.
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[jERt: oA J’E,?G

9.PARP#r 1| (4-olaparib ~ niraparib ~ talazoparib) : (109/11/1 ~ 111/6/1 ~ 111/8/1 ~ 112/1/1 ~ 112/11/1 ~ 113/3/1 ~ 113/6/1 ~ 113/9/1)

1.9r & %?] ‘e g 2 R 1L 0 (olaparib ~ niraparib) : (109/11/1 ~ 111/6/1 ~ 111/8/1 ~ 112/1/1 ~ 113/3/1 ~ 113/6/1 ~ 113/9/1)

(MERpig * LT AT FRAFERAL AR AT A E ] -RTMAT R e E BRERY o

% germline or somatic BRCA 1/23< Jp 14 8% 5% 12 5% 5 12 % % (109/11/1 ~ 111/8/1)

II.FIGO (International Federation of Gynecology and Obstetrics)

Stage Il or IV disease -

2 Bt F LA R T 1 (109/11/1 ~ 111/6/1 ~ 111/8/1 ~ 113/6/1) |5 =k ¥ -2 42116 2 5 Lo

I.4- =% ¥ 3P % & fitgermline or somatic BRCA 12 % %k Pl4F 2 » 2 F # & 2 % r;i‘l% (v 2 o i g 2 i Pl - o (111/6/1 ~ 111/8/1 ~ 113/6/1)
M= ¥ e AR ERERy (o BHF) #F a8 J7myr -

©)) olaparib£z niraparib & it $# - & * KT A % 33 0 (112/11)

4) niraparibié * pF > B E A 3N(Z)772 72 A w [ F3(Z)15F /UL s = p & % 2 300mg; WE P ATT T & A ) MN15F /UL > & p B F @ * 200mg -
(112/1/1)

(5) FIGO Stage IV disease £ germline or somatic BRCA 1/21< Ttk 5t R R e égﬁ ' % © 5Y Gjolaparib ~ niraparib* *t % - S F SR 8 AR ISR BT oY o
bevacizumab & * > “f Flolaparib ~ niraparib@t % £3 2 > A RIEFEILR T £ 4% s\bevauzumab(“ & * Avastin ~ Vegzelma)E b * - %¢ Sk 217 B K25 2 - (113/3/1 ~

113/9/1)
= 124+ 54 (olaparib - talazoparib) : (109/11/1 ~ 111/6/1 ~ 111/8/1 ~ 112/1/1 ~ 113/6/1)

(1) olaparib ¥ f ¢ * v et w Yl e S B 0 T & germline BRCA /25 11 8% 5% i RB IR R 2 Z M (F R TR W2 HER2Z MY S 18 1) H A 1
S 4 o (109/11/1 ~ 111/8/1 ~ 112/1/1)

()  talazoparib™ ¥ ¥tin e B & T 6 2 18 4 1 R LI A A LT R & ¢ (L10/3/1 ~ TLU/B/L ~ L12/1/1) L 4 B E S N S A &
BECRE -

1.2 germline BRCA 1/2% % (110/3/1 ~ 111/8/1)

.5 -4 A 474 4 4 £ 75 325 R(HER) ~ ppjrd £ MU(ER) ™ & £ 403 < W(PR)H T MIL Y -
3) FatwdaPoatser (109111 ~ 111/6/1 ~ 111/8/1 ~ 112/1/1 ~ 113/6/1)

. EFY FF\EE‘%E_M&I}” FREI

. A7 =% ¢ ZW'HER PR ~HER2% 5 121tz #iplgF 2 > 2 germline BRCA12% %2 e RI3FL > P TR E2AEERGELL AR T2 P+ - - (110/6/1
111/8/1 ~

113/6/1)
1. P e FROEEGES (o B BF Akt drager
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4 Olaparib £z talazoparib %15 % - & * > “ﬁ% Flat R A %> A FF H o (111/8/1 ~ 112/1/1)

3.3 2 & orTenig 4 Fi%?ﬁ“ﬁli% (mMCRPC) (olaparib) : (112/11/1 ~ 113/6/1)

(1)* »+ & germline or somatic BRCA 1/23% 5 1 2 5% i 5 1 R % 2 L 30 32X AT/ [ F %+ (novel hormonal agents)ip o 1 & 1“2 & 4 55 4 o
) E¥wFhAsR Y o F3B7 F LAY 0 (113/6/1)

A7 ¥ GPE F R fgermling or somatic BRCA 12 % e RldF 4 » 2 Z 1 & 2 N itk 'k
PSA{-% Ffk #icdy -

£ ¢ FPEPSAET " AAZiE o m a950% b oo BT iBE o

TR A 1S 2 3 B PSARE. I i+ #150% 1 b T PSAz2ng/ml > R R E o R GS R A RERY T EmERY -
?) FELEE R o

4.Olaparib* p # % & * 43(112/1/1)

g

R HRTZELRA o Y PR RREES RS R iE g 7]
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'y Chung Shan Medical University Hospital

B

Diagnosis of
triple-negative ABC

1. Complete testing for
germline BRCAmutation [, A]
2. Perform PD-L1 testing [I, A]

=

BRCAwild type

Clinical Guideline 2026 version 19.1

BRCAmutation

PD-L1+ PD-L1- (or PD-L1
l unavailable) (or BRCAstatus unknown)

)

.

Sequential single agent ChT

Pemtbrolizumab Combination ChT
’ axa‘ne or : (only in select patients)
Carboplatin/gemcit-
: [1, Al
abine [I,A]

!

If Pembrolizumab N/A

(preferred) [I,A]

2

If not previously used in (neo)adjuvant:

Anthracyclines [LA]  Taxanes [L,A]  Carboplatin [I,A]

Atezolizumab ——> Progression ———

+ Nab-paclitaxel [II,A]

ils about recommended PD-L1 tests, see manuscript text.

Otherwise consider:

@ © (2]
Eribulin, [I,A] Vinorelbine [I,A] Capecitabine [I, A]
Progression
Sacituzimab govitecan [l, A]
@ @
If HER2-low & after > ChT previously unused
1 line of ChT
Trastuzumab.
[1,B]

Deruxtecan

42

b

PARPI [I, A]

d

Progression



Wt B R s i R

o Y F WA R Ak e P B engt Hp A ST RS en% - (bisphosphonate or denosumab) & # 4 ez H s
TEMILFHEER Y o (1A)
oF FHESDHEEF HIVEA G A REFREGGER UL R ek AL S F G £ F T,
P PTG LE g8 —‘Lﬁtrr?«r\,U W G 2RRT o 4ok 23 P A 47 R % RT 2 5 i « (1A)
o F A kAU R T A G ARG A S X AR M R R iR & MRI G FE RSN & ARG O F
T2 ERITIR R o G PPk gAY SRR AR PLF ORI LT F & SRR, & ADLIG R RT - (1B)
o miE B AR R T EPLOIH M MR L &g * 2vHer-2+2 £ TNBCE -
o HAF A HAE] A e 19T b AR MR ik 1 ip 2 R R g £ fi(radiosurgery) e B de S % 2
f P 2E 3% * Radiosurgery %o o
PadR L R s RS o S R 2NN o TR A B I AR B R g
o Her-2+5\ & & & iR i 44
v PR T E 0 FI AT M F IR 0 B IRIn R T R L R o
VAT R 2R s L R o R BSR4 R Tl e o Fanti-Her2e s e Y b o v E
Fr o — ¥ 123 g e 5 ¥ tucatinib + Trastuzumab + Capecitabine » 2 § 223k % 30 B 3055 (8 i 8 o
v TDM-12 T-DXd$+>t 763045 5 & e ¥ s ip frE IR o

v FraES A B P adte TP |2 @ /PRS0 R 0 tucatinib + Trastuzumab + Capecitabine ®_#« i 5 # -
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v  Chung Shan Medical University Hospital FRL R AR

R e B oL R
o LR A N 5 ORI R R 3OS SRR R E T U 2 T F R R AW S - (1A)
uﬂ%‘fﬁﬂﬁqﬂ@’fﬁ frf;@mgp T T A Bef iR R A2 g H B RlIEY o (1A)
e 7 EFERA DR A BER G 3 s A H241(F #Fmorphine) - (1A)
IR T % A A AR I K P R 4 TR AT - RIS © SRR
GRS AR PR T SO EAF T2 F B RE A B B 4 o 7 b3 & ®is o (expert opinion)

Clinical Guideline 2026 version 19.1
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.rﬂfj_ ¢ )’;ﬁi 4 gt :[%

Clinical Guideline 2026 version 19.1

T At T EABC B PR S MO P AR S ek (R%BT Aol ) 0 5 R A4 ABC bR
B

A ) MR

C¥PT A3 OFSIOFA i en3 T & 8£ABC R4 » R BLd » B335 5 7 wABCHis & F MAmd o 2 g A%

-rs\

=S
CEREH ABC L Lo B RS RUA ] SR ORED s
I LHBF LT TR o A R AR P L

—\\

cBEET RGZEYRE AP PRI A LMRI
FOUEH PSR A %235 it FinR o
e BofRE R E_A S 128 L drerHer-2+ S 0 Flaanti-Her2)p ki £ & o e W
12 NP TR AT U - ’Eﬂiﬁ °
o it F 2 anthracycline $%5 524 5 % 2 » 5-FU % cyclophosphamide » 7 F &g 1 $3%5 52
o AL ER AT 1 R BUR PP ORE AR ;g)a;];’, i @ & 7 1% gweekly paclitaxol -

b E X TR A E RIS AT Eﬁ:}%,fﬂ%‘fgﬁw‘fr-ﬂ-fg%ﬁﬁgﬁi%ﬁgﬂ?iﬁ&ﬁﬂﬁ_ﬁ?&‘él ¥
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L
EBC:Early breast cancer ABC:Advanced breast cancer =~ MBC:Metatitis breast cancer

ﬁﬁia

Level I : ,a ¥R A H R T (Randomized controlled trials, RCT ) 3r 2 - & 35+ 4] * lowbias=hRCT, J* #f
RCTzt # d) % éhmeta- analyses o

Level Il : -] &) e RCT* n\“ A) e {5t 7 biassPRCT, ¢t #gRCT 4t # ) k shmeta-analysis ©

Level Il = = p& {4+ i &= 3 47 <. prospective cohort

Level IV : ﬁb)ﬁp e IR ey (retrospectlve cohort) 2 % & ¥ P& 247 3 ( Case-control study )

Level V : & £} P& ‘e 7™ = , BEIRL ) BRI L (Expert opmlon)
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I~ CBISE R
Neoadjuvant /Adjuvant chemotherapy

Regimen (AC) Doxorubicin+Cyclophosphamide
N Route of . Frequency/Duratio
Drug Combination | Dosage administration Times N Notes
Doxorubicin 60 mg/m? v drip 60min, dayl | Q3w x4 cyclesor | with GCSF
Cyclophosphamide | 600 mg/m? v drip 60min, dayl | Q2W x 4 cycles 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 .
Ref. 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 .
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Regimen (EC) Epirubicin+Cyclophosphamide
I Route of . Frequency/Duratio
Drug Combination | Dosage administration Times n Notes
o ] ) . .
Epirubicin | 75 - 100 mg/m v drlp 60m-|n, dayl Q3wx4cyclesor | with GCSF
gyclophosphamld 600 mg/m? Y, (irlp 30 mins, days | Q2W x 4-6 cycles | support

Piccart MJ et al. Phase |11 trial comparing two dose levels of epirubicin combined with
cyclophosphamide

Ref. with cyclophosphamide, methotrexate, and fluorouracil in node-positive breast cancer. . J Clin Oncol
2001; 19:3103.
Regimen LC(Liposomal doxorubicin-optional)

Drug Combination | Dosage Rou'ge_of . Times Frequency/Duratio Notes
administration n

Liposmal 5 : :

doxorubicin 35- 50 mg/m v drip 60min, dayl Q3w x 4 cycles or

Cyclophosphamide | 600 mg/m? v il“p 30 mins, days | Qdw x 4 cycles
Pegylated Liposomal Doxorubicin as Adjuvant Therapy for Stage I-111 Operable Breast Cancer.Lu YC,
Ou-

Ref. Yang FU, Hsieh CM, Chang KJ, Chen DR, Tu CW, Wang HC, Hou MF.In Vivo. 2016 Mar-
Apr;30(2):159-63.

. i i 4= :Doxorubicin hydrochloride liposome injection(4-Lipo-Dox ~ Caelyx) = * ** H — ;55 5

ok b ey B2 AR R - (93/11/1)
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Regimen TC(Docetaxel +Cyclophosphamide)
I Route of . Frequency/Duratio
Drug Combination | Dosage administration Times N Notes
Docetaxel 60 - 100 mg/m? v drip 60min, dayl | Q3w x 4-6 cycles
: i or
Cyclophosphamide | 600 mg/m? v (irlp 30 mins, days Q2W x 4-6 cycles

Jones SE et al. Phase 11 trial comparing doxorubicin plus cyclophosphamide with docetaxel plus

Ref. cyclophosphamide as adjuvant therapy for operable breast cancer. J Clin Oncol 2006; 24:5381.
. i x-‘v'—iFLgpv Docetaxel 1.5 % a8 Hp 2 43 14 5V B - 2.27anthracycline & & @ * M9 T 4 = S 2
e SR TS PRI BN o (99/6/1)3. 5 P S R TS 0 B UL ZIAF BT Ak

# ehops 4 0 18 1% 5 Zrcyclophosphamide # * doxorubicin shit 5 4 v4 i Atk rs big it > A4y
Regimen Docetaxel+ Cisplatin
Drug Combination | Dosage Rou'ge_of . Times Frequency/Duratio Notes

administration n
- 2 ' ' -

Docetaxel 60 - 75 mg/m v drip 120min, dayl erBWX4 6 cycles with GCSE
Cisplatin 60 - 75 mg/m? vV drip 120min, dayl | Q2W x 4-6 cycles support
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A randomized phase Il trial of platinum salts in basal-like breast cancer patients in the neoadjuvant
setting
Ref. . Results from the GEICAM/2006-03, multicenter study. (Abstract in PubMed)Breast Cancer Res Treat
(2012) 136:487-493
Regimen CMF po (Cyclophosphamide +MTX+Fluorouracil)
. Route of : Frequency/Duratio
Drug Combination | Dosage administration Times N Notes
Cyclophosphamide | 100 mg/m? PO dayl-14
drip 30 mins, days
2 )
Methotrexate 40 mg/m IV 1 &8 Q4w x 6 cycles
drip 30 mins, days
2 )
5- FU 600 mg/m vV 1&8
Muss HB et al. Standard chemotherapy (CMF or AC) versus capecitabine in early-stage breast cancer
Ref. (BC) patients agec 65 or older: results of CALGB/CTSU 49907. 2008 ASCO annual meeting. Abstract
507.
Regimen CMF IV (Cyclophosphamide +MTX+Fluorouracil)
Drug Combination | Dosage Rou'ge .Of : Times Frequency/Duratio Notes
administration n
Cyclophosphamide | 600 mg/m? IV day1-14
Methotrexate 40 mg/m? v clirEBBO mins, days Q4w x 6 cycles
drip 30 mins, days
- 2 )
5- FU 600 mg/m v 1&8
Ref 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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Regimen AC/EC—Paclitaxel Qw (or Paclitaxel - AC/EC)
. Route of . Frequency/Duratio
Drug Combination | Dosage administration Times N Notes
Paclitaxel 80 mg/m? IV 60min, dayl Qw x 12 cycles
Sparano JA et al. Weekly paclitaxel in the adjuvant treatment of breast cancer. N Eng J Med 2008;
Ref. 358:1663.
L i oS5 Paclitaxel & T T EA 2 SR E RS ML A2 L F o paclitaxel 7 TR A 7
doxorubicin 7 2_ B4 i B L8 o (91/4/1 ~ 94/1/1 ~ 98/8/1)

Regimen AC/EC—Docetaxel Q3w (or Docetaxel ~AC/EC)
N Route of . Frequency/Duratio
Drug Combination | Dosage administration Times N Notes
Docetaxel 60-100 mg/m? \V 60min, dayl Q3w x 4 cycles
Sparano JA et al. Weekly paclitaxel in the adjuvant treatment of breast cancer. N Eng J Med 2008;
Ref. 358:1663.
i 44~ Docetaxel 1.5 FR 9 8P &% 4 43 |2 5 g - 2.27anthracycline & & & # »03 T k= S 2
RS PSR 2 IS B RS B0 o (99/6/1)3. % U S S 0 KA ETS Z 1B R S ﬂg% = i
# g 40 13 1% 5 22 cyclophosphamide # * doxorubicin it £ 4 £4 5 2 4."5% TF R Hoapd
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Regimen

TEC (Docetaxel+Epirubicin+Cyclophosphamide)

_— Route of . Frequency/Duratio
Drug Combination | Dosage administration Times n Notes
Docetaxel 50-75 mg/m? IV 120min, day1
Epirubicin 75-100 mg/m? AV 30min, day1 Q3w x 6 cycles
Cyclophosphamide | 500 mg/m? v 60min, dayl
P Piedbois et al. Dose-dense adjuvant chemotherapy in node-positive breast cancer: docetaxel followed
Ref 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 11
study. Ann Oncol. 2007; 18: 52,
Regimen TAC (Docetaxel+ Doxorubicin +Cyclophosphamide)
o Route of : Frequency/Duratio
Drug Combination | Dosage administration Times n Notes
Docetaxel 50-75 mg/m? \V 120min, dayl
I
Doxorubicin 50-60 mg/m? AV 30min, dayl Q3w x 6 cycles
Cyclophosphamide | 500 mg/m? v 60min, dayl

Ref.

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 Il
study. Ann Oncol. 2007; 18: 52.
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Regimen Docetaxel+ Carboplatin
Drug Combination | Dosage Route of Times Frequency/Duration Notes
g g administration g y
i 2 i
Docetaxel 60-75 mg/m v 60min, dayl Cycled every 21 days
Carboplantin 6 mg, AUC v 60min, dayl for 4-6 cycles

von Minckwitz G, Schneeweiss A, Loibl S, et al. Neoadjuvant carboplatin in patients with triple-

Ref. negative and HER2-positive earlybreast cancer (GeparSixto; GBG 66): a randomised phase 2 trial
Lancet Oncol 2014;15:747-756.

Regimen Paclitaxel(Weekly) + carboplatin

Drug Route of . :

Combination Dosage administration Times Frequency/Duration Notes

Paclitaxel 80 mg/m? v 60min,day 1 8 15 | Cycled every 21 days for4

Carboplantin AUC 6 (q3w) vV 60min,day 1 cycles

Loibl S, O'Shaughnessy J, Untch M, et al. Addition of the PARP inhibitor veliparib plus carboplatin or

Ref. carboplatin alone to standard neoadjuvant chemotherapy in triple-negative breast cancer (BrighTNess): a
randomised, phase 3 trial. Lancet Oncol 2018;19(4):497-509.

Regimen Paclitaxel(Weekly) + carboplatin(Weekly) (wPCb)

Drug Route of . .

Combination Dosage administration Times Frequency/Duration Notes

Paclitaxel 80 mg/m? vV 60min,day 18 15 | Cycled every 28 days

Carboplantin AUC 2 (q1w) vV 60min,day 1815 | for 6 cycles

Ref.

Yu KD, Ye FG, He M, et al. Effect of adjuvant paclitaxel and carboplatin on survival in women with triple-

negative breast cancer: A phase 3 randomized clinical trial. JAMA Oncol 2020;6:1390- 1396.
von Minckwitz G, Schneeweiss A, Loibl S, et al. Neoadjuvant carboplatin in patients with triple- negative and

54




v

Chung Shan Medical University Hospital

SRR 3

Clinical Guideline 2026 version 19.1

HER2-positive early breast cancer (GeparSixto; GBG 66): a randomised phase 2 trial. Lancet Oncol

2014;15:747-756.

Neoadjuvant/Adjuvant combined Target therapy

Regimen Trastuzumab(Herceptin;H, Ogivri) +/- Paclitaxel (weekly)
N Route of . Frequency/
Drug Combination | Dosage administration Times Duration Notes
Trastuzumab loading dose 8 mg/kg IV or SC 90min or 5min Q3w than 6 mg/kg Iv q3w,
followed by 6 mg/kg for 1 year
loading dose 4 mg/kg . . than 6 mg/kg iv g3w,
Trastuzumab followed by 2 mg/kg IV or SC 90min or 5min Qw for 1 year
Paclitaxel 80 mg/m? \V 60min,day 18 15 | 12 weeks
Ref Tolaney S, Barry W, Dang C, et al. Adjuvant paclitaxel and trastuzumab for node-negative HER2-
' positive breast cancer. N Engl J Med 2015;372:134-141.
i 25 BE Y SR AT~ W SR (L) P E A S T B R (R RIS 2 B )ie R 1

£ HERZ B2 4 TIHCI+s FISH) » 2 208 T ik = 466 & ERACRERS 2 5 IR R
-"1 ’ ]F«#’E‘é,"*/r}%’ﬂ'
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Regimen

Trastuzumab(Herceptin;H, Ogivri)+/- Docetaxel + Carboplantin (TCPH)

Drug Combination

Dosage

Route of
administration

Times

Frequency/Duration

Notes

loading dose 8 mg/kg

than 6 mg/kg iv q3w,

Trastuzumab followed by 6 mg/kg IV or SC 90min or 5min Q3w for 1 year
loading dose 4 mg/kg . . than 6 mg/kg iv q3w,
Trastuzumab followed by 2 mg/kg IV or SC 90min or 5min Qw for 1 year
) .
Docetaxel 60-75 mg/m \Y; 60min, dayl Cycled every 21 days
Carboplantin 6 mg, AUC \Y; 60min, day1 for 4-6 cycles

Slamon D, Eiermann W, Robert N, et al. Adjuvant trastuzumab in HER2-positive breast cancer. N Engl J

Ref. Med 2011;365:1273-1283.
& i B E e~ B ()AL R 5~ Tk (R e SRR )ie R 1 B

HER2 i & # J(IHC 3+ FISH+) » * B3 T k= S e R GAKFES L S IR F - 17

AR E QRIS - LT
Regimen Trastuzumab + Pertuzumab or Phesgo (sc) +/- Docetaxel + Carboplantin

N Route of . Frequency/Duratio
Drug Combination | Dosage administration Times N Notes
Trastuzumab + loading dose 840mg : . than 420 mg iv q3w,
Pertuzumab followed by 420mg v S0min+120min Q3w for 1 year
: Cycled every 21
_ 2

Docetaxel 60-75 mg/m vV 60min, dayl days for 4-6 cycles
Carboplantin 6 mg, AUC v 60min, dayl

Ref.

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
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HER2-positive early breast cancer: a randomized phase 1l cardiac safety study (TRYPHAENA). Ann
Oncol 2013;24:2278-2284.

i H

590 5%

(1) “h L £ fian 15 00 A B LA LB R E (i
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Neoadjuvant Chemotherapy with Immunotherapy

Regimen Paclitaxel(Weekly) + carboplatin + Pembrolizumab(keytruda)
— Route of . Frequency/Duratio
Drug Combination Dosage administration Times n Notes
Paclitaxel 80 mg/m? \V 60 mins, day 1
. AUCS5 (g3w) . glw .
Carboplantin AUCL5(q1w) v 60 mins, day 1 any histology
Pembrolizumab 200mg v 30mins, day 1 g3wks

Ref.

1. Gupta S, Nair NS, Hawaldar RW, et al. Addition of platinum to sequential taxane-anthracycline neoadjuvant chemotherapy in
patients with triple-negative breast cancer: A phase I1l randomized controlled trial. Presented at: 2022 San Antonio Breast Cancer
Symposium; December 6-10, 2022; San Antonio, TX. Abstract GS5-01.
2. Schmid P, Cortes J, Pusztai L, et al. Pembrolizumab for early triple-negative breast cancer. N Engl J Med, 2020;382:810-821
3. Sharma P, Kimler BF, O'Dea A, et al. Randomized phase I trial of anthracycline-free and anthracycline-containing
neoadjuvant carboplatin chemotherapy regimens in stage I-111 triple-negative breast cancer (NeoSTOP). Clin Cancer Res

2021,27:975-982.
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Adjuvant Immunotherapy regimens

Regimen Pembrolizumab
I Route of . .
Drug Combination Dosage N Times Frequency/Duration Notes
administration
Pembrolizumab 200mg v 30mins, day 1 g3wks 9 cycles

Ref.

Sharma P, Kimler BF, O'Dea A, et al. Randomized phase |1 trial of anthracycline-free and anthracycline-containing neoadjuvant carboplatin
chemotherapy regimens in stage I-111 triple-negative breast cancer (NeoSTOP). Clin Cancer Res 2021;27:975-982.

Adjuvant chemotherapy regimens

Regimen Cisplatin

. Route of : Frequency/Duratio
Drug Combination Dosage administration Times n Notes

Cisplatin 75 mg/m? \Y; 120min, dayl Q3w
Ref Silver DP et al. Efficacy of neoadjuvant cisplatin in triple negative breast cancer. J Clin Oncol
et 2010;28:1145.

Regimen Carboplantin

o Route of : Frequency/Duratio
Drug Combination Dosage administration Times n Notes
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Carboplantin

6 mg, AUC | IV | 60min, dayl | Q3w |

Ref.

Von Minckwitz G,Schneeweiss A, Loibl s, et al. Neoadjuvant carboplatin in patient with triple-negative and
HER2-positive early breast cancer(GeparSixto; GBG66): a randomized phase 2 trial. Lancet Oncol
2014;15;747-756

Regimen UFT
Drug Combination Dosage adn?%ﬁfr:tfion Times Frequenocryl/ [Durati Notes
Uracil/Tegafur 300mg PO daliy 2 years

Oral Uracil and Tegafur Compared With Classic Cyclophosphamide, Methotrexate, Fluorouracil As

Ref. Postoperative Chemotherapy in Patients With Node-Negative, High-Risk Breast Cancer: National Surgical
Adjuvant Study for Breast Cancer 01 TrialToru Watanabe twatanab@oncoloplan.com, Muneaki Sano,
Shigemitsu Takashima, Tomoki Kitaya, Yutaka Tokuda, Masataka Yoshimoto, Norio Kohno, Kazuhiko
Nakagami, Hiroji lwata, Kojiro Shimozuma, Hiroshi Sonoo, Hitoshi Tsuda, Goi Sakamoto, and Yasuo
Ohashi.J Clin Oncol 27, 1368-1374(2009)Volume 27, Number 9

Regimen TS-1(S-1 & #7%) +/- endocrine therapy
Drug Combination Dosage adrﬁi?ltijéfrgtfi on Times Frequency/Duration Notes
TS-1 %48 % % ## (BSA): & )
40 mg/=x (80mg/ =) s
12; 11“.2515 o0 50 mg/= (100mg/ % ) ﬁ_rgui{;':?f ’@‘ﬂ“ }44
LSt 60 mg/=c (120mg/= ) |1* B F— % > L -
>1.5
Ref Toi M, Imoto S, Ishida T et al.Adjuvant S-1 plus endocrine therapy for oestrogen receptor-positive,

HER2-negative, primary breast cancer: a multicentre, open-label, randomised, controlled, phase 3
trial. The Lancet Oncology, 22, 74-84
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Advanced/Metastasis regimens

Regimen Doxorubicin
N Route of : Frequency/Duratio
Drug Combination Dosage administration Times n Notes
Doxorubicin 60-75 mg/m? v drip 60min, dayl Q3w
or
Doxorubicin 20 mg/m? v drip 60min, dayl Qw
Chan S et al. Prospective randomized trial of docotaxel versus doxorubicin in patients with metastatic
Ref 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.
Regimen Epirubicin
— Route of . Frequency/Duratio
Drug Combination Dosage administration Times n Notes
Epirubicin 60-90 mg/m? AV drip 60min, day1 Q3w
or
Epirubicin 20 mg/m? vV drip 60min, 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
Ref. 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.
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Regimen Liposomal doxorubicin (Lipo-Dox)
— Route of : Frequency/Duratio
Drug Combination Dosage administration Times n Notes
Liposomal 5 :
doxorubicin 35-50 mg/m IV 60min Q3-4w
O’Brien ME et al. Reduced cardiotoxicity and comparable efficacy in a phase 111 trial of pegylated
Ref. liposomal doxorubicin HCL versus conventional doxorubicin for first line treatment of metastatic breast
cancer. Ann Oncol 2004;15:440.
RS R iR Ly 0 H - R SRR R T R BB RRF 20 iR R R
%o
Regimen Cisplatin
Drug Combination Dosage R.Ol.Jte Of Times Frequency/Duratio Notes
administration n
Cisplatin 75 mg/m? vV 60min Q3w
Ref Silver DP et al. Efficacy of neoadjuvant cisplatin in triple negative breast cancer. J Clin Oncol
' 2010;28:1145.
Regimen Carboplantin
— Route of : Frequency/Duratio
Drug Combination Dosage administration Times n Notes
Carboplantin 6 mg, AUC v 30min Q3w

Ref.

Isaloff SJ, Mayer EL, He L,et al. TBCRCO009:A multicenter phase Il clinical trial of platinum monotherapy
with biomarker assessment in metastatic triple-negative breast cancer. J Clin Oncol2015;33;1902-1909.
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Regimen Docetaxel
_— Route of : Frequency/Duratio
Drug Combination Dosage administration Times n Notes

Docetaxel 25-40 mg/m? WY 60min Qw

Harvey V et al. Phase Il trial of comparing three doses of docetaxel for second-line treatment of
Ref 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.

Regimen Paclitaxel Qw

o Route of : Frequency/Duratio
Drug Combination Dosage administration Times n Notes

Paclitaxel 80 mg/m? \V 60min 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 |11 trial of weekly compared with every-3-weeks paclitaxel for

Ref. . : :

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.

& 0 i iR g Paclitaxel PU¥ e @ F LB R 2 “/f 3 ZRop ~ 30 e 518 * anthracycline) % pr e

AR L o (9141 ~ 94/1/1)
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Regimen Gemcitabine
N Route of : Frequency/Duratio
Drug Combination Dosage administration Times n Notes
Gemcitabine 800-1200 mg/m? v 30min day 1.8.15 Q4w
Ref Carmichael, J et al. Advanced breast cancer: a phase Il trial with gemcitabine. J Clin Oncol 1995;

13:2731

152

i % §,Gemcitabine (4-rGemzar) *1* **Gemcitabine £ paclitaxel & * » ¥ {& * 3t (i€ *
anthracycline 2_ & $R4f 4 ¥ & ;2 £ jher vk g A5 14 2 5 5 B o (94/10/1)

Regimen Gemcitabine + Paclitaxel
Drug Combination Dosage R.Ol.Jte Of Times Frequency/Duratio Notes
administration n
Gemcitabine 800-1200 mg/m? WY, 30min day 1.8.Q3w following
paclitaxel on day 1
Paclitaxel 175 mg/m? IV 60min day 1 Q3w Cyc'egai‘;efy 21
Ref 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
Regimen Gemcitabine +Carboplatin
. Route of . Frequency/Durati
Drug Combination Dosage administration Times on Notes
Gemcitabine 800-1200 mg/m? \Y; 30min day 1.8 Q3w
Carboplatin AUC 2 vV 60min day 1.8 Q3w
Ref. 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
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Regimen Vinorelbine (Navelbine)
— Route of : Frequency/Durati
Drug Combination Dosage administration Times on Notes
Vinorelbine 50-80 mg/m? PO QW(total dose) tiw 1.3.5day/w
Ref Gasparini, G et al. Vinorelbine is an active antiproliferative agent in pretreated advanced breast

cancer patients: a phase Il study. J Clin Oncol 1994; 12:2094.

i s

i -4 4%, Vinorelbine BL Y 2 & % £ jivs ",% 2 2] e WS RS R o A a2 TR
A A BB A FE

Regimen Capecitabine (Xeloda)
Drug Combination Dosage adrﬁi?ll:;ﬁrgtfi on Times Frequen(;:g/ /Durati Notes
Capecitabine 800-1250 mg/m? PO BID day 1-14 Q3w

Fumoleau, P et al. Multicentre, phase Il study evaluating capecitabine monotherapy in patients with

Ref. anthracycline- and taxane-pretreated metastatic breast cancer. Eur J Cancer 2004; 40:536.
1. capecitabine £2 docetaxel & * %55 $ftanthracycline i 5 ;5% & »x2_ B $RaLHp &8 & 4 14 51
R Vg Boo

2. H b # >t ¥ttaxanes % anthracycline i 5 ;58 & x> & & /2 & * anthracycline /5% 2. $R8%
B R L
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Regimen TS-1(S-1 - & #7§) +/- endocrine therapy
— Route of : .
Drug Combination Dosage administration Times Frequency/Duration Notes
o i A < «;J-_';q':
> e mjf (ZE;SA)F 40 mg/=: (80mg/= ) BLPR * o i PR 142
195 % 215 PO 50 mg/=t (100mg/=) | e ‘;R )
2L <L 60 mg/= (120mg/= ) | FF T * 2w #
>21.5
Ref Takashima T, Mukai H, Hara F et al..Taxanes versus S-1 as the first-line chemotherapy for
' metastatic breast cancer (SELECT BC): an open-label, non-inferiority, randomised phase 3
trial. The Lancet Oncology, 2015; 17, 90-98
L 1. %ﬂﬂ‘sz{ﬁ;fé T Hig et * (Off-labeluse) | » P igi%? %6 2 24 -
B ,
" ES LN
Regimen UFT
o Route of : Frequency/Durati
Drug Combination Dosage administration Times on Notes
Uracil/Tegafur 270 mgégnz fday PO 7 days/week
Y Park. Uracil-tegafur and tamoxifen vs cyclophosphamide, methotrexate, fluorouracil, and
Ref. tamoxifen in post-operative adjuvant therapy for stage I, Il, or 111A lymph node-positive breast
cancer: a comparative study. British Journal of Cancer (2009), 1 —7
(oAt

i AR e Uracil-Tegafur "L A3 125 & ~ BHILE 5% ~ BB LSS K~ BB IR 5 L i
* (89/10/1 ~ 97/12/1) -
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Regimen Eribulin (Halaven)
N Route of . Frequency/Durati
Drug Combination Dosage administration Times on Notes
Eribulin 1.4 mg/m? AV 60min day1.8 Q3w
Pooled analyses of eribulin in metastatic breast cancer patients with at least one prior
Ref 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.
& 1L# 50k @S % R dﬁ ® A i & dFanthracycline frtaxane & fé 45 ¥ 45 1 50 2 1
o FioRh B ing o R4 (4oHalaven) @ (103/12/1 ~ 106/11/1)
2.5 3 BRALT R AR IGER 0 BERT TR BRARBE S TR o (106/11/1)
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Regimen Ixabepilone
Drug Combination Dosage adrﬁi?]lijé'?rgtfi on Times Frequen(;:ryl/ /Durati Notes
Ixabepilone 40 mg/m? IV 3hrs day 1, Q3w
Capecitabine 2000 mg/m? PO QD day1, Q3w

Ref.

1. Li J, 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 11 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

i %4 = :I1xabepilone (4= Ixempra) : (110/2/1) 1.*2 Ixabepilone & i capecitabine * ** % %8¢ 8
2 i A3 ri:;w%&ﬁ » F R AT IER 2 — (1) taxane 7 FE M P &2 &2 anthracycline -
T;“ (2)%f taxane % anthracycline /% & *zig o 2.7 3 BHART B FAHIGER vl e
Ret EARBENT B4 % * o 3lxabepilone £7 eribulin * 358 b itz Fiz“f%%ﬁ

P W4 - % > ¥ 7 {75 & (ixabepilone *T* 2t A i i@ * iFeribulin 2_ 5 B.) o
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Regimen Bevacizumab(p % )(Avastin) + Chemotherapy
N Route of . Frequency/Durati
Drug Combination Dosage administration Times on Notes
Bevacizumab 10 mg/m? IV 90min day 1, Q2w
Bevacizumab 15 mg/m? v 90min dayl, Q3w

Miller KD et al. Paclitaxel plus bevacizumab versus paclitaxel alone for metastatic breast cancer. N
Eng J Med 2007; 357:2666.

Ref. Miles D et al. Randomized, double-blind, placebo-controlled, phase 111 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.

Regimen Lapatinib(Tykerb) + Xeloda
— Route of : Frequency/Durati
Drug Combination Dosage administration Times on Notes
Lapatinib 1250 mg/m? PO QD day 1-14
Capecitabine 2000 mg/m? PO QD day 1-14

Ref.

Lancet Oncol 2013 Jan;14(1):64-71.doi:10.1016/51470-2045(12)70432-1.Epub 2012 Nov.

Lancet Oncol 2013 Jan;14(1):64-71.doi:10.1016/51470-2045(12)70432-1.Epub 2012 Nov.

i B2 &

:lapatinib (%erykerb) 1.8 capecitabine & * - i ¥ 3% i

< anth racycllne taxane 1/

% trastuzumab iy f¢ o i B 1 2 ﬁiﬁ; 15T H g ”m TREgA 0 ¥ 5 HER2 ﬁfi % F(IHC3+ &

FISH+) & =

2% 3" ;?xE‘.f—r)%

’I— ;—- )

P (106/11/1)Cape0|tab|ne (ﬁr Xeloda)

anthracycline i* 5 ;5 R & 2.
anthracycline * 5 ;5% & »% > E\' & ;% 18 * anthracycline 758 2.

o ¥R O Hp g

oy

fpeuta

l\?l?vi"w Db"ﬂff
bine ¥7 docetaxel & *
CHE AL T T B o 2.8 fh* >t $Haxanes %

i L—»"‘Ié]_&_g“%

:&/r-%‘ﬂ

B 3RTL A 1SR R -
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Regimen Everolimus(Afinitor) + Endocrine therapy

N Route of : Frequency/Duratio
Drug Combination Dosage administration Times n Notes
Everolimus 10 mg PO QD day 1-14
Bachelot T, Bourgier ¢, Cropet C, et al. TAMRAD: A GINECO randomized phase Il 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):

Ref. 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.
i AL 4 :Everolimus 5mg % 10mg(¥-Afinitor 5mg % 10mg) :

B i 1 Prexemestane B * s (T A R e @ * MELAE FIMR AR A RAEPISIRL B E T A A @ ¥
exemestane 2_ jm f; FEX BB L - HER2 X RIE 2 & A NILB T #&F £ gk (visceral
crisis) . & #% WA R m A e f o 2R AF@onis o H 8 Y 5 CDKA/6 Frf| | & &

(104/9/1 ~ 109/4/1) - *¥= p H ~ & E 5 10mg - (108/10/1)
Regimen Tucidinostat (Kepida) +endocrine therapy
_— Route of : Frequency/Durati
Drug Combination Dosage administration Times on Notes
Tucidinostat 5 mg/tab PO QD Twice of week day 1-4,+ =X 6%f

Ref.

Tucidinostat plus exemestane for postmenopausal patients with advanced, hormone receptor-
positive breast cancer (ACE): a randomised, double-blind, placebo-controlled, phase 3 trial, Lancet
Oncol 2019; 20: 806—15
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LRy

i AL e 1 (114/12/01)

1. 22 exemestan e 5 * 5 if F 3T X
R FAET AR % # exemestane
F fpg # & & ek (visceral 2o B 515 4 7?% F* fl

Eiv > 4wy r o

B. + & &

¢—ﬁm%ggwamam,ﬁwcmmmwﬂw

TEETF LA R ’44@ %ﬁMS@E%WO?ﬁ@%%%%%%Eﬁ%A%
%$%’4w43@5@w'i’#’ HEIRUE TR B SRR TR &

g2 everolimus W iFF - @ % > R Fa 42 20 2 @I

/fF}i] }#&A’Eﬁf% r} ~ HER2 )‘,gt‘rfk]w #\ﬂ%lﬁ«%

Bt o
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Target therapy

HER2 i& & # J.(IHC3+ or FISH+)
First-line therapy

Regimen Trastuzumab (Herceptin;H, Ogivri) 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

Z2(812) Trastuzumab
Cobleigh, MA et al. Multinational study of the efficacy and safety of humanized anti-HER2 monoclonal
Ref. antibody in women who have HER2-overexpressing metastatic breast cancer that has progressed after

chemotherapy for metastatic disease. J Clin Oncol 1999; 17:2639.

EFLFES T I R 30 g me T § HER2 i & 2 JL(IHC3+& FISH+) » ¥ 5%
- b ?«f%‘ AT Y o (91/4/1 9 /1/1)(2)*’ aclitaxel ¢ docetaxel & * » & #
RG-S RALE SLT R $TCE u%’l;,;; £ LHER2 B A& 4 I&(IHC3+E& FISH+) % (93/8/1 ~

iR 95/2/1 - 99/1/1)

()i A 5 ¥ HER2 i & # 2 Ao FrE T AR AR ‘"—ﬁ" ¥ i * ; iepertuzumab %
docetaxel & * Bi? IR (99/1/1 108/5/1) g % Ay is @ % » 18 {s & 24 3% F & ‘A
PEE BARE Y B A Fp BT L ¢ 2+(105/11/1) -
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HER2 :& & % I (IHC3+ or FISH+)

First-line therapy

Pertuzumab(Perjeta;P) +/- Chemotherapy

Regimen 840 mg 1V day 1 followed by 420 mg 1V Cycled every 21 days to complete 1 y of therapyq3w

Zr(8 L) Pertuzumab

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, placebocontrolledPhase 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 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 neoadjuvant pertuzumab and trastuzumab in
women with locallyadvanced, inflammatory, or early HER2-positive breast cancer(NeoSphere): a randomised
multicentre, open-label, phase 2 trial.Lancet Oncol 2012;13:25-32

Ref.

i %4 #°:(108/05/01)Pertuzumab £ trastuzumab % docetaxel & * »> /5 R &4 16 A § 11 FL HER2 & i &
Friziodf 2. HER2 8 B & (IHC3+& FISHOBH 3 R md 2 5F 0 F a8k " > e
FBFFRGFIGERTRE I G FART ECETAREFY o F B AL S HH18 B

v
EF}'KEQO
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HER2 if & # 3.(IHC3+ or FISH+)

Second-line therapy

Regimen

Ado-trastuzumab emtansine(TDM1, Kadcyla) 3.6 mg/kg IV day 1, Cycled every 21 days

¥r(®1)

Trastuzumab emtansine

Ref.

Verma S, Miles D, Gianni L, et al. Trastuzumab emtansine for HER2-positive advanced breast cancer
[supplementary appendix available online]. N Engl J Med2012;367:1783-1791.

Ellis PA, Barrios CH, Eiermann W, et al. Phase |11, 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

o B Wi i %4 = Trastuzumab emtansine (4-Kadcyla) * (110/2/1 ~ 113/8/1)# #% 42 5 % (110/2/1 ~ 113/8/1)(1)
FUE g R w K¢ % B A 5T HER2 i & 4 JL(IHC3+ 2 FISH+)

ZEBEIREF T 2SR DRERET A

|.2_ w0 /& W% dEtrastuzumab &2 — flitaxane &4~ /5% 0 & H & B % > £ pertuzumab £ trastuzumab £
— fataxane ZE s o [L2 ¢ SR EEHSPRIEISR 0 N AN B RZNRPF R R R0 K 6 B
PR CHULEH G ARFE( ¢ 2 HER)ES  cQEFRFAPALRY > PLERS 12%
TR ARG FTHETY G 2A BT BT RLFY o Fp A1 S 4010 B (136K
A% & + ') o (3)Trastuzumab emtansine f- lapatinib &5 % - & * > 72 (73 $& o

for HER2 IHC 1+ or 2+/I1SH negative)

Second-line therapy

Regimen

Trastuzumab deruxtecan (Enhertu, T-DXd) 5.4 mg/kg iv d1 Q3w

¥r(#r)

Trastuzumab deruxtecan

Ref.

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.
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for HER2 IHC 1+ or 2+/ISH negative) ~ ER(+)

Adjuvant therapy (EBC)

Regimen

Neratinib (Nerlynx) 240 mg PO daily on days 1-28 *12cycle

¥r(®1r)

Neratinib

Chan A, Delaloge S, Holmes FA, et al. Neratinib after trastuzumab-based adjuvant therapy in patients with
HER2-positive breast cancer (ExteNET): a multicentre, randomised, double-blind, placebo-controlled, phase 3
trial. Lancet Oncol 2016;17:367-377.

Saura C, Oliveira M, Feng YH, et al. Neratinib plus capecitabine versus lapatinib pluscapecitabine in patients

Ref. with HER2-positive metastatic breast cancer previously treated with>2 HER2-directed regimens: Findings
from the multinational, randomized, phase 3 NALA trial. Presented at the American Society of Clinical
Oncology (ASCO) Annual Meeting. May 31-June 4, 2019; Chicago, IL. J Clin Oncol 2019;37(suppl): abstract
1002.

B 5 self-pay
suggest

s 120 mg PO daily on days 1-7; Followed by:

160 mg PO daily on days 8-14; Followed by:
240 mg PO daily on days 15-28
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for TNBC or HR+/HER 2-

Second-line therapy

Regimen Sacituzumab govitecan-hziy(Trodelvy; SG) 10mg/kg iv d1,8 Q3w
%7 Sacituzumab govitecan-hziy
Ref. A Bart_jia, 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.
Sacituzumab govitecan(¥-Trodelvy ) : (113/2/1 ~ 114/2/1 ~ 114/10/1)
1.% /r"%"ta“ LIF=X e I, i‘j"fd’/r)%‘ﬁ {(ﬁ RN rﬁ; Y ,r.}%lfﬁ,ﬁp P )ﬁi)ii‘i PES i”"f e IR AL Hp g
Az T R 4 4 e (113/2/1 ~ 114/2/1)
MEFETAEAER L }?5 A b gk w243 (ECOG<IILZE i * iftaxane g & 4~ 3 > 1 B A% o
EATAS L4 % A £ % #Ftrastuzumab deruxtecan e e (114/201)

QBEE™E %}#/H s * » &Y 2
a2 & PISF 2

@F =¥ R RN ERER (I BGE) BT EE A7 8y

i * o (4)Sacituzumab govitecan fr trastuzumab deruxtecan # sc % — &

oo A I 4o (114/2/1) -

2.0 WiLR B F R R INBL S A P HR B 1 HER2 A 422 54 3 4 g 4 < (L14/10/1)(1)

A 1IN W= R E

I./’E:}"‘”T Pk s 1 A S A

I e CDKA/6 $r4 | <12 B ? > 5 PARES ML H#L I S RERT S5 B2 FRas>

o BRARY AL Rk E ) r* Lf&n“ Fiohk o

QESEETFAPALRY B F2 AU IBY FLo 4 3

£+ (IHC O ~ IHC 1+& IHC 2+/ISH ) %ﬁ«? 134 o

EF T Fe FROEERER (I PHF) #FAE > J T HgRY -

2 R AR 3 s A=Y FPEE R HER - PR~ HER2 ¥ &

Z # "THR 15 1+ ~ HER2
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(PARP) inhibitor indicated:

BRCA1/2 mutation/ HER2(-) (mBC)

Regimen

Olaparib Lynparza 150mg*2/ Bid, 600mg/day, PO

A
4
v

Olaparib

Ref.

1. LYNPARZA® (olaparib) [prescribing information]. Wilmington, DE: AstraZeneca Pharmaceuticals LP; 2025. 2. Robson M, Im SA, Senkus E, et
al. Olaparib for metastatic breast cancer in patients with a germline BRCA mutation. N Engl J Med. 2017;377(6):523-533. 3. Robson ME, Tung N,
Conte P, et al. OlympiAD final overall survival and tolerability results: olaparib versus chemotherapy treatment of physician’s choice in patients
with a germline BRCA mutation and HER2-negative metastatic breast cancer. Ann Oncol. 2019;30(4):558-566. 4. Robson M, Im SA, Senkus E, et
al. OlympiAD extended follow-up for overall survival and safety: olaparib versus chemotherapy treatment of physician’s choice in patients with a
germline BRCA mutation and HER2-negative metastatic breast cancer. Poster presented at: The San Antonio Breast Cancer Symposium; December
10-14, 2019; San Antonio, TX. 5. Data on File, US-47776. AstraZeneca Pharmaceuticals LP. 6. Robson ME, Tung N, Conte P, et al. OlympiAD final
overall survival and tolerability results: olaparib versus chemotherapy treatment of physician’s choice in patients with a germline BRCA mutation
and HER2-negative metastatic breast cancer. Supplementary Appendix. Ann Oncol. 2019;30(4):558-566. 7. Robson M, Im SA, Senkus E, et al.
Olaparib for metastatic breast cancer in patients with a germline BRCA mutation. Supplementary Appendix. N Engl J Med. 2017;377(6):523-533.
8. Tung NM, Im SA, Senkus-Konefka E, et al. Olaparib versus chemotherapy treatment of physician’s choice in patients with a germline BRCA
mutation and HER2-negative metastatic breast cancer (OlympiAD): efficacy in patients with visceral metastases. Poster presented at: 2018 ASCO
Annual Meeting; June 1-5, 2018; Chicago, IL.

R

= &5 & (olaparib ~ talazoparib) : (109/11/1 ~ 111/6/1 ~ 111/8/1 ~ 112/1/1 ~ 113/6/1)

B ARF R 'R 2 5 3 5% (olaparib) : (114/6/1) (1)Olaparib i * 8 42 50 F 420t 2 peis s it o > ¥ 23 i 4 BRCAL/2
(germline BRCAL/2) % % % HER2 1512/ 3 B #F b "2 % P 1 f = & -},% A ﬂ'f%;ﬂ:p“wv el REEGHEEPLEL L.
Q) A A== 1" 6w W fl,%:ézn"f%éﬂzﬁ“ﬂé MR o Foib R ™ R 7 7 anthracyclines #f # 4+ ~ taxane #g & 4~ >
Feig s s g T o Q) AR b id - i (9 AT TR S *r.)%%)’* * {812 F ) 2 * olaparib © (4),p (S
T BRFRGIED L AR i.zfum SRR ALY L R S R A A S LR il L A A U
R R A (VON-PCRY) < T 81 f fosl £ 4 s T g & o R 18 (S DND) S
ZIE M (PNO)E B 1 },%I“’”@‘vﬁ’« =2z Aa\(>pT2) e HIHR 127 HER2 IA M5 @ 1449 X w H it }%«m}}% I -
NON-pCR o ii. 44+ ¥ %% £ ey AL freimp 4 > B 4B SREEEY SR % BT D E 4
PoBfe R d L LE Y G2 R AR 3B 5 e A=Y R ke HER2 5 A2 2 jeRI4F 2 ~ ER 1rPR Z R iRIAR & 0 14
3 germline BRCA 1/2 xfaa WRIRE 2 FREXANREFRGESEGRTZEN L= o HLE Y F5o i 2 BER
(et BB ) BFREE > A TR o V. * 20418 24 5% > olaparib 2 pembrolizumab &5 #% - % o

5.0lapar|b~=+ P it 4:(112/1/1)
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PIK3CA activating mutation

HR-positive, HER2-negative

Regimen Inavolisib(ltovebi) 9mg PO QD + palbociclib(lbrance) 125mg PO QD+ Fulvestrant INJ 500 mg IM
Q1.Q15 Q4w

%7 Inavolisib 9mg PO QD + palbociclib 125mg PO QD+ Fulvestrant INJ 250MG/5ML Q1.Q15 Q4W

Ref Turner NC, Im SA, Saura C, et al. Inavolisib-based therapy in PIK3CA-mutated advanced breast cancer. N
Engl J Med 2024;391:1584-1596.

[t self-pay

PIK3CA activating mutation

HR-positive, HER2-negative

Regimen Alpelisib (Pigray)300mg PO QD+ Fulvestrant INJ 500 mg IM Q1.Q15 Q4W
% 7, Alpelisib 300mg PO QD+ Fulvestrant INJ 500 mg IM Q1.Q15 Q4W
Ref. Andre F, Ciruelos E, Rubovszky G, et al. Alpelisib for PIK3CA-mutated, hormone receptor-positive advanced

breast cancer. N Engl J Med 2019;380:1929-1940.

152

T3 2026 #01 * 01 p 46

1.2 fulvestrant & * >t 35X CDKA/6 Frd &) 5% e BREL SR TEESEI SRR 0 F R 2B E T IS
DFFEF£M:E ER #PR>30% o

(2QJHER-2 t&ip] 5 &1L

(3) & 7 PIK3CA A F]1 % % -

2FEFvF AP R Y

(1) 4= ¥ 3% % 'PIK3CA A FIR R W RIS > P FHE 2 RERGEL LR T80+ - o

@Qtuais® REFFRPRIGEETHRE Y 5 FRARBELE L RLRY o

3E P B 240
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PIK3CA or AKT1
activating mutations or PTEN alterations

HR-positive, HER2-negative

Regimen Capivasertib (Trugap) 400mg(200mg/tab) BID PO + Fulvestrant 500 mg IM Q1.Q15 Q4W

Z 7 Capivasertib 400mg(200mg/tab) BID PO + Fulvestrant 500 mg IM Q1.Q15 Q4W

Turner NC, Oliveira M, Howell SJ, et al. Capivasertib in hormone receptor—positive advanced breast cancer. N

Ref. Engl J Med 2023;388:2058-2070.

wiELe | self-pay

CDKA4/6 inhibitor

HR-positive, HER2-negative

Regimen Ribociclib(kisgali) 600mg PO QD Q3W (in combination with an aromatase inhibitor)

= 7 Ribociclib
Slamon D, Lipatov O, Nowecki Z, et al. Ribociclib plus endocrine therapy in early breast cancer. N Engl J Med 2024;390:1080-1091
Ref. Hortobagyi GN, Stemmer SM, Burris HA, et al. Updated results from MONALEESA-2, a phase 111 trial of first-line ribociclib plus letrozole versus placebo plus

letrozole in hormone receptor-positive, HER2- negative advanced breast cancer. Ann Oncol 2018;29:1541-1547

CDK4/6 #r+#1]# (4 ribociclib ; palbociclib) : (108/10/1 ~ 108/12/1 ~ 109/4/1 ~ 109/10/1 ~ 110/5/1 ~ 110/10/1 ~
113/1/1 ~ 113/3/1 ~ 114/7/11) 1L.#* » B S S il F A RBEH 2 2 PP EL LR > FR2>PEMTIER !
(109/10/1 ~ 110/5/1 ~ 110/10/1 ~ 113/1/1)

WiFfEFHELME ER & PR>30% - (109/10/1 ~ 113/1/1)

@QHER-2 ¥ p| & 1542 o

R i @ERER TR A NRET EH E Lk (visceralcrisis) ? & ¢ Al 5k SL(CNS)#

# o (110/10/1) (4) % &4 2 ¥ HvE— #4530 o (110/10/1)

G & B A A% P i # i drdlin R (¢ 7 GnRHanalogue %) 3% & 5k 2 - @ (110/5/1)

I #£7% 55 & o

I X Rl VAT o

m.FSH % estradiol & j ¥ ip] & &% S (S B RPN -

2. i E /L ARSI RS E T HESRT A REES S 2P

Yook o pE A IR frdrd|H 2 GnRH analogue & * o (113/1/1 ~ 114/7/1)
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WFEFELHS ER & PR>30% -
@HER-2 ¥ ip] 5 154+ o

@S RER TR ANREF EH E &R (visceral crisis) T & ¢ 174 5k (CNS)EH - ()F BB 7 5 ri- EH

o

R

T\4

SEDFAPELRY O PERE 24 TR RIPHIGTR FORE Y Bl %’}i/ﬁaﬂiﬂ TRIF iR BE o S AERLY i
?*##»;T%ér‘; (110/10/1)
4. 78 % #J

(1)I’Ib0CIC|Ib4 P bR 3o

@ palbociclib = p & % g™ 1 o

QAFELTEE- ¥ i d pats A ﬂfﬂf”‘v“ﬁﬁ%ﬁw B RRARL HE > UE ARG BG4 BT 5
5110# 9% 30 p 113 ¢ +f T B ﬁp— Lo EEERFEPOEDL > R TRFA(THA 4B )N AFADFARE
b TS AEREY é * AFp# g o (110/10/1 ~ 113/1/1)

6. % L & * everollmus ﬁ »cts 0 A iR 71 VAR R o (109/4/1)

7.8 w5 gk * abemaciclib & xts 0 2 R Y AR & o (113/3/1)

o

CDKA4/6 inhibitor (EBC)

HR-positive, HER2-negative

Regimen Ribociclib(kisgali) 400mg PO QD Q3W + Endocrine therapy

&z 7 Ribociclib

Ref. Ribociclib plus Endocrine Therapy in Early Breast Cancer. Dennis Slamon, M.D., Ph.D., Oleg Lipatov, M.D., Zbigniew Nowecki,
M.D., Nicholas McAndrew, M.D., Bozena Kukielka-Budny, M.D., Daniil Stroyakovskiy, M.D., Ph.D., Denise A. Yardley, M.D, and
Gabriel Hortobagyi, M.D Published March 20, 2024. N Engl J Med 2024;390:1080-1091.DOI: 10.1056/NEJMo0a2305488.VOL. 390
NO. 12

i§, T %& 3] 1. Patients with HR+/HER2— EBC

2. Prior ET allowed up to 12 months
. Anatomic stage 1A
NO with:
Grade 2 and evidence of high risk:
Ki-67 >20%
Oncotype DX Breast Recurrence Score >26 or High risk via other genomic risk profiling
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Grade 3
N1

. Anatomic stage 11B, NO or N1
. Anatomic stage I11, NO, N1, N2 or N3

CDKA4/6 inhibitor

HR-positive, HER?2-negative

Regimen Abemaciclib Verzenio) 150mg/200mg PO QD Q3W (in combination with an aromatase inhibitor)

7 Abemaciclib
Ref Jhaveri KL, Neven P, Casalnuovo ML, et al. Imlunestrant with or without abemaciclib in advanced breast
' cancer. N Engl J Med 2025;392:1189-1202.
1. 55 m

BOr N A s (tamoxifen & 3 4 RaFFRFIR] ) 0 T s B F S MHR)EM  $ - A A 84 4 4 £ T3 £ (HER2)A
B T B B R RS IR g A iR

S
El
£

2. BLEP VR
(1) & * = 4 Fpsfr) A (aromatase inhibitor) » ¥ 5 in R A 5 X BMHR)B M~ % - Al L84 4 4 £ 75 X #(HER2)IA
M2 gl N E MR B SEES 2 T s - BN L K (endocrine-based therapy) ©

(2) & * fulvestrant » ¥ i i i F XMHR)B L~ % - A4 4 A 4 £ F1F SMHERYIEM > P BRI P A RFZEARBE
b2 BLEp e AL (LT R e A R A
Q@) Ep* o irfk 7 XHMHR)B M~ % - A g4 4 4 £ F]F X WMHER2)L M - 8 SR EN » 2
R EES R FISREA R ARET 2R NS LI TR A Ao
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Endocrine Therapy
(R Y?) Tamoxifen 10mg BID
#z (% v) | Letrozole 2.5mg QD for 3-5years
LES b R ic R A Rhp R A 1 B2 XY NRH L 2ol ~ B2 hitatl) & @B LT RiF - b F 2

e

T Bn & o
2. BRI FEFHELHMEBYL M SR 2 S Rk A 0 TF S tamoxifen ek T Eisaut W a0 P 2 By
aromatase inhibitor & * o @& * pFZ B pFEG £ T AR 70 (97/11/1)
it i35 (wmwhwﬂbwiﬁwﬂﬁ%ﬂn@@woQEB&%wgzmm,@wz@ﬁ@m&o
BB R M FRIMEBEL S IR L ..‘sf‘f’hfi—‘—zﬁ*ﬂ% foz Wesing 22 EA

tamoxifen ¢ H = aromatase inhibitor & * - & * E%% Fepr s & s (98/11/1 ~ 99/9/1 ~ 102/8/1)

(1) = p &~ & E 25mg > i * 2 FAQET £

(2) &+ tamoxifen g & * & 5 > Plig * HrAL -7 FLESE o

4 HfEd Reitee LT BEAEL (e FERPR Z RIS BRFRE)E * B s

(4 tamoxifen & * 7 #zEm) o

# (% %) | Exemestane 25mg QD
1. *2ie 58 g o B 2 K,ﬁ; & » LM % X %8 (estrogen receptor)fs 14 2_ gt #p 54 Ty I B o & * tamoxifen & »xfs 0 > ¥
g * o

IEn
=

1 B eppd SWMBE2 BIGES > @ % tamoxifen 2 3 £2. 3 g 5 B B Rpag et ik > ¥ 2 H
tamoxifen & # i aromatase inhibitor & * o i * B P & T 52 %0 (105/8/1)

D) pfE L etmie S AFA - HEFL (B¢ FER-PRZGRIS S 2 RAFR L)

Q AEFE R * * FA2E= £ o
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¥r(8 1)

Anastrozole 1mg QD

R

1l R R BibRE 2 F 82 pth A ESB LIRS - &K - (92/3/D)
2. B S BE IR VpEE R BLIAME > ¥ ¥ tanoxifen F K EE e - (92/3/1)

. st b S ERPENE g f?fiiﬁr*ﬂf Sr MR ERXBLIBE ) 2L RpRERSS
4 mrs FrRTE o omomE R tamox1fen /r«)%‘—"“ o (93/6/1)

=3

AR AARET EZ R L RREREE IR ARMADFEARFET R ET A2~

()?”&?ﬁ%%%io
()ﬁ% &&%&@%ﬁo
3) 1+ Mmoo 2 THBERFARE ) HILSFE AR AL PF Lra¥E -

=

g

w(F %)

Goserelin 3.6mg QM

iR

Bam({ EHm)2Z FHR o X ER 2P E 0T 2 B (100/2/1 ~ 106/2/1 ~ 109/2/1)

l. 22 tamoxifen & & i@ * - (T 5 LGB I BNk 2 WA RS o

. FfSFELH5%HE ERPR % 2+2 3+

1. Her-2 Fish #& ] 5 24+ & IHC 5 1+ -

V. %= 2@ Hp F=3 B o

V. & * g2  leuprorelin ~ goserelin gt triptorelin ¢ * 3 & > tamoxifen & * 5 & - (106/2/1 ~ 109/2/1)
VL. ;F"iﬁ"’%ﬁ » Tt ;:L_p;!,:?ﬁ_‘pg -}!%/2?5}'%)&' ‘Lglr'}%‘\};ﬂﬂ
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¥ t(# %) | Triptorelin 11.25mg Q3M
R (R EYD)ZEWR R * x>0 L T 2 8 (100/2/1 ~ 106/2/1 ~ 109/2/1)
| & tamoxifen & & @& * > 175 £ pFis Be it v B o fr 2 i 24 fiz o

I1l. Her-2 Fish ¥ ] & t& 488 IHC 5 1+ o

V.= 2 &S8P F=3® -

V. & * #p*2 : leuprorelin ~ goserelin £ triptorelin & * 3 & - tamoxifen & * 5 & - (106/2/1 ~ 109/2/1)
VILEEm g4 I30Y FRRp a2i it FiopL hF e

r(®8 %) -
Fulvestrant 250mg loading dose 500mg then 250mg QM

# 2(8 =) | Leuprorelin 22.5mg Q3M

BEB(RLED ) YR T F x> LT 2 8L (100/2/1 ~ 106/2/1 ~ 109/2/1)

l. 2 tamoxifen & & i@ * > (T 5 L BN (VB0 R 2 et 2 o

I 7Rl F#H285 % B ERPR 3 2+8 3+ -

I1l. Her-2 Fish #& 8] 5 I+ 2% IHC 5 1+ -

IV. %" SHE#S 8P =3 B -

V. i * # 2 : leuprorelin ~ goserelin &t triptorelin & * 3 & > tamoxifen i¢ * 5 & - (106/2/1 ~ 109/2/1)
VELEEwg h 3¢ P g 2 &L P8R R T -

Ref. of Endocrine therapy
1 Sparano JA, Gray RJ, Makower DF, et al. Adjuvant chemotherapy guided by a 21-gene expression assay in breast cancer. N Engl J Med 2018;379:111-121.
2 Kalinsky K, Barlow WE, Meric-Bernstam F, et al. First results from a phase 111 randomized clinical trial of standard adjuvant endocrine therapy (ET) +/-
chemotherapy (CT) in patients (pts) with 1-3 positive nodes, hormone receptor-positive (HR+) and HER2-negative (HER2-) breast cancer (BC) with recurrence
score (RS) < 25: SWOG S1007 (RxPonder). Cancer Res 2021;81:Abstract GS3-00.
3 Piccart M, van 't Veer LJ, Poncet C, et al. 70-gene signature as an aid for treatment decisions in early breast cancer: updated results of the phase 3 randomised
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MINDACT trial with an exploratory analysis by age. Lancet Oncol 2021;22:476-488.

4 Laenkholm AV, Jensen MB, Eriksen JO, et al. PAM50 risk of recurrence score predicts 10-year distant recurrence in a comprehensive Danish cohort of
postmenopausal women allocated to 5 years of endocrine therapy for hormone receptor-positive early breast cancer. J Clin Oncol 2018;36:735-740.

5 Sestak I, Buus R, Cuzick J, et al. Comparison of the performance of 6 prognostic signatures for estrogen receptor—positive breast cancer: A secondary analysis
of a

randomized clinical trial. JAMA Oncol 2018;4:545-553.

6 Filipits M, Rudas M, Jakesz R, et al. A new molecular predictor of distant recurrence in ER-positive, HER2-negative breast cancer adds independent
information to

conventional clinical risk factors. Clin Cancer Res 2011;17:6012-6020.

7 Sestak I, Martin M, Dubsky P, et al. Prediction of chemotherapy benefit by EndoPredict in patients with breast cancer who received adjuvant endocrine therapy
plus chemotherapy or endocrine therapy alone. Breast Cancer Res Treat 2019;176:377-386.

8 Noordhoek I, Treuner K, Putter H, et al. Breast cancer index predicts extended endocrine benefit to individualize selection of patients with HR(+) early-stage
breast cancer for 10 years of endocrine Therapy. Clin Cancer Res 2021;27:311-319.

9 Sgroi DC, Carney E, Zarrella E, et al. Prediction of late disease recurrence and extended adjuvant letrozole benefit by the HOXB13/IL17BR biomarker. J Natl
Cancer Inst 2013;105:1036-1042.

10 Blok EJ, Kroep JR, Meershoek-Klein Kranenbarg E, et al. Optimal duration of extended adjuvant endocrine therapy for early breast cancer; Results of the
IDEAL

Trial (BOOG 2006-05). J Natl Cancer Inst 2017;110:40-48.

11 Bartlett JMS, Sgroi DC, Treuner K, et al. Breast cancer index and prediction of benefit from extended endocrine therapy in breast cancer patients treated in
the

Adjuvant Tamoxifen-To Offer More? (aTTom) trial. Ann Oncol 2019;30:1776-
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=~ BTSSR R R
f s R A B R i B i R T ISR TR A B RIEA B e 2 -
(1). > 5+ % %&&75% (Whole Breast Irradiation, WBI )
L N SS 3 EEEE R
® iR AE
a. ¥ & M =3cst sk (Moderate hypofractionation)
40 Gy / 15 fractions g« 42.5 Gy / 16 fractions » #F>% 4R % b *& #28 m&iﬁ s 3E 2R 4 30 R £ i % 62 4o o fesp A E 5 1 4-8 bt fidh R
10-16 Gy | £ -
b. & %4 =t *xst; 5% (Conventional fractionation)
50-50.4 Gy / 25-28 fractions » ¥ * *+ 7 if & M X 2 5 4 0 HONRAE R G IE DR F 0 E RS 5 E Gi 2 FolF o SespAE 501 4-8
Y=t Bk £ 10-16 Gy wd| & o
C. 4z M & =t 2z &4 5% (Ultra-hypofractionation ) :
WERBEPIRHBL 0T R 5.2Gy*5 fractions (BAE 260Gy 12 +) MG *AFEBRKET > H hitrd|&a gL sy
B A =X ARAT o
Ba CHNZEHEFERHT SR TSP EE S AFTRGEHEUF I LS AERFARRY g Y AKL IS R o
(2). g kst R (3 5+ 5 £12)( Chest Wall Irradiation)
HAR D s SRR AT B .
® xhin A E
a. 40 Gy / 15 fractions £ 50 Gy / 25 fractions -
b ¥R 5 R G PR E AR R (2 ] o 4 AR 5 0 448 bt ikt £ 10-16 Gy | §
(3). T3 = B3xsia% (Regional Nodal Irradiation, RNI)
RAEET ¢ 245 S MPERPHT B BRESPHR G T T
® stinf M E
a. 40 Gy / 15 fractions # 50 Gy / 25 fractions -
b, #05 b G K 0 ke RS R (52 R o edk MBS 11 48 HEhfT ok % 10-16 Gy ol E

Clinical Guideline 2026 version 19.1
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(4). p=a 8470 % (Neoadjuvant Radiotherapy, Neo-
RT) i scbtis g Bty v
® ifick AL
8 Gy x 3fractions (&R E 24Gy) P p 22
B BEH A S REEELRFAEDT L A RER BURAFREE G R o

ERE g S ARl S
1. Brunt AM, et al. FAST-Forward Trial. Lancet. 2020.
2. Laughlin BS, et al. Five-fraction whole-breast irradiation. Int J Radiat Oncol Biol Phys. 2023.
3. Chakraborty MA, et al. Implementation of 5-fraction WBI. Int J Radiat Oncol Biol Phys. 2024.
4. De Caluwé A, et al. Neo-CheckRay Trial (preoperative iSBRT 8 Gy x 3). J Immunother Cancer. 2023.
2. De Caluwé A, et al. Radiotherapy—immunotherapy integration. Radiother Oncol. 2025.
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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.

» 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:
o Invasive ductal carcinoma measuring <2 cm (pT1 disease) with negative margin widths of >2 mm, no LVI,

and ER-positive or

o 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 Gy/5 fractions External Livi L, Meattini I, Marrazzo L, et al. Accelerated partial breast irradiation using intensity-modulated
QOD(preferred) %@I@m radiotherapy versus whole breast irradiation: 5-year survival analysis of a phase 3 randomised
EBRT 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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LOCOREGIONAL TREATMENT OF T1-3,N0-1,M0 DISEASE

§U SR DT kR

>4 R MMEEE T

1-3 RS EAEEE

RN EAERE T
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HEEFFETHE AR AR RERFINRYIREER -
HE Nem - 15 Fei - HIRNEIREABE LU MRE R
WEETE DB RERE - BARBUCEERLE L -

HEELEETHE AR R BIRRER F iRk E -
SR ERE S MEIETHEEE - B LR - ARBELIRM
EEMNREETEEs BkE - BRERMCRBEREL -

HEEZFETHE ARSI BB RBREF R IREE -
UREZERBHMELRS - AEREUIBRNE D R/ P EER
S EAMERE> 2 cm WERENRESER ( FEANEZRME
Zi=EILVI] ) -

5 E BEFRARNINE S EREAE - BRRECEE
FEIE L -
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EARB TR+ ER

1-3 iR MG

&R E i

E7J>5 /\/\

B

BN mEERzM HE
JB<5 N BB
Ml <1 mm

M N 4E R4 H RS
<SS AN AABESZ >1 mm

SRR Clinical Guideline 2026 version 19.1
—> | BAERAWEH S NeE - BE L& - AR ELEUARS

R RS UETHE e - BRRECEREREL -

ZEEMEE IS NEETHENAE - 35 FEE - +WFRMEAE
TUReEERE  BARFICEREREL -

EmEmtREsEgIE -

e AnITRRXIEBHMEE LIS NEl - +3HE FlE - +2RAME
wE R EMME B REIRRE S D SMBETHRENAE - BRRERICEER
fiEE -

WREBAPR/FEMEENER> 2 cm HEAEMSRERSE ( £
ASEZR LVI) MEE - BERBHMEETHIAE - +t BERER
& - BERARFERCEBERIEL -

WNSARER
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Hee it E S (IORT):

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

Patient group Risk factor Original Update
Suitability Age =60y =250y
Margins Negative by at least 2 mm No change
T stage Tl 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*
e T2
® Close margins (<2 mm)
e Limited/focal LVSI
® ER(-)
e Clinically unifocal with total size 2.1-3.0 cm
® Invasive lobular histology
® Pure DCIS =3 cm if criteria for "suitable™ not fully met

e EIC <3 cm
Margins Close (<2 mm) No change
DCIS =3 cm =3 cm and does not meet criteria for “suitable”
Unsuitable Age <50 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.
b 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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v
CirfiEfg
e Early stage breast cancer : Stage I, Il
e Locally advanced breast cancer : Stage IlI, IV
¢ DCIS s/p lumpectomy with moderate risk : New Van Nuys Prognostic Index Scoring System =7
¢ DCIS : Ductal carcinoma in situ
¢ BCS : Breast-conservative surgery
¢ SCN : supra-clavicular lymph nodes

¢ IMN : internal mammary lymph nodes
¢ IORT: Intra-operative Radiotherapy
% - HER2 23 % %

B3 % HER2/cepl7 +“ i s fwPe T 3SHER2 A Fldc P HERZ 4 % ‘e 4
>
HER2/CEP17 ratio =2,0  overase HERZ - copy number = 4.0y
signals/cell
HERZ 1 #(&  HER2/CEPL7 ratio =2.0 average HER2 copy number <4.0 signals/cell 3
F1H ) : :
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
HER2A 1 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+
(& 2 F14H5%) . 24 J
HER2/CEP17 ratio <2.0 average HER2 copy number = 4.0 and <6.0 0/14/2+
signals/cell
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N~ 2 F 2k (Reference)

1. NCCN Clinical Practice Guidelines in Breast cancer V5 2025.

2. ESMO 2023 EBC/MBC treatment guidelines

3. Early breast cancer: ESMO Clinical Practice Guideline for diagnosis,treatment and follow-up5.2024

4. American Brachytherapy Society Guidelines for APBI

5. American Society of Breast Surgeons Guidelines for APBI

6.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 .
7.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.
8.Pegylated Liposomal Doxorubicin as Adjuvant Therapy for Stage I-111 Operable Breast Cancer.Lu YC, Ou-
Yang FU, Hsieh CM, Chang KJ, Chen DR, Tu CW, Wang HC, Hou MF.In Vivo. 2016 Mar-Apr;30(2):159-63.
9.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.

10. 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.
11. Gupta S, Nair NS, Hawaldar RW, et al. Addition of platinum to sequential taxane-anthracycline neoadjuvant chemotherapy in patients
with triple-negative breast cancer: A phase 111 randomized controlled trial. Presented at: 2022 San Antonio Breast Cancer Symposium;

December 6-10, 2022; San Antonio, TX. Abstract GS5-01.

12. Schmid P, Cortes J, Pusztai L, et al. Pembrolizumab for early triple-negative breast cancer. N Engl J Med, 2020;382:810-821

13. Sharma P, Kimler BF, O'Dea A, et al. Randomized phase Il trial of anthracycline-free and anthracycline-containing neoadjuvant

carboplatin chemotherapy regimens in stage I-111 triple-negative breast cancer (NeoSTOP). Clin Cancer Res 2021;27:975-982.

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

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

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

17. 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 Il study. Ann Oncol. 2007; 18: 52.

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

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

20. Chan S et al. Prospective randomized trial of docotaxel versus doxorubicin in patients with metastatic breast cancer. J Clin Oncol
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1999;17:2341.
21. 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.
22. 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.
23. 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.
24. O’Brien ME et al. Reduced cardiotoxicity and comparable efficacy in a phase Il trial of pegylated liposomal doxorubicin HCL versus
conventional doxorubicin for first line treatment of metastatic breast cancer. Ann Oncol 2004;15:440.
25. Silver DP et al. Efficacy of neoadjuvant cisplatin in triple negative breast cancer. J Clin Oncol 2010;28:1145.
26. Harvey V et al. Phase Il trial of comparing three doses of docetaxel for second-line treatment of advanced breast cancer. J Clin Oncol 2006;
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