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{Consensus on Guidelines for Diagnosis and Treatment of Breast Cancer -1) N ESEECI

TMU Taipei Cancer Center

Primary Treatment |l Adjuvant treatment Follow-up

—>{ History and Physical [ ER (-) (optional) 0-5 vears :
Partial Whole breast @ Adjuvant treatment: * Physical exam and
ole breas ;
—>| Breast ultrasound [ mastectomy+ ™ radioth —»|  Tamoxifen for 5 years breast sono every
SLNB - radiotherapy @ Risk reduction for 6-12 months
DCIS > contralateral breast * Mammogram
TisNOMO | | | ¥ ommogram > cancer(optional) every year
|, | Pathology (ER/PR/ | | Total mastectomy + ER (+) oruncertain |yl >5 years :
Her-2optional ) SLNB @ Adjuvant treatment: * Physical exam,
. .
N . Tamoxifen for 5 years breast sono ~
ireconstruction @ Risk reduction for mammogram
—>| Blood exam — contralateral breast breasr MRI In
cancer(optional) principle an
-------------------------------------------------------------------------------- @ Al may also annually
* Adjuvant whole breast radiotherapy significantly reduces local recurrence by around 50%. If the patient and be considered in (optional)
the treatment team decide the risk of local recurrence is low + after shared decision making (SDM), some menopausal women

patients may be treated with excision only.

+ Risk factors for local recurrence: palpable mass, larger size, higher nuclear grade, close or involved tumor margins, and age<50 years

*The standard dose of tamoxifen is 20 mg/day for 5 years. Low-dose* tamoxifen (5 mg/day for 3 consecutive years) can only be selected when the patient has symptoms when taking
the 20 mg dose or the patient is unwilling or unable to take the standard dose

*Encapsulated or solid papillary carcinoma & § 27 DCIS

*This treatment consensus is only for reference. Since each person's situation is different, each physician chooses the most appropriate treatment method and is not intended to be used
for medical litigation.
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Primary Treatment Adjuvant treatment Follow-up

History and Physical exam ; Within five years
| . . H | @ Partial
consider the reproductive need I »| after surgery:
Blood exam(HBsAg and Anti- mastectomy | ER(Hand/or PR *Hormonal Therapy gl Physical and
u ) g - +ALNDor | LT = (+) or unknown | [I.No adjuvant C/T Blood ]
HCV test optional) SINB -+ R/T* 0.5cm D.Her-2(+) — ood exam:
- Chest X-ray H | ¢ Total » ER(-Jand PR (-) ["iConsider C/T+Trastuzumab* P> Every 6 month
Stage IA -Breast ultrasound H | mastectomy él_lile(;zra)_f)l"ithefapin/ T * E’f]zaStg(::llgl‘nh
TINOMO Mammogram | + ALND ER(+)and/orPR b»{Consider Trastuzumab* ™ % Mar;ymo CXR
Stage IB P> - or SLNB+ (+) or unknown ’
Pathology review 1.+C/T :
TINImMiMO . s and Abd. Sono:
- (ER/PR/Her-2) — Reconstruction [ Jy| 0.5 < T 2. Her-2(+) — I
| (Abd ultrsound (optional) - 7y < 1.0cm [*| ER(-)and PR (-) |consider C/T+ Trastuzumab* ™| « aBnnua y d
- ultraso one scan an
i 1 Hormonal therapy+C/T .
- Bone scan (optional ) H @ Neoadjuvant D. Her-2(+) > Py PET (optional)
- C/T+Targeted ER(+)and/or PR |3 . .
H Breast MRI (optional ) H " nkn Suggest Trastuzumab
| [Chest CT scan (optional) %) therapy (for fer- | [_} 1 < T < (1) orunknown I.C/T >Syears :
est CT scan (optio 2+ Anti-Her-2 a ' '
L{Abd. CTscan Copioral) 1 | yewmeny™ | Lo P[EROand PR ) o2 Her2(5) , | Every exam:
Note: Consider C/T+ Trastuzumab In principle an
;gﬁ?ﬁﬁ: ;l%rililflgsvglrvil;;}:stgllj(i% i(r)lgltlrlg:[ rtnu;l]ltlar and colloid. Refer to the NCCN guideline to discuss treatment options through a team meeting annually(optional)

3.0ncotype, Mammoprint, Pam50 test, or Endopredict is optional examination for ER(+) HER2(-) N1 ambiguous patients.

4.*Trastuzumab is used according to health insurance regulations or at its own expense

5.Consider receiving chemotherapy or carrier blood tests (including HBsAg and Anti-HCV test before chemotherapy (optional))

6.Whole breast irradiation is the preferred radiotherapy technique. For details, please refer to the consensus on radiotherapy for breast cancer.

7.1f the patient meets all of the following conditions (1) >= 70 years old, (2) undergoing breast cancer preservation surgery, (3) pTINO, (4) ER + PR + and has received hormone therapy, the team

will discuss it instead of Receive adjuvant radiation therapy

8.Hormonal therapy: Tamoxifen takes 5-10 years; Al takes 5-10 years.

9.Main treatment Total mastectomy=Simple mastectomy

10.cT1e¢NO HER2+ ## TNBC ] # & Neoadjuvant C/T

11. Pure tubular ~ Pure mucinous ~ Pure cribriform ~ Encapsulated or solid papillary carcinoma(ER+ and/or PR+,HER2-): pT1-3 and pNO: consider Adjuvant endocrine therapy only (See
Consensus on Guidelines for Diagnosis and Treatment of Breast Cancer -5)

12. This treatment consensus is only for reference. Since each person's situation is different, each physician chooses the most appropriate treatment method and is not intended to be used for
medical litigation.
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Primary Treatment Adjuvant treatment Follow-up

| History and Physical exam | @ Partial 1.C/T @ Adjuvant Within five years
consider the reproductive need Could surgery or mastectomy 2. Her-2 (+) H/T: after surgery:
Blood exam(HBsAgand || , [nOG consider breast- +ALND or — Consider ER (+) and/ * ];hys(;cal anfl
[ ]Anti-HCV test optional) CONSCrving surgery SLNB+R/T* | |Trastuzumab® | |or PR (+) or 00d exam:
(Consider Neoadjuvant & Total > (+ P b) Every 6 month
Stage ITA -|Chest X-ray |— therapy) 0 tre a unknown % Breast sono:
TONT MO _IBreast ultrasound I_ masieciomy or Thv-! Every 6 month
T1 N1 MO Neoadjuvant C/T +ALND (non- PCR) @ PNo H/T % Mammo, CXR
T2 NO MO -|Mammogram |— +Targeted therapy or SLNB+ Note4 ER (-) and and Abd. Sono:
or . (for Her-2 +,Anti- reconstructiont | |3.HR(+), HER2| |pR (- annually
Stage ITB -|Pathology review (ER/PR/Her-2) |_ Her-2 treatment) R/T* (-) high-risk ) * Bone scan and
T2 N1 MO -IAbd. ultrasound ( optional ) |— breast cancer PET (optional)
- Post-mastectomy radiotherapy R
13 NOMO -|Bone scan_(optional ) |‘ (PMRT) indications: = .12) >5years :
-IBreast MRI (optional ) |— 1. Tumor > 5cm . . . considered In principle an
‘ 2. N2 or N1 without axillary dissection i adjuvant annually
-IChest CT scan (optional ) |— 3. Strongly consider PMRT in N1 cases abemaciclib (optional)
: 4. Positive margins
-|Abd. CT scan (optional ) |— 5. ECE (+) for 2 years
Note:

1. Stage I & II favorable histology include tubular and colloid. Refer to the NCCN guideline to discuss treatment options through a team meeting

2. Clinical trial is always an option of treatment.

3. Oncotype, Mammoprint, Pam50 test, or Endopredict is optional examination for ER(+) HER2(-) N1 ambiguous patients.

4. Anti-Her2 treatment is used in accordance with health insurance regulations or at own expense , N+ patients: Consider adjuvant chemotherapy + Trastuzumab + Pertuzumab (category 1)

5. Consider receiving chemotherapy or carrier blood tests (including HBsAg and Anti-HCV test before chemotherapy)

6. *N1 Patients with low recurrence risk can omit post-mastectomy radiotherapy after a shared decision-making discussion. Patients with low risk of recurrence must meet all the following
conditions: age>=40 years old, T1, single lymph node invasion, no lymphatic vessel invasion, Her2/Neu (-)

. Main treatment Total mastectomy=Simple mastectomy

. TNBC following standard neo/adjuvant therapy: consider Capecitabine maintenance therapy (self-pay)
Stage II/IIl TNBC neoad_]uvant chemotherapy combination with immunotherapy as treatment can be considered

0 Pure tubular ~ Pure mucinous ~ Pure cribriform ~ Encapsulated or solid papillary carcinoma(ER+ and/or PR+,HER2-): pT1-3 and pNO: consider Adjuvant endocrine therapy only (See
Consensus on Guidelines for Diagnosis and Treatment of Breast Cancer -5)

12. high-risk : breast cancer (with > 4 positive lymph nodes, or 1-3 positive lymph nodes with one or more of the following: Grade 3 disease, Ki67 > 20% ,tumor size >5 cm
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Primary treatment Adjuvant treatment Follow-up

Within five years
; : Could surgery 1.C/T+H/T
Stage IIIA ‘|H15t°ry and Physical exam |_ (Consider 2. Her2 (+) — after surgery:
. i-Her- % Physical and
TON2MO | Blood exam(HBsAg and | ™| Neoadjuvant therapy) Anti-Her-2 . Bly d .
TIN2MO Anti-HCV test optional) v therapy (consider 00d exam:
> . Trastuzumab for Every 6
T2N2MO —|Chest X-ray |—'>| Can’t surgery | @ Partial N th
T3NIMO mastectomy NO % 9) mon
TIN2MO —|Breast ultrasound |— i 3.Germline BRCA . * Breast sono:
. +ALNDor 1/2 mutations @ Adjuvant Every 6
—|Mammograrn |‘_> Neqad]uvant C/T: SLNB +R/T adjuvant olaparib | |H/T-ER month
Stage 111B Pathol - Anti-Her-2 | @ Total > for 1 year > (+) and/or [»| % Mammo,
athology review .
TANOMO |, | (EM)’%Her 2y || |[For Her2(+) mastectomy (optional) PR (+) or CXR and
T4NIMO v +ALND or 3.HR(+), HER2 (-) unknown Abd. Sono:
T4N2MO —|Abd. ultrasound (Alternative) |— | Poor response |-> SLNB + R/T+ high-risk breast . aBnnually
reconstruction cancer (X 11) No H/T one scan
—|Bone scan or/ PET-CT |— L] considered 1;2 (=) and and PET
Stage I11IC Personalized treatment A di -/ an (optional)
—|Chest CT scan |— acjuvant PR (-) -
Any > abemaciclib for 2 >5ye_ars.. In
TN3MO —|Abd. CT scan (Altemative)l— years principle
- - | Good response — surgery I_ an apnually
|Bra1n MRI (optional) | (optional)
Not |Breasr MRI ( Optional ) | 7. fully effective (complete response, CR), Partial Response (PR), No change (No Change, NC; disease
ote: - - . stability, SD), Progressive Disease (PD)
1. Stage I & II favorable histology include tubular and colloid. Refer to the NCCN ¢ =~ q neoadjuvant and adjuvant immunotherapy for TNBC high risk
guideline to discuss treatment options through a team meeting 9 U ding fo health i lati " N+ patients: Consid
2. Clinical trial is always an option of treatment. . Use according to health insurance usage regulations or at your own expense, N+ patients: Consider
3. RT Refer to Consensus on Radiotherapy for Breast Cancer ad]}lvant chemotherapy + Trasmmmab N Pertuzu_mab (category 1) T -
4. Abdomen sono or abdomen CT Alternative 10. This treatment consensus is only for reference. Since each person's situation is different, each physician
5. Main treatment Total mastectomy=Simple mastectomy chooses the most appropriate treatment method and is not intended to be used for medical litigation.
6. TNBC following standard neo/adjuvant therapy: consider Capecitabine 11. high-risk : breast cancer (with > 4 positive lymph nodes, or 1-3 positive lymph nodes with one or more

maintenance therapy (self-pay) of the following: Grade 3 disease, Ki67 > 20% ,tumor size > 5 cm ©
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TMU Taipei Cancer Center

Diagnosis Hormone receptor Primary treatment Adjuvant treatment
Consider adjuvant endocrine therapy
cm . .
for risk reduction

pT1, pT2, or pT3;
and pNO or pN1mi - - -
Pure tubular (<2 mm axillary | 1-2.9 cm |—>|Cons1der adjuvant endocrine therapy |
*Pure mgcipous ER positive and/or node metastasis)
*Pure cribriform » PR positive > >3 cm |—>|Adjuvant endocrine therapy |
*Encapsulated or >
solid paplllary HER2 Negatlve
carcinoma pN+ (> 1 ipsilateral _ |Adjuvant endocrine therapy
metastases >2 mm) " |+ adjuvant chemotherapy
*» Adenoid cystic
and other salivary
carcinomas ER Negative Limited available data support local therapy
*Secretory carcinoma|—{PR Negative » only with consideration for systemic/targeted
* Rare low grade HER?2 Negative therapies only in pN+ disease
forms of metaplastic
carcinoma
i

1. There are rare subtypes of metaplastic carcinoma (eg, low-grade adenosquamous and low-grade fibromatosis-like carcinoma) that are considered to have a
favorable prognosis without adjuvant systemic therapies.

2. To be associated with favorable prognosis, the favorable histologic type should not be high grade, should be pure (>90% as classified on the surgical excision,
not core biopsy alone), and should be HER2 negative. If atypical pathologic or clinical features are present, consider treating as ductal/NST.

3. This treatment consensus is only for reference. Since each person's situation is different, each physician chooses the most appropriate treatment method and is
not intended to be used for medical litigation.




{Consensus on Guidelines for Diagnosis and Treatment of Breast Cancer -6)

Primary treatment Follow-up

—|W0rk-up l— » Systemic chemotherapy + Hormonal

: : therapy + Radiotherapy
—|Hlst0ry and Physical exam I_ * ER and/or PR (+), Her-2 (-): Hormonal
Blood exam(HBsAg and therapy + CD4/61 or mTOR inhibitor or
] Anti-HCV test optional) || glerr;(zth)erapy HER
¢ Her-2(+)-> ant1 -2 therapy
Stage IV _| Chest X-ray |— * Hormonal receptor(+)->PIK3CA .
—|Breast ultrasound I_ mutation(optional) — PIK3CA inhibitor * Physical and Blood exam:
¢ TNBC — Immunotherapy(PD-L1 > 1% * Breast sono Every 3-6 mo
Stage IV — Mammogram > orCPs = 10) > s Mammo, CXR and Abd.
& > : + PARP inhibitor(gBRCA mutation) Sono: annually
oy A ey review B * Best supportive care * Bone scan and PET (optional)
MI (ER/PR/Her-2) * Palliative surgery and other forms local P
—| Abd. ultrasound (Alternative) I— treatment if needs

* Clinical trial
—|Bone scan or/ PET-CT |— * (favor anti-PD-1,22C3 CPS = 10%)

_| Chest CT scan |_ . If sqrglqal sectioning is not possible,
liquid biopsy can be used to perform
L{Abd. CT scan (Alternative) | genetic testing (NGS testing).

PS:

1. Stage I & II favorable histology include tubular and colloid. Please refer to NCCN guideline and recommendation of breast tumor board

2. Clinical trial is always an option of treatment.

3. Abdomen sono or abdomen CT Alternative

4. Anti -HER-2 therapy according to the policy of reimbursement by national health insurance or at their own expense

5. CPS: combined positive score

6. This treatment consensus is only for reference. Since each person's situation is different, each physician chooses the most appropriate treatment method and is not
intended to be used for medical litigation.
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TMU Taipei Cancer Center

Cell Type Primary treatment Primary treatment Adjuvant treatment

Meets ALL of the following criteria: Yes to all — no further
e cT1-T2, cNO > axillary surgery
* No preoperative chemotherapy
Breast- e 1-2 positive SLNs
. * WBRT planned
—»|conserving
surgery —>INO — Axillary
Micrometastases seen in SLN > dissection level /I
Sentinel node Sentinel
mapping and —»node -
excision positive Yes to all — no further
Meets ALL of the following criteria: axillary surgery
e cT1-T2, cNO
» No preoperative chemotherapy
—>Mastectomy >+ 1-2 positive SLNs
e Adjuvant RT planned with intentional
inclusion of undissected axilla at risk NO — Axillary
dissection level I/II
Note:

This treatment consensus is only for reference. Since each person's situation is different, each physician chooses the most appropriate treatment method and is not
intended to be used for medical litigation.




{Consensus on Guidelines for Diagnosis and Treatment of Breast Cancer -8)

After complete course of neoadjuvant chemotherapy 1.Adjuvant Hormonal therapy . . .
2.Consider addition of adjuvant olaparib for 1 y for those with germline
ypTONO or pCR or BRCA1/2 mutations and HR(+), HER2(-) tumors : if 1) LNs >4

positive (N2) after adjuvant chemotherapy , or 2) residual disease
after preoperative therapy and CPS+EG score > 3
3.Consider addition of adjuvant abemaciclib for 2yrs in high risk patient.

HR-positive

) ypT1-4NO or residual disease or
HER?2-negative ypN > 1 or node positive

\

Complete up to one year of Anti-Her-2 therapy with trastuzumab)

HR-negative »{ YPTONO or pCR + pertuzumab

HER2-positive

1.Ajuvant Ado-trastuzumab emtansine alone for 14 cycles. If ado-
trastuzumab emtansine discontinued for toxicity, then trastuzumab
+ pertuzumab to complete one year of therapy ; If node positive at
initial staging, trastuzumab + pertuzumab (category 1)

2.Adjuvant trastuzumab lyr + extension Neratinib 1yr (if HR+)

ypT1-4NO or residual disease
or
ypN > 1 or node positive

Y

HR-positive

HER2-positive 3.If HR-positive, adjuvant Hormonal therapy
_>| ypTONO or pCR }—‘

1. FOLLOW-UP
2. .For high-risk(4) : Adjuvant pembrolizumab (if pembrolizumab
containing regimen was given preoperatively)

Hormonal therapy(category 1) + complete up to one year of anti
HER-2 therapy with trastuzumab (category 1) + pertuzumab
—>| ypTONO or pCR
HR-negative
HER2-negative ypT1-4NO or residual disease

or
ypN > 1 or node positive

Y

1.Adjuvant capecitabine (6—8cycles ) and or
___________________________________________________________________ 2.Adjuvant olaparib for 1 year if germline BRCA1/2 mutation and or

1.CPS+EG score: a score based on pre-treatment clinical stage (CS) post-treatment | 3-Adjuvant pembrolizumab (if pembrolizumab containing
pathologic stage (PS), ER status (E) and grade (G) after neoadjuvant therapy regimen was given preoperatively)

2.Postoperative report is DCIS regarded as pCR after neoadjuvant chemotherapy

3.This treatment consensus is only for reference. Since each person's situation is different, each physician chooses the most appropriate treatment method and is
not intended to be used for medical litigation.

4. High-risk criteria include stage II-III TNBC. The use of adjuvant pembrolizumab (category 2A) may be individualized
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{Consensus on Radiotherapy for Breast Cancer-2)
Regional nodal irradiation
CT should be the standard to define target volume and critical organs
Indications: invasive cancers with >= T3 diseases after mastectomy; clinical or pathological N1 diseaese
Target volume: ipsilateral axillary basin, subclavicular and supraclavicular fossa. May include internal mammary chain when IMC
lymph nodes are clinically involved or when such plans do not violate normal tissue constraints.
Dose: 50-50.4 Gy in 25-28 fractions
Techniques: Radiation is delivered in tangential fields, intensity modulated radiotherapy, volumetric modulated arc therapy, and
tomotherapy. Image guidance and cardiopulmonary sparing techniques are optional.
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Guidelines for Breast Cancer Radiotherapy

Whole breast radiotherapy
CT should be the standard to define target volume and critical organs
Indications : invasive cancers or carcinoma in situ after breast conserving surgery
Target volume : ipsilateral breast in entirety
Dose : 50-50.4 Gy/GyE in 25-28 fractions, or 40-42.5Gy/GyE in 15-16 fractions
Boost irradiation : lumpectomy cavity with adequate margins
Boost Dose : 10-16 Gy/GyE in 4-8 fractions
Techniques : Radiation is delivered in tangential fields, intensity modulated radiotherapy, volumetric modulated arc therapy,
tomotherapy, and proton beam therapy. Image guidance and cardiopulmonary sparing techniques are optional. Boost dose can
be delivered sequentially or concomitantly. Dose/fractionation for concomitant boost should be converted from standard boost
irradiation based on biologically equivalent dose concept if proton beam therapy is planned.

Chest wall radiotherapy
CT should be the standard to define target volume and critical organs
Indications : invasive cancers with >= T3 diseases after mastectomy; clinical or pathological nodal positive disease; involved or
close (<Imm) surgical margins
Target volume : ipsilateral chest wall, surgical scar and its margins
Dose : 50-50.4 Gy/GyE in 25-28 fractions, or 40-42.5Gy/GyE in 15-16 fractions if no further breast reconstruction.
Boost irradiation : surgical scar and its margins
Boost Dose : 10-16 Gy/GyE in 4-8 fractions
Techniques : Radiation is delivered in tangential fields, intensity modulated radiotherapy, volumetric modulated arc therapy,
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tomotherapy, and proton beam therapy. Image guidance and cardiopulmonary sparing techniques are optional. Boost dose can
be delivered sequentially or concomitantly. Dose/fractionation for concomitant boost should be converted from standard boost
irradiation based on biologically equivalent dose concept if proton beam therapy is planned.

Regional nodal irradiation
CT should be the standard to define target volume and critical organs
Indications : invasive cancers with >= T3 diseases after mastectomy; clinical or pathological nodal positive disease
Target volume : ipsilateral axillary basin, subclavicular and supraclavicular fossa. May include internal mammary chain when
IMC lymph nodes are clinically involved or when such plans do not violate normal tissue constraints.
Dose : 50-50.4 Gy/GyE in 25-28 fractions. A supplement boost of RT can be delivered to grossly involved or enlarged lymph
nodes that have not been surgically addressed. Or 40-42.5Gy/GyE in 15-16 fractions if no further breast reconstruction.
Boost irradiation : grossly involved or enlarged lymph nodes that have not been surgical addressed
Boost Dose : 10-16 Gy in 4-8 fractions
Techniques : Radiation is delivered in tangential fields, intensity modulated radiotherapy, volumetric modulated arc therapy,
tomotherapy or proton beam therapy. Image guidance and cardiopulmonary sparing techniques are optional. Dose/fractionation
for concomitant boost should be converted from standard boost irradiation based on biologically equivalent dose concept if
proton beam therapy is planned.
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