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— NCCN Clinical Practical Guidelines in Oncology ™
Breast Cancer (Version 1. 2024)
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*Progression: image ,tumor marker
*SAE:: severe side effect
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— Enhertu(Trastuzumab deruxtecan) (2023/6/4+ % )
— Leuprorelin 11.25mg (3M) (2024/5/24 + )
— Leuprorelin 3.75mg (1M) (2024/5/24 + %)
— Trodelvy(Sacituzumab govitecan) (2024/5/27 + )

200% 5 Byric
— Leuprorelin
— Abemaciclib(PSP)

3.2 & e K S
— Enhertu : #1 ",f Enhertu(PSP) statement




New Van Nuys progmostic Index Scoring System

spread,diffuse
micro-
calcifications
positive resection
margins

surgeryy*SLNB

@®Breast conserving
surgery
(Van Nuys Score 4-6)

Breast Ca ncer Kaohsiung Veterans General Hospital
Clinical Practice Guideline 2024.01 Version
DIAGNOSIS WORK-UP PRIMARY TREATMENT FOLLOW-UP
L obular Physical examination
_ _ »| Observation after excision > mammography and/or
carcinoma Bilateral ) (preferred) ultrasonography of
in situ || mammography™ breast every 6 months
(Lobular Ultrasonograph
neoplasia) of breast”‘g i
Unicentric, ®Breast conserving OER (J_r) _
MRI ( optional) negative surgery + Cec;r;:lder Tamoxifen 5
Ductal resection margins radiotherapy*SLNB y
f:arginoma — ®Total mastectomy + ®Physical examination,
in situ tructi ultrasonography of
Multicentric,wide reconstructive ™ breastand CA-153,

CEA (optional )
every 6 months

®Mammography every year

Score 1 2 3

Size =m 16 =

Margin width | =m 1 <m

Pathologic  [Non-high-  [Non-high-  [High-grade

classification|Grade w/o  |Grade with  |With or w/o
Necrosis Necrosis necrosis

Age >60 40-60 <40

BRI R 2 T E



Breast Cancer

Kaohsiung Veterans General Hospital
Clinical Practice Guideline 2024.01 Version

DIAGNOSIS WORK-UP PRIMARY TREATMENT ADJUVANT TREATMENT FOLLOW-UP
Clinical LN ( —) > axillary lymph node dissection
« Breast conservin If SLNB(+)
surgery + SLNB%- T~ BCS:If tumor < 3cm, consider SLNB only then R/T
Clinical R/IT
Stage | « Simple LN (=) Favorable histology:
mastectomy + ¢ ER positive medullary, mucinous,
T1NOMO SLNB + hormone there}py tchemotherapy papillary, tubular
. 1) unfavorable histology .
Chest X-ray* reconstruction 2) tumor > 2cm carcinoma
» Modified radical 3) ki-67 >14%
Bilateral lr\:(?g;iﬁar(;?/oﬁ 4) age <40ylo Physical examination
€ ER negative : chemothera '
mammography™ (Ex?:lu de T1a) by Ultrasonography of breast and
Breast sono* Clinical LN ( +) liver, Chest x-ray, CA 15-3
* Breast Conserving LN (+) every 3~6 months for 2 years,
— Liver sono or CT * | surgery + ALND @ ER positive: then every 6~12 months for 2
Clinical (in 4 months) 1 +RIT ] Chemotherapy+hormone therapy years then every 12 months.
Stage Il « Modified radica @ ER negative : Mammography every year
) Women on tamoxifen: pelvic
+
TON1IMO Whole body bone Mastectomy - Chemotherapy examination every 12 months
scan (optional ) reconstruction
TIN1IMO (+/-RIT) K E IR ZC > LN(+) =38 > ER(+) 1]
T2NOMO Pathology review LA FiHormal therapyE[Ia]
T2N1MO (_&rgﬁ%; Xy 5% ) T
T3NOMO — Systemic oL A TNBC Stror)gly Post-mastectomy
consider . .
treatment h) non TNBC if age <50 PMRT radiotherapy: see page 7
or LVI(+)

Criteria of sentinel node biopsy :
early breast cancer and clinically lymph node negative

E8#>T0%k & ECOGH it R s 224 IR

TR RHISR

Her-2/neu + (IHC 3+ or FISH+)
Herceptin x for 1 year (optional)

*EARIHRE 2 T E &




Breast Cancer

Kaohsiung Veterans General Hospital
Clinical Practice Guideline 2024.01 Version

Clinical stage IV
any T any N M1

CBC ,CEA, CA-153 (optional)
Liver function test Chest x-ray
Mammography % ultrasonography of breast

Pathology report

Ultrasonagraphy of liver or CT

Bone scan

Biopsy documentation of distant

metastasis if possible

Metastatic site CT scan or MRI (optional)

PET scan (optional)

Her-2/neu + (IHC 3+ or FISH+), LN (4 )
Herceptin i 3% ¢ * 1 year

SYSTEMIC TREATMENT
Systemic chemotherapy and/or hormonal
therapy = radiotherapy or surgery +target

A#>T04& & ECOG# it R =4 224 » TR T RIVE ~ vk

therapy

DIAGNOSIS WORK-UP PRIMARY TREATMENT ADJUVANT TREATMENT FOLLOW-UP
Surgery
. Pathology review
Clinical stage IlI LIfC.R. :
’ (ANFBHEIHCE) \ . Physical
Complete adjuvant inati
T2N2MO Suraer chemotherapy + examination,
Chest X-ray* gery - Ultrasonography
T3N1MO Mammography* « Breast »|  hormone therapy + of breast and
T3N2MO Breast sono* =7 conserving radiotherapy liver, Chest x-ray
T4 any N MO Liver sono or CT * Neoadjuvent surgery + (BCS+R/T s SMor | ~A 153 every
Any T N3 MO Bone scan (consider) «Hormonal therapy ALND + MRM consider R/T) 3~6 months fgr 2
PET (optional) «Chemotherapy radiotherapy 2.1f still residual disease years,then every
*Target therapy * Modified : chemotherapy 6~12,m onths for
radical »| followed by
> . 2 years then
Mastectomy radiotherapy * every 12 months
reconstruction hormone therapy y '

Mammography
every year.

Women on
tamoxifen:
gynecological
examination
every 12 months.

*EIRIAHRE 2 £ H



Breast Cancer

Kaohsiung Veterans General Hospital
Clinical Practice Guideline 2024.01 Version

RECURRENCE WORK-UP

STATUS

SALVAGE TREATMENT

Biopsy documentation
of first recurrence if
possible

IHC study of the tumor
if ER/PR status
unknown

Whole body bone scan
(optional)

Chest x-ray

CT scan of chest for
locoregional recurrence
(optional)
Ultrasonagraphy of
liver

CT scan or MRI of
symptomatic areas
(optional)
Mammography

PET scan(optional)

Locoregional recurrence alone

Post breast-conserving surgery alone

4

Salvage mastectomy + systemic therapy + radiotherapy

Post breast-conserving surgery + radiotherapy

\4

A 4

Salvage mastectomy + systemic therapy

Post mastectomy

4

Surgical resection if possible + radiotherapy + systemic therapy

Post mastectomy + radiotherapy

Systemic recurrence

\ 4

Surgical excision if possible + systemic therapy * radiotherapy

ER/PR negative or symptomatic visceral metastases

ER/PR positive with bone/soft tissue and
asymptomatic visceral metastases

4

Chemotherapy until progressive disease
Supportive care only for patients who fail to respond 3 sequential
regimens(optional)

4

Hormone therapy

Hormone unresponsive: chemotherapy

Isolated liver, brain, or lung metastasis,
(impending) pathologic fracture, spinal cord
compression, and pericardial effusion

4

Indications for surgery

Multiple brain metastasis, impending pathologic
fracture, spinal cord compression, severe bone pain

Pleural effusion, pericardial effusion, and
leptomeningeal metastases

A 4

Indications for palliative radiotherapy

v

Indications for regional treatment




Breast Ca ncer Kaohsiung Veterans General Hospital

Clinical Practice Guideline 2024.01 Version

INDICATIONS FOR POST-MASTECTOMY RADIOTHERAPY BASIC REQUIREMENTS OF RADIOTHERAPY

1.skin involvement(skin nodule, ulceration, dorms lymphatic involvement) * Radiation fields should include ipsilateral chest wall, internal mammary chain and
2.Chest wall involvement supraclavicular fossa

3.positive axillary lymph nodes >4, lymph nodes positive 1-3 ( Strongly consider*) * Excluding heart from radiation fields

4.positive or close surgical margin « Central lung distance of the tangential fields < 3 cm

5.tumor >5cm, lymph nodes negative (optional ) , lymph nodes positive recommendation « No axillary irradiation if axillary clearance is adequate

6.gross multicentric disease(tumor in more than one quadrant and serpent at least 4cm by
clinical or pathology)
7. for breast conservative treatment (if DCIS Van Nuys Score >7)

*# B PRI (modified radical mastectomy)f& 2 iUE G

1. T3N+ - T4B(iR &R o mraE (&) M &
2. Tl BB Gz
3. B MRS SR AR R — £ = 5E > JEER TS 2 S TR B AE o SRl NR505E ~ MM RIEE = ket B say S e i e %
%Xﬁ%fﬁﬁ%%@fb%;‘éa%?%KELM:%@%‘?%ﬂ@ﬁ%ﬁﬁ%&ﬁﬁéfﬁﬂ%%ﬁ%%%iﬁﬁﬁﬁfﬁi%ﬁ% o 5 Ry AR SE 20 A (PCR) » I EA iR U E
5. T3NO, F{lif S BRI Lmm > RS I RT » 2SI b R ik e R B PR I

6. AN I 7 B LA I U B BB LB A - 1B DB ER Ryt -

Excision biopsy with no prior suspicion for malignancy Ductal carcinoma in situ with wide excision only
* Exact tumor size and type of tumor * Nuclear grade

» Tumor histological and/or nuclear grade » Status of tumor necrosis

* Margin status (exact distance in mm) * Tumor size

» Status of lymphovascular permeation  Margin status (exact distance in mm)

* ER and PR study * ER/PR study

Invasive carcinoma with wide excision and axillary lymph node dissection or modified radical mastectomy

* Exact tumor size and type of tumor

» Tumor histological grade

» Margin status (exact distance in mm)

« Status of multifocality and multicentricity

* Presence of DCIS and status of extensive intraductal component

* Status of peritumoral LVI

* Number of involved and total axillary lymph nodes with extranodal extension, total number of axillary nodes examined should not be less than 10.
« If any involvement of skin

* ER and PR study Her-2/neu

* Ki-67 8



Breast Cancer

Kaohsiung Veterans General Hospital
Clinical Practice Guideline 2024.01 Version

FEFEE N T ERT—X

BT it 7 [T /155 FFIACRS 778

G2 LB B R IEHE

» Cardiotoxicity Risk Score(CRS)

Medication-relted risk Example

IDBBRIHEEREMETE  « Trastuzumab)sa

High (risk score 4) Anthracyclines; trastuzumab; cyclophosphamide; 5-fluorouracil H: R > 53(EH H
Intermediate (risk score 2) Pertuzumab; vinblastine; capecitabine; ponatinib EHER— -

Low (risk score 1) Bevacizumab; imatinib

* Echo

Rare (risk score 0) Carboplatin; fludarabine; paclitaxel; rituximab * NT-proBNP « Epirubicinizf2

>ERUTEEY) - DVEINBEROGRRTRHS CBETIEE
- Trastuzumab

- Pertuzumab

- TDM-1

- Lapatinib

* High sensitivity ~ 4591% » 456/
Troponin-I HIiBHE > 24 -

>EERLUTEEY) - SHED T ERET » RIRSOE RN EXERATRIAL DBETIRE :

- Epirubicin

Patient risk factors (1 point per item)
» Cardiomyopathy or heart failure

» Coronary artery disease or equivalent (including peripheral artery disease)

» Hypertension

 Diabetes mellitus

* Prior or concurrent anthracyclines
* Prior or concurrent chest radiation
* Age <15 years or >65years

* Female gender




Breast Ca ncer Kaohsiung Veterans General Hospital
Clinical Practice Guideline 2024.01 Version

> PHEERRE  IREEERRIGENE > S0l Him A EREEE (W2 LB e E(Aromatase Inhibiter{s fISE 6% ) &
F—FIMFEmd s E %S ( DXA  dual energy X-ray absorptiometry ) - $55#HUE&KX1000 - 1500 mg ( FEEAJE - fF1
B4 SE o A AERRESS ) o WFEREC Vitamin D3 400 — 800 U - fj/ADXAkgE T-score -2.500 T » &S HARA
Clodronate(Sinclot)400 — 800 mg - =k 4F#FHk F Alendronate (Fosamax)70mg » B¢ &E-F &7 T 3 &fDanosumab 60mg(Prolia) » =k 4&F
“EEEFH T FfZoledronic acid 5mg » B AF-FEERAR T fPamidronate 90mg

> %1_%1[.[\2?% 13 x%%ﬁﬁ &j@ﬁ]&gﬁ Breast lump during pregnancy
i/~ 3574

1. RIS © BT 2RI REAR D e T O
S TE BB R

2. [ HAALIE R ¢ TR A -
LTl > 2RI TEIBN BB AR

Diagnosis of breast cancer

Gestational age < 13 weeks 14 weeks < Gestational age < 35 weeks Gestational age > 36 weeks
vy NV H,
3. HERMEAEEE BT EEAR  EHER2 S
No
s
ri Ti(ﬁﬂj(/ﬁjj&?]‘%ﬂﬁ‘ﬂtraStuz u mab Consider pregnancy termination Staging* - chest x-ray, liver US, bone MRI Wait till delivery**
Yes
m Standard treatment Not locally Locally advanced Metastatic Standard treatment
advanced
HT
RT . ’ : g
* Surgery + SLNB /axillary * Neo-adjuvant chemotherapy + Chemotherapy!
dissection + Surgery + SLNB/axillary + Consider trastuzumab for HER2-
+ Adjuvant chemotherapy! dissection positive for short period with
* Radiotherapy should be avoided! + Adjuvant chemotherapy! close monitoring

+ Radiotherapy should be avoided*
Organogenesis

Weeks 35 37 40

Delivery**
e Q o 5 Completion of treatment

* Indicated only when might alter clinical management
** Avoiding iatrogenic preterm delivery is recommended
Allowed only when gestational age is between 14 and 35

Delivery**
Completion of treatment

weeks

Radiotherapy may be considered in highly selected patients before 20 weeks’ gestation

Delivery**
Completion of treatment
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DIAGNOSIS ONCOFERTILITY TREATMENT
C emiz ) (" emmmmm ) (" passgE )
« Filg A A « RRINF *GnRH agonist
B HREERR % RO A
’HﬁFbéF « GnRH agonist
- AT P 2 IR B
RS *EELE
LR
- DA \_ J \_ J
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BT CahR  [2024/05/10
Reference (No)
Chemotherapy formula schedule /strength of
evidence
EC or LC (Epirubicin 90mg/m? or Lipo-Dox 35mg/m?2 + cyclophosphamide 4-6_cycles No 10/ Level |
500mg/m?) —
Taxol 80 mg/m? QWKLY No 20, 21/Level |
Docetaxel 75mg/m? Q3WKLY No 5/ Level |
Trastuzumab 2~8 mg/kg QWKLY or Q3WKLY No 8/ Level |
Trastuzumab SC Q3WKLY No 15/ Level |
Neoadjuvant ESRE  |Trastuzumab + Pertuzumab ( maintenance ) Q3WKLY No 14/ Level |
Trastuzumab + Pertuzumab ( loading ) Q3WKLY No 14/ Level |
Bevacizumab (D1 & D15) No 12, 39/ Level |
Trastuzumab SC + Pertuzumab ( maintenance ) Q3WKLY No 48 / Level |
Trastuzumab SC + Pertuzumab ( loading ) Q3WKLY No 48 /Level |
Letrozole 2.5 mg 1tab ( QD ) x14 day No 36 / Level |
Cisplatin+Etoposide Q3WKLY No 58/ Level |
[TC ( Docetaxel 75mg/m? + Cyclophosphamide 500mg/m? ) Q3WKLY No 23/ Level |
Paclitaxel+Carboplatin Q3WKLY No 62/ Level |
Carboplatin AUC x5mg+ Docetaxel 75mg/m? Q3WKLY No 16 / Level |
Carboplatin AUC 4~6+ 5-FU 1000mg/m? Q3WKLY No 42 / Level |
Cisplatin 50mg/m? Q3WKLY No 17 / Level |
Cisplatin 50mg/m? + 5-FU 500mg/m? Q3WKLY No 40 / Level |
Gemcitabine 1250mg/m? Q3WKLY No 18 / Level |
Adjuvant EARZA  [|Lipo-Dox 50mg/m? Q3WKLY No 10, 43/ Level |
IMitoxantrone-12mgln? O3WKLY ( #12019/2/22 )
Taxol 80mg/m? + Gemcitabine 800mg/m? QQWy nK!IL;YI v ( ffl2017/10/6 )
Taxol 80mg/m? + Cisplatin 50mg/m? Q3WKLY No 40 / Level |
Taxol 80mg/m? QWKLY No 20, 21/ Level |
[Taxol 175mg/m? Q3WKLY No 21/ Level |
Docetaxel 60mg/m? + Cisplatin 50mg/m? Q3WKLY No 22 / Level |

12




Adjuvant

Docetaxel 75mglm?+ Gemceitabine-1000mg/m? Q3WIKLY ( fi2017/10/6 )
Docetaxel 75mg/m? Q3WKLY No 1/ Level |

[TC ( Docetaxel 75mg/m? + Cyclophosphamide 500mg/m? ) Q3WKLY No 23/ Level |
\VVinorelbine 25~30mg/m D1 or D8 No 24 / Level |
Docetaxel 75mg/m? x1 + Xeloda 2.5tab x14 day Q3WKLY+14 day No 25/ Level |
Afinitor 5mg 2tab QD x 14 day No 26, 27 / Level |
Xeloda 500mg 2tab Bid x 14 day No 28 / Level |
Cyclophosphamide 2tab QD x 14 day No 29/ Level |
Methotrexate Ptab ( BIW ) x14 day |No45/ Level |
Ufur Bcap ( Bid ) x14day [No44/Levell

2 capl + 1cap ( QW ) X

Vinorelbine 30mg + Vinorelbine 20mg 14 day No 24 / Level |
Bleomycin 50mg once No 55/ Level |
FEC (5-FU500mg/m2, Epirubicin75mg/m, cyclophosphamide 500mg/m2) 2-6 cycles No 6/ Level |
FLC (5-FU 500mg/m?2, Lipo-Dox 35g/m?, cyclophosphamide 500mg/m?) 2-6 cycles No 43/ Level |
FEC-or- FLC-+TaxoHQ3WH-(QW) 2-4-eyeles (Q3W oF

212 cveles LQW) ( f#12020/3/20 )
FEC-or FLC | Taxotere{taxotere 75mglm?) 2-4—cyeles(Q3W)- ( M2020/3/20 )
CMF (Cyclophosphamide 2tab/m? + Methotrexate g/m2+ Fluorouracil 500~600mg/m?) [6-12 cycles No 2 / Level I
EC or LC (Epirubicin 90mg/m? or Lipo-Dox 35mg/m? + cyclophosphamide 500mg/m?) | 6 cycles No 10/ Level |
TEC (Docetaxel 75mg/m? + Epirubicin 75mg/m2 + cyclophosphamide 500mg/m?) | 6 cycles No 1/ Level |

- > - T > - -

Ilrétlc:l(fntrone 10mg/m? + Leucovorine 170mg/m? + 5-FU 600mg/m? + Cisplantin 60 Q3WKLY No 54/ Level |
IAIC for Epicin 60mg once No 47 / Level |
Bevacizumab-+-Paclitaxel (B1-& DB8&-DB15) ( ft2019/2/22 )
Lynparza (Oraparib) 150mg 2 tabs BID No 52/ Level |
Nerlynx (Neratinib) 40mg 6 tabs QD No 51/ Level |
Ixempra(Ixabepilone) Q3WKLY No 53/ Level |
TALZENNA (Talazoparib) 0.25mg 4 caps QD No 56 / Level |
TS-1 14 day No 57/ Level |

Cisplatin+Etoposide

Q3WKLY

No 58/ Level | =




BT AR |2024/05/10

Faslodex 250mg Q28D No 30/ Level |

Goserelin 3.6mg Q28D No 31,32/ Level I
Hormone I:eup#e#eha%—?%mg Q28D ( fi12024/5/22 )

Leuprorelin 3.75mg (1M) Q28D No 33/ Level |
therapy EBNE Leuprorelin 11.25mg (3M) Q3M No 33/ Level |

Anastrozole 1mg 1tab ( QD ) x28 day No 34/ Level |

Exemestane 25mg 1tab ( QD ) x28 day No 35/ Level |

Letrozole 2.5 mg 1tab ( QD ) x28day No 36/ Level |

Tamoxifen 10mg 1tab ( BID ) x28 day No 34, 36/ Level |

Toremifene 1tab ( QD ) x28 day No 46 / Level |

Bz e bR [2024/05/10

Docetaxel 75mg/m2+Herceptin-6=~8-mglkg Q3WKLY ( ff12018/9/7 )

Perjeta420~840mg erceptin-6~8-mgikg 2 Q3WKLY ( ff12018/9/7 )

Kadcyla 3.6 mg/kg Q3WKLY No 37/ Level |

Tykerb 250mg + Xeloda 500mg 5 tab (QD ) +2tab ( Bid No 38/ Level |

x14 day

Tykerb 250mg 5tab ( QD ) x14 day No 38/ Level |

Trastuzumab 2~8 mg/kg QWKLY or Q3WKLY No 8, 9/ Level |

Trastuzumab SC Q3WKLY No 9/ Level |
Target therapy| po - py g Trastuzumab + Pertuzumab ( meitanance ) Q3WKLY No 14 / Level |

Trastuzumab + Pertuzumab ( loading ) Q3WKLY No 14/ Level |

Trastuzumab SC + Pertuzumab ( maintenance ) Q3WKLY No 48 / Level |

Trastuzumab SC + Pertuzumab ( loading ) Q3WKLY No 48 /Level |

Pigray (Alpelisib) 150mg 2 tab QD No 64 / Level |

Palbociclib ltab ( QD ) x21 day No 13/ Level |

Ribociclib 3cap (QD) x21 day No 50/ Level |

Abemaciclib 1tab (BID) x28 day No 59, 60, 61/

Level 1

14




Metastasis First
line

prescription

BHTELAR

2024/05/10

Taxol 80 mg/m QWKLY No 21/ Level |
Docetaxel 75mg/m? Q3WKLY No 5/ Level |
EC or LC (Epirubicin 90mg/m? or Lipo-Dox 35mg/m? + cyclophosphamide 500mg/m?) [ 6 cycles No 10/ Level |

. litaxel

(D1_& D8& Di5) ( Ml
2019/2/22 )

Faslodex 250mg Q28D No 30/ Level |
Goserelin 3.6mg Q28D No 31, 32/ Level |
Leuprorelin 3.75mg Q28D No 33/ Level |
Letrozole 2.5 mg 1tab ( QD ) x28 day No 36/ Level |

Tamoxifen 10mg

1tab ( BID ) x28 day

No 34, 36 / Level |

Bevacizumab (D1 & D15) No 12,39/ Level |
Q3WKLY ( fi12018/9/7 )

Kadcyla 3.6 mg/kg Q3WKLY No 37/ Level |
Trastuzumab 2~8 mg/kg QWKLY or Q3WKLY No 9/ Level |
Atezolizumab 840mg Q2WKLY No 49/ Level |
Lynparza (Oraparib) 150mg 2 tabs BID No 52/ Level |
Ixempra(Ixabepilone) Q3WKLY No 53/ Level |
TALZENNA (Talazoparib) 0.25mg 4 caps QD No 56 / Level |

Eribulin:1.4mg/ m2

on days 1 and 8, 21-day
cycle

No 11/ Level |

Gemcitabine + Carboplatin

on days 1 and 8, 21-day
cycle

No 65/ Level |

Enhertu (Trastuzumab deruxtecan)

Q3WKLY

No 66 / Level |

on days 1 and 8, 21-dayj

[Trodelvy(Sacituzumab govitecan) sl No 67 / Level |
BT AR |2024/05/10
Immuno-
Atezolizumab+Abraxane Q3WKLY NO 63/ Level |
oncology ESNEA
therapy Pembrolizumab 200mg Q3WKLY No 62/ Level |

15




Reference for Neoadjuvant / Adjuvant Chemotherapy Regimens
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breast cancer. J Clin Oncol 2005;23:3676-3685.

9.Slamon D, Eiermann W, Robert N, et al: Adjuvant Trastuzumab in HER2-Positive Breast Cancer. N Engl J Med 2011;365:1273-1283.

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

11. Cortes J, O'Shaughnessy J, Loesch D, et al. EMBRACE (Eisai Metastatic Breast Cancer Study Assessing Physician's Choice Versus E7389)
investigators:Eribulin monotherapy versus treatment of physician’s choice in patients with metastatic breast cancer (EMBRACE): a phase
3 open-label randomised study. Lancet. 2011 Mar 12;377(9769):914-23. doi: 10.1016/S0140-6736(11)60070-6. Epub 2011 Mar 2.

12. Kathy Miller, M.D., Molin Wang, Ph.D., Julie Gralow, M.D., Maura Dickler, M.D., Melody Cobleigh, M.D., Edith A. Perez, M.D., Tamara
Shenkier, M.D., David Cella, Ph.D., and Nancy E. Davidson, M.D.; Paclitaxel plus Bevacizumab versus Paclitaxel Alone for Metastatic
Breast Cancer N Engl J Med 2007; 357:2666-2676December 27, 2007DOI: 10.1056/NEJM0a072113

13. Richard S. Finn, M.D., Miguel Martin, M.D., Hope S. Rugo, M.D., Stephen Jones, M.D., Seock Ah Im, M.D., Ph.D.,Karen Gelmon, M.D.,
Nadia Harbeck, M.D., Ph.D., Oleg N. Lipatov, M.D., Janice M. Walshe, M.D.,Stacy Moulder, M.D., Eric Gauthier, Pharm.D., Ph.D.,
Dongrui R. Lu, M.Sc., Sophia Randolph, M.D., Ph.D.,Veronique Dieras, M.D., and Dennis J. Slamon, M.D., Ph.D. Palbociclib and
Letrozole in Advanced Breast CancerN Engl J Med. 2016 Nov 17;375(20):1925-1936.

14. Gunter von Minckwitz, MD, et al. Adjuvant Pertuzumab and Trastuzumab in Early HER2-Positive Breast Cancer. N Engl J Med
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15. Christian Jackisch, et. al. HannaH phase 111 randomized study: Association of otal pathological complete response with event-free survival
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